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410 The American Society of Hematology (ASH) represents over 11,000
hematologists in the United States who are committed to the treatment of blood
and blood-related diseases. ASH members include hematologists and

R

D hematologist/oncologists who regularly render services to Medicare
Pinass Hargarsi rospital beneficiaries. The Society appreciates this opportunity to comment on the
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G M3 Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for
non-renal disease indications (CAG-00383N).
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Of paramount importance to ASH is to ensure that all coverage decisions are

Treasurer

A guided by the best available scientific evidence to ensure the highest degree of
Gixology, 301 Tanspnlaton patient safety and to protect against not only the overuse of ESAs, but their

2 Damars Svost 58 underuse and misuse as well. Consequently, the Society is deeply concerned
a4 that CMS’s proposed decision memo inappropriately restricts use of ESAs

P s e because a number of its proposals are not supported by scientific data, rely on

poor quality data, or are in conflict with expert scientific analysis.
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oy e . PO In addition, ASH is concerned that CMS’s proposed decision memo does not

D e e take into consideration the discussion during FDA’s May 10, 2007 Oncology
faacnz . Heh. Drug Advisory Committee meeting, particularly a conclusion that the anemia of
e N S M. P, myelodysplasia (MDS) should not be included in decisions for restricted use.
;o“o;m”;:,'m As FDA is the agency responsible for evaluating drugs for safety and efficacy,
Sartord . Shattl, ML, Siooxd ASH believes CMS should not issue its proposal prior to the FDA’s scientific
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oo ert o s Further, ASH notes that the proposed CMS restriction on MDS conflicts with a
“ CMS-approved quality measure for the Physician Quality Reporting Initiative

(PQRI). The quality measure involves the use of ESAs in MDS patients (see
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68. Myelodysplastic Syndrome(MDS): Documentation of Iron Stores in Patients Receiving
Erythropoietin Therapy: Percentage of patients aged 18 years and older with a diagnosis of
MDS who are receiving erythropoietin therapy with documentation of iron stores prior to
initiating erythropoietin therapy.

ASH developed this evidence-based quality measure with consultation by CMS because of the
recognized value of using ESAs to treat these patients. The measure was vetted through the
Society and the AMA Physician Consortium for Performance Improvement, endorsed by the
AQA, and then approved by CMS as part of the PQRI program. The proposal to restrict
coverage in patients with MDS is contrary to the PQRI where CMS recognizes MDS as a
condition for which ESA treatment can be considered a standard of practice. Consequently,
CMS’s proposed restriction for MDS contradicts the national consensus about appropriate
quality care and demonstrates a lack of internal consistency within the agency.

ASH’s comments on the proposed NCD follow. We note that because all ESAs have the same
mechanism of action, ASH believes that the NCD should apply to all ESAs (marketed as Procrit,
Epogen, and Aranesp). While some local carriers have separate coverage policies for
darbepoetin alfa (Aranesp) and epoetin alfa (Epogen and Procrit), ASH believes there should be
a single national coverage policy because the products are basically interchangeable and use of
one is essentially equal to the use of the other.

Coverage of ESAs for Patients with Conditions Other than End-Stage Renal Disease

Anemia of Myvelodysplasia -

In its proposed decision memo, CMS proposes broad coverage restrictions to the FDA-approved
indication for ESAs in chemotherapy-induced anemia and broad restrictions for off-label uses.
ASH strongly disagrees with CMS’s conclusion that there is sufficient evidence to restrict
coverage of ESAs for treatment of the anemia of myelodysplasia (MDS). To the contrary, there
is evidence to support the use of ESAs in patients with anemia associated with MDS with less
than five percent blasts.

Definition of Myelodysplasia: Myelodysplastic syndromes (MDS) are a heterogeneous group of
hematological malignancies characterized by dysplastic and ineffective hematopoiesis and a
variable risk of transformation to acute leukemia. MDS with less than five percent blasts can
include the following (World Health Organization classification) forms of MDS:

e Refractory anemia (RA) (238.72)

¢ Refractory anemia with ringed sideroblasts (RARS) (238.72)

e Refractory cytopenia with multilineage dysplasia (RCMD) (238.72)

e Refractory cytopenia with multilineage dysplasia and ringed sideroblasts (RCMD-RS)
(238.72)

Myelodysplastic syndrome, unclassified (MDS-U) (238.75)

e MDS associated with isolated del(5q) (238.74)
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Refractory anemia can be defined as a red cell production deficiency that cannot be assigned to a
specific vitamin or mineral deficiency.

ASH recommends that Medicare cover treatment with ESAs in patients with MDS who meet the
following criteria:

1. Hemoglobin (Hgb) of 10 g/dl or Hematocrit (Hct) of 30% or less

2. Patients who have a reasonable expectancy of longer survival

3. Patients who need or are anticipated to need frequent transfusions

4. Treatment with ESAs will end or reduce the need for transfusions

Scientific Rationale for Coverage: Since the FDA approved epoetin as a pharmaceutical in 1989
for anemia of chronic renal failure, numerous studies have examined its potential use as an
alternative to transfusions in the management of anemia in patients with cancer and specifically
in patients with MDS. CMS should consider this evidence.

Published data on the safe and effective use of ESAs in MDS patients spanning more than a
decade are-available. Examples include: A randomized double-blind placebo-controlled study
with subcutaneous recombinant human erythropoietin in patients with low-risk myelodysplastic
syndromes (Italian Cooperative Group,1998) and Treatment of anemia in myelodysplastic
syndromes with granulocyte colony-stimulating factor plus erythropoietin: results from a
randomized phase 11 study and long-term follow-up of 71 patients. (Hellstrom-Lindberg et al,
1998). Studies with long-term follow-up have shown no negative impact on survival or evolution
to leukemia (Jadersten M et al, 2005). In fact, these studies have shown that ESAs with or
without G-CSF (granulocyte colony stimulating factor) can induce long-lasting responses and
transfusion independency in defined subsets of MDS patients. A recent pooled analysis of nearly
2600 individuals with low-risk MDS indicated that those receiving ESAs with or without G-CSF
demonstrated greater overall and progression-free survival than those patients who did not
receive growth factors, after controlling for baseline patient characteristics. (Golshayan AR et al,
2007).

Even more recent studies, some in abstract form but with manuscripts in preparation, continue to
buttress the role of ESAs for patients with MDS without evidence that ESAs increase the rate of
transformation to acute leukemia. Miller, et al., reported on 105 MDS patients treated with
either supportive care or erythropoietin (EPO). (Miller KB, et al 2004, manuscript in
preparation). In this study, the response rate, defined as at least a decrease in transfusion
requirement, was 35% in the EPO (erythropoietin) arm and 9% in the supportive care arm
(p=.002). Transformation to AML (acute myeloid leukemia) occurred in 3.6% of patients on
supportive care and 0.0% of patients receiving EPO. Toxicities were comparable across all
patients. Neither EPO nor the addition of G-CSF was associated with an increased rate of
transformation to acute leukemia. In another trial the effect of growth factor treatment was
evaluated in 363 patients with MDS with different probability of response. All patients were
transfusion dependent (n=176) or anemic with hemoglobin level below 10 g/dL (n=187). The
erythroid response (transfusion independence) was seen in 41% of treated patients with median
duration of 23 months (range: 3-116+). There was no significant impact on risk of leukemic
transformation in patients with low (p=0.75) or high (p=0.21) transfusion need. (Jadersten M, et
al 2006.).
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This is a sampling of studies addressing the long term use of erythropoietin with or without G-
CSF in MDS patients compared to either randomized controls or historical controls. These
studies have shown no negative impact on survival or leukemic evolution and, thus, these data
conflict with and do not substantiate CMS’s statement that the evidence is sufficient to conclude
that ESA treatment is not reasonable and necessary for these Medicare beneficiaries because of a
possible deleterious effect of the ESA on their underlying disease. Indeed, they provide strong
evidence that treatment of anemia in MDS patients with erythropoietin with or without G-CSF
can induce positive effects, including long-lasting transfusion independence without risk of
leukemic transformation.

To ensure that CMS’s final decision memo for ESAs reflects the state of the science and is based
on principles of evidence-based medicine, CMS needs to consider these data on the safe and
effective use of ESAs in MDS patients. (See also Hellstrom-Lindberg, 2005, Hellstrom-
Lindberg, Eva, et al.,.2003; Terpos, Evangelos, et al.,. 2002; Hellstrom-Lindberg, Eva, et
al.,1998;; Hellstrom-Lindberg, Eva, et al, 1997; Stein, Richard S., et al,1991).

It is also important to note, that the studies showing significant and life-threatening events in
certain patients who were treated with ESAs for non-renal diseases do not appear to have
included patients with MDS, but only patients who had end-stage solid cancers and/or renal
disease. In addition, in those studies, the patients’ hemoglobin levels typically were kept above
12 g/dl while patients with MDS and other bone marrow failure syndromes s rarely reach a
hemoglobin level that high. Thus, findings from these studies should not be applied to patients
with MDS.

ASH understands that CMS is concerned about potential risks that can be associated with use of
ESAs (cardiovascular, thrombotic events, hypertension) documented in physician references,
such as Micromedex. While ASH supports use of these types of references and guidelines to
help physician decision making, the Society also recognizes that specialists who treat complex
hematologic diseases must also consider each patient’s individual circumstance and the standard
of practice in the community to determine appropriate care. Removing coverage for ESAs for
patients with MDS will be an arbitrary policy that is not justified by sufficient scientific
evidence, does not reflect the standard of practice of experts in the field, and that will harm some
Medicare beneficiaries.

Other Proposed Restricted Conditions -

ASH proposes clarification on the following conditions for which CMS is seeking public
comment that “ESA treatment is not reasonable and necessary for beneficiaries either because of
a deleterious effect of the ESA on their underlying condition or because the underlying disease
increases their risk of adverse effects related to ESA use™:

¢ The anemia of myeloid cancers: As discussed above, MDS should be excluded from this
restriction.
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e The anemia of cancer not related to cancer treatment: Erythroid hypoplasia leading to
anemia may occur weeks to months following cessation of chemotherapy or radiation
therapy. This may be the first sign of MDS, however MDS may never develop. The use of
ESAs may decrease transfusion requirements in these patients. Even though the causal
relationship between the anemia and previous treatment may be difficult to document, it
would be reasonable not to exclude these patients from receiving ESAs.

e Any anemia associated with radiotherapy: Many patients receive chemotherapy concomitant
with radiotherapy, or in series with radiotherapy. The restrictive language should be specific
for anemia during primary treatment with radiotherapy.

e Patients with thrombotic episodes related to malignancy: There is no clinical evidence that
these patients are at higher risk for complications related to treatment with ESAs. There is,
of course, much published evidence demonstrating that an increase incidence of thrombotic
episodes are related to certain malignancies and with certain therapies in the treatment of
malignancies. Appropriate anticoagulation may be required. Given the concern of a general
increase in VTE when ESAs are used to increase the hemoglobin above 12 g/dl, physicians
need to carefully monitor the hemoglobin in these patients, as they would for any patient
receiving ESAs.

CMS Proposed NCD Treatment Limitations

1. The hemoglobin/hematocrit levels immediately prior to initiation of dosing for the month
should be<9 g/dl/27% in patients without known cardiovascular disease and <10 g/dl/30%
in patients with documented symptomatic ischemic disease that cannot be treated with blood

transfusion-

ASH opposes CMS’s proposed policy of initiating therapy at 9 g/dl in each month because it is
not supported by scientific evidence. CMS has not provided any clinical or scientific rationale
for setting a hemoglobin upper limit at 9 g/dl when the recently revised FDA label is not to
exceed 12 g/dl. ESAs should be started in appropriate clinical settings at a hemoglobin level at
or below 10 g/dl/ 30%. It should be understood that the hemoglobin level of 10 g/dl is not a
trigger, but guidepost for the assessment of the patient’s physiologic needs. ASH notes,
however, that there may be extenuating circumstances when treating patients with co-
morbidities, such as cardiac or pulmonary disease, (which should be documented) that could
justify use of ESAs before the hemoglobin has decreased to 10 g/d1/30%.

The therapeutic goal should be a hemoglobin level of no higher than 12 g/dl and recommends
that the dose of ESA be modified in accordance with the recent FDA black box warning when
the hemoglobin approaches 12 g/dl. ASH believes it is important to encourage doctors to be
vigilant in monitoring patient blood counts when treating with ESAs and iron levels in non-
responders.

2. Maximum Covered Treatment Duration

ASH believes that the treatment recommendation should be based upon the disease and CMS’s
proposed limitation of 12 weeks is without support in the clinical evidence and should be re-
evaluated. Chemotherapy regimens are frequently prolonged and may last beyond 12 weeks. In
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addition, patients experience a variable number of courses of chemotherapy in a year depending
on tumor type, extent of disease, and response to therapy. As such, CMS’s proposal is arbitrary
and could hurt Medicare beneficiaries who are prescribed chemotherapy regimens in excess of
12 weeks or who require multiple courses in a year.

Further, ASH notes that a patient may continue to suffer from anemia for some time following
completion of chemotherapy treatment and consequently recommends that coverage of ESAs be
continued for treatment of anemia for 90 days post chemotherapy. If the anemia persists beyond
90 days after completion of chemotherapy, it would be reasonable to re-evaluate the anemia to
determine if this continues to be a result of the chemotherapy, thereby justifying continuation of
ESA treatment, or if another process is in place. ASH believes most patients should recover
within this time period, but notes evidence from randomized clinical trials concerning this issue
is not available and recommends prospective studies concerning this topic.

3. Maximum Covered Treatment Dose

CMS’s proposed restriction is inconsistent with the FDA-approved dosing regimen for

ESAs. The dose of ESAs is to be titrated drugs used to achieve specific hemoglobin fevels. The
starting doses and dose adjustment guidelines are clearly delineated in the product label and
clinical practice guidelines. Moreover, the FDA-approved labeling for darbepoetin alfa states
that one of the product’s dosing regimens allows for administration at a dose of 500 mcg every
three weeks (i.e., up to 1,000 mcg per six weeks unless there are dose reductions). Limiting the
total dose of darbepoetin alfa to 630 mcg per 4 weeks will limit the ability for physicians to
effectively manage anemia in patients who may require a higher than average dose to respond
and disadvantage patients who are prescribed every-three-week dosing given with their
chemotherapy regimens. Similarly, the labeled dose of epoetin alfa is 40,000 U per week and the
product label recommends an increase to 60,000 U per week (i.e., 360,000 U per six weeks), for
patients who do not have satisfactory response after 4 weeks of therapy. (Rizzo DJ, Lichtin AE,
Woolf SH, et al, 2002)

4. Discontinue Use of ESA in Non-Responders After 4 Weeks

ASH believes CMS’s proposal is not based on scientific evidence. ESAs should not be continued after
six to eight weeks in the absence of response, assuming the appropriate dose increase (titration) has been
attempted in low-responders.

5. Discontinue Use of ESA if Increase in Fluid Retention
ASH believes this proposal is not founded in scientific evidence. Because this recommendation is not
based on clinical evidence, it should be removed from the fina! decision memo.

6. Discontinue Use of ESA if Rapid Rise in Hemoglobin/Hematocrit

While ASH agrees that patients should not experience too rapid a rise in their hemoglobin/hematocrit
level, the proper response, as with other medical interventions, should be for the physician to make a
dosage adjustment not to discontinue use. ASH believes this proposal should be removed from the final
decision memo.
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CMS Proposal to Allow ESA Therapy for Beneficiaries with Cancer Only Within Clinical
Research Studies

ASH opposes CMS’s proposal that ESAs be available to Medicare beneficiaries only in the
context of clinical studies. This proposed restriction for an FDA-approved indication would be
inappropriate and unprecedented for any Medicare covered drug or biological. Further the
proposal is not justified based on the multitude of published evidence supporting ESA use.
Therefore, this proposal should not be finalized.

Additional Concerns with CMS Proposed NCD

Impact of Transfusions as Alternative Treatment -

The alternative to ESA therapy would be transfusion. In patients with MDS, where chronic
transfusions would substitute for the use of ESAs, the risks would be substantial and would
include alloimmunization, TRALI (transfusion-related lung injury), and iron overload. The
treatment of iron overload in and of itself carries substantial risk to the patient. Furthermore, the
inconvenience to the patient and the impact on the quality of life associated with transfusions
should be taken into account in these chronically ill patients.

ASH also notes that ESAs help to reduce the need for transfusions and thereby
alleviate strain on the nation’s blood supply. Therefore, the impact on the blood supply also
should be taken into account when determining changes in the use of these products.

Additional Research Needed —

ASH acknowledges that we need to learn more about the optimal uses and potential side-effects
of ESAs. The use of ESAs in the area of hematologic malignancies requires further clinical
study. ASH encourages the development of larger Phase 11 studies, perhaps under the CMS
CED program to help answer these questions.

Conclusion

In conclusion, ASH has deep concerns about the proposed NCD. Based on scientific evidence
and expert consensus of clinicians, the Society opposes the proposed restriction for anemia of
MDS and the proposed limitations on ESA treatment dose and duration. While emerging safety
concerns raised in recent studies indicate the need for CMS to review its policies concerning
ESAs, ASH believes the proposed NCD inappropriately restricts use of ESAs because a number
of the proposals are not supported by the preponderance of scientific data or are in conflict with
expert scientific analysis.

ASH would like to work with CMS as the agency evaluates the evidence for its proposed
coverage policy and the consequences of the proposal on patients with MDS and other
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hematologic malignancies. ASH is currently finalizing revisions to its evidence-based clinical
practice guidelines on ESAs with the American Society of Clinical Oncology. The updated
guidelines are expected to be published in September and we will share them with CMS upon
their completion. In the meantime, please do not hesitate to contact the Society at
mbecker@hematology.org if we can answer any question or provide assistance.

Sincerely,

dmtu«? e dwﬁ«/ ey J&.

Andrew L. Schafer, MD Samuel Silver, MD, PhD

President Chair, ASH Reimbursement Subcommittee

Councilor, ASH Executive Committee
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RE: Proposed Decision Memo for Erythropoiesis Stimulating Agents
EXECUTVEDRECTOR (ESAs) for non-renal disease indications (CAG-00383N)
ert B. Einstein, Jr.,

Dear Dr. Phurrough:

1221 Madison St.

Arrold Pavilion The Swedish Cancer Institute at the Swedish Medical Center in Seattle, Washington

Suite 1110 appreciates this opportunity to comment on the Centers for Medicare and Medicaid

2:2‘::‘(;';:)9:2:536 Services’ (CMS) proposed decision regarding the Medicare National Coverage

Fax (206) 215.3537 Determination (NCD) for Erythropoiesis Stimulating Agents (ESAs).! The Swedish

www.swedish org Cancer Institute has grown into the Northwest’s largest cancer-care program, offering’
patients the most extensive range of services and expertise in the region. The Swedish
Cancer Institute includes leading cancer specialists, a broad range of treatment
options, state-of-the-art facilities and equipment, and cancer care that is as personal as

it is progressive and comprehensive.

As a result of the proposal by CMS, more patients with Myelodysplastic syndrome
(MDS) and chemotherapy induced anemia may require blood transfusions, which are
most often given in the hospital setting. This may put a serious strain on the nation’s
blood supply, thus affecting not only cancer and MDS patients, but many other types
of patients as well. It may also add an additional strain on hospital resources, with
hospitals having to utilize more space and personnel to administer the transfusions.

Swedish is concerned that the increased number of transfusion patients may create an
extra administrative burden, as well as a burden on resources that, until now, were
being used for other purposes. When conducting a blood transfusion, services such as
blood typing, transfusion monitoring, and usage of bed space and hospital personnel
must all be taken into account.

! http://www.cms.hhs.gov/mcd/viewdraftdecisionmemo.asp?id=203



Currently, MDS and chemotherapy induced anemia patients are able to get similar
results from ESAs as they would be getting from blood transfusions. However, itis a
much less time consuming process. Some blood transfusions can last many hours,
causing a strain not only on the patient, but also on the hospital.

The Swedish Cancer Institute feels that the best course of action for CMS to take
would be to cover for all indications already on the FDA labels and to also use the
guidelines for ESA usage that are already in place from the American Society of
Hematology (ASH). CMS should also deny coverage for an over-usage or usage of
the treatment beyond what is allowed by the FDA and the compendia.

Swedish greatly appreciates this opportunity to comment on the proposed NCD. We
support the proper usage of these drugs and the effects they can have on a patient’s
quality of life, and in no way condone its purported over-usage.

We would be pleased to answer any questions regarding these comments. Please
contact me if Swedish can be of any assistance as CMS continues to evaluate and
develop its approach to coverage of ESAs.

Sincerely,

Albert B. Einstein, Jr., MD, FACP
Executive Director

Swedish Cancer Institute

Swedish Medical Center
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June 1, 2007 '

Steve Phurrough, MD, MPA, CPE

Director, Coverage and Analysis Group
Office of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mail Stop: C1-09-06

7500 Security Boulevard

Baltimore, Maryland 21244

Re: Proposed Decision Memorandum for Erythropoiesis Stimulating Agents for Non-
Renal Disease Indications (CAG-00383N)

Dear Dr. Phurrough:

Amgen Inc. (Amgen) is a science-based company, committed to developing innovative
products that treat grievous illnesses. The highest levels of patient safety are an
important part of this commitment throughout the lifecycle of our products. We
communicate proactively and regularly with the U.S. Food and Drug Administration
(FDA) and the Centers for Medicare and Medicaid Services (CMS) regarding the safety
of our products, and Amgen is committed to working with CMS to provide objective,
rigorous, and evidence-based information in response to the agency’s Proposed
Decision Memorandum (PDM) for Erythropoiesis Stimulating Agents (ESAs) for Non-
Renal Disease Indications (CAG-00383N) released on May 14, 2007." Amgen scientists
developed the breakthrough molecules known as ESAs and have perhaps the world’s
most significant knowledge base and experience with this class of biologicals.?

As we have shared with CMS previously, Amgen takes seriously the recent safety
concerns. We are also attentive to the concerns of CMS regarding the appropriate use
of this class of products. Based on our understanding of the important benefits
associated with ESA use in oncology, we have prepared a detailed response to the
proposed National Coverage Determination (NCD) and offer specific scientific and
clinical recommendations for the agency’s consideration in preparing a finalized NCD on
ESAs. These recommendations are intended to help CMS balance understandable
safety concerns with the need to provide appropriate access to ESAs, which serve an
important and well-recognized supportive care role in many types of cancer.’

1/
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. EXECUTIVE SUMMARY

Anemia—defined as a below-normal level of red blood cells, hemoglobin, or both—is a
debilitating complication that is common in cancer patients receiving chemotherapy,
patients with cancer not receiving chemotherapy, and patients with myelodysplastic
syndrome. Individuals with cancer-related anemia may present with a range of
symptoms—most frequently fatigue, but also potentially including dizziness, shortness of
breath, palpitations, lack of endurance, and angina, among others.

ESA therapy revolutionized anemia management. For nearly 15 years, ESAs have been
employed by physicians to reduce the burden of red blood cell transfusions in patients
receiving myelosuppressive chemotherapy. Clinical studies make plain that, compared
with placebo, ESA treatment reduces by half the number of transfusions in such patients
and extends the time to first transfusion. In addition, ESA treatment helps alleviate the
signs and symptoms of anemia, which provoke physicians to transfuse red blood cells,
and clinical trials report improvements in patient-reported outcomes for chemotherapy
patients.

While CMS has a legitimate role to play in determining coverage policy for ESAs under
the authority granted to it by Congress (i.e., to determine the uses that are “reasonable
and necessary”), in finalizing a NCD for these products, we urge CMS to guide its
decisions by several important principles, including:

e That the coverage policy should be based strictly on the principles of evidence-based
medicine, avoiding a physiologic rationale as a basis for coverage restriction and
also avoiding coverage parameters that have never been studied in clinical trials or
utilized in clinical practice;

¢ That CMS should acknowledge the role of the FDA in its judicious evaluation of the
safety profile of the ESAs, and avoid using coverage policy to play the role of the
FDA by issuing prescribing instructions;

e That the agency'’s decisions should reflect the paramount importance of the
physician’s role in delivering optimal cancer treatment for his or her patients;

e That the agency’s actions should be made in full compliance with relevant laws,
regulations, and past CMS statements on the development of coverage policies; and

« That the agency should ensure that the coverage process is open and transparent to
all stakeholders.

Importantly, CMS has proposed broad coverage restrictions to the FDA-approved
indication for ESAs in chemotherapy-induced anemia (CIA),* as well as broad
restrictions to off-label uses. However, there is an absence of compelling clinical
evidence in CIA patients on which to base these restrictions. The underlying logic of the
PDM, which restricts coverage for ESAs in CIA in addition to off-label uses, appears to
be based on the following three suppositions:

1. That safety signals observed in isolated off-label, experimental, or investigational
uses should be extrapolated to ESA therapy in CIA and that these isolated studies
are apparently judged to be of greater weight than the entire body of relevant data in
CIA patients.
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. That the hypothesis that erythropoietin (EPO) receptors (EPO-R) may be expressed

on tumors is valid, that these receptors—interacting with ESAs—could perhaps
promote tumor growth, and that this unproven phenomenon would prove deleterious
to cancer patients.

That a hemoglobin initiation level not to exceed 9.0 g/dL will minimize any risks while
maintaining patient benefit.

In response to the first supposition, Amgen encourages CMS not to extrapolate
the safety signals in off-label and experimental conditions to CIA based on
individual studies, but rather to rely on a robust analysis of all available evidence
to guide coverage policy.

The reasons that the approach adopted in the PDM is scientifically and clinically
unjustified are summarized as follows:

CMS can be confident that Amgen has been diligent in our pharmacovigilance, has
supplied all available data to the FDA in a timely manner, and has proactively shared
these data with health care professionals. The entire body of relevant data is
included in the analyses contained herein.

Robust analyses of CIA studies, including both study-level and patient-level meta-
analyses, support a neutral impact of ESAs on survival.

Although subgroup analyses point to decreased overall survival in ESA-treated
patients with head and neck cancer undergoing radiotherapy, and in patients with
anemia of cancer (AOC) who have active cancer not receiving or planning to receive
chemotherapy or radiation therapy, these findings should not be extrapolated to the
broad population of CIA patients.

Several ongoing studies will continue to inform CMS, health care providers, and
patients about the safety of ESAs.

Several prominent medical societies and experts have also questioned the evidence
base underlying the PDM.

In response to the second supposition, Amgen urges CMS to complete a careful,
critical assessment of the clinical literature and evidence-base regarding EPO-R.

Such an assessment leads to a conclusion that there is no definitive evidence of EPO
receptor involvement in tumor progression for the following reasons:

While published papers provide data seemingly consistent with the hypothesis of

EPO-R involvement in tumor progression, examination of the evidence shows it to be

either flawed or circumstantial. This view has been confirmed by independent

reviews of the literature, and is shared by several experts in the fields of oncology

and immunohistochemistry.

Several additional facts, which help support this view, are as follows:

o EPO-R s not expressed at significant levels in human cancer cells, and EPO
itself does not stimulate tumor growth.

o The EPO-R gene does not behave as an oncogene.

o There exist no satisfactory antibody reagents for detecting EPO-R, and the most
commonly used EPO-R polyclonal antibody (i.e., Santa Cruz C-20) was shown to
detect heat shock protein HSP70, not EPO-R, in tumor samples.
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o Experiments designed to detect cell surface EPO-R on tumor cell lines by
measuring binding of radio-labeled EPO showed no evidence of EPO binding,
and therefore no evidence that EPO-R is present on these cells.

In response to the third supposition, Amgen notes that the agency’s proposed
policy of initiating therapy at 9.0 g/dL in each month is not supported by scientific
evidence.

Importantly, CMS has not provided any clinical or scientific rationale for setting an
implicit hemoglobin upper limit at 9.0 g/dL (i.e., initiation at 9.0 g/dL in each month) when
the recently revised FDA label is not to exceed 12.0 g/dL.

Key Points on Initiation Level

Almost all randomized clinical trials (RCTs) have initiated ESA therapy when the
hemoglobin level is less than 11.0 g/dL. As a result, evidence-based clinical practice
guidelines have recommended the initiation of ESA therapy in cancer patients when
the hemoglobin level is less than 11.0 g/dL.

In placebo-controiled trials, when ESA-treated patients initiate therapy at hemoglobin
< 9.0 g/dL, 68 percent receive at least one transfusion; however, if the hemoglobin is
between 10.0 and 11.0 g/dL, only 26 percent receive at least one transfusion. Thus,
the agency’s proposed policy would increase the percentage of patients who receive
at least one transfusion.

A meta-analysis of studies with an average hemoglobin level between 10.0 to 12.0
g/dL at baseline showed neutral outcomes with respect to overall survival (odds ratio,
0.86; 95 percent Cl 0.69 — 1.08).

Comparison of strategies for early intervention (generally, initiation of therapy at
approximately 12 g/dL) and later intervention (generally, initiation of therapy when
hemoglobin level drops below 10 g/dL) have been evaluated in a number of RCTs. A
meta-analysis of these studies has demonstrated an approximate 50 percent
reduction in the risk of transfusion favoring the early intervention approach (relative
risk, 0.55, 95 percent Cl 0.42 — 0.73).

Key Points on Hemoglobin Target Level

Most of the RCTs that define the efficacy and safety of the ESAs targeted
hemoglobin levels of 11.0 to 13.0 g/dL, with dose withholding at a minimum of 13.0
g/dL. These data represent the highest level of evidence upon which CMS typically
bases coverage policies.

Current evidence-based clinical practice guidelines (i.e., American Society of
Hematology [ASH]}/ American Society of Clinical Oncology [ASCO], National
Comprehensive Cancer Networks (NCCN), European Organisation for Research and
Treatment of Cancer [EORTC]) recommend targeting hemoglobin levels in the range
of 11.0 to 13.0 g/dL.

The recent FDA label change, in response to safety findings, includes a change from
a target hemoglobin of 10.0 to 12.0 g/dL to a hemoglobin limit of 12.0 g/dL. The

recent FDA Oncology Drugs Advisory Committee (ODAC) panel voted, based
on an analysis of existing data, that this level not be changed.
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¢ When survival outcomes are evaluated through meta-analysis in CIA, the
hemoglobin threshold of 12.0 g/dL to 13.0 g/dL is not associated with an increase in
mortality, with an odds ratio for overall survival of 0.87 (95 percent Cl, 0.54, 1.38).

e Finally, in a recent Agency for Healthcare Research and Quality (AHRQ) meta-
analysis of ESA safety, the relative risk of venous thromboembolism (VTE) does not
vary when hemoglobin thresholds range from > 13.0 g/dL to 16.0 (Seidenfeld et al.,
2006).

¢ While Amgen does not recommend that physicians target a hemoglobin level
> 12.0 g/dL in anemic cancer patients, clinicians must practically manage
hemoglobin targets and variability. To manage patients effectively, physicians need
discretion to determine, for the individual patient, whether to reduce the dose or
withhold the dose when the hemoglobin level temporarily exceeds 12.0 g/dL.

CMS has proposed a limit of 12 weeks per year for ESA treatment. This timeframe
is without support in the clinical evidence and should be re-evaluated carefully in
light of the best available data.

Chemotherapy regimens in cancer patients are frequently prolonged, and may last
beyond 12 weeks. Moreover, patients experience a variable number of courses of
chemotherapy in a year depending on tumor type, extent of disease and response to
therapy. As such, the agency’s proposal could inadvertently discriminate against
Medicare beneficiaries who are prescribed chemotherapy regimens in excess of 12
weeks or who require multiple courses in a year. There is insufficient evidence to
support this recommendation.

Moreover—as Amgen has commented previously and ASH has recommended—the
duration of ESA therapy might need to be up to 90 days after completion of
chemotherapy with longer durations depending on individual patient circumstances due
to the myelosuppressive effects of chemotherapy.

Overview of Amgen’s Recommendations

While there is little scientific basis to support many of the coverage restrictions proposed
by CMS, there are aspects of the policy that are clinically and scientifically reasonable,
and where Amgen and CMS share common views. Amgen agrees with several of the
agency’s non-coverage recommendations provided that specific clarifications (noted
below in italics) are made, as detailed in Table 1.
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Table 1: Overview of Amgen’s Recommendations
on Eight Areas of Agreement with the PDM

Amgen

Proposal to Restrict Coverage in Eight Areas Recommendation

1. Anemia in cancer or cancer treatment patients due to
folate deficiency, B-12 deficiency, iron deficiency,
hemolysis, bleeding, or bone marrow fibrosis

2. Anemia of myeloid cancers, specifically acute myeloid
leukemia (AML) and chronic myeloid leukemia (CML)

3. Anemia associated with the treatment of myeloid
cancers or erythroid cancers

4. Anemia associated with primary treatment with Consider Finalizing These
radiotherapy 8 Proposed Coverage

5. Prophylactic use to prevent chemotherapy-induced Limitations
anemia in patients who have never suffered from CIA

6. Prophylactic use to reduce tumor hypoxia in non-
anemic patients

7. Patients with erythropoietin-type resistance due to
neutralizing antibodies

8. Anemia due to cancer treatment if patients have
uncontrolled hypertension '

Note: The italicized text represents specific clarifications that would make the proposed policy clearer.

In light of the clinical evidence, Amgen recommends that CMS reconsider a series of
proposed coverage restrictions, as noted in Table 2.

Table 2: Overview of Amgen’s Recommendations on
10 Restrictions for CMS to Reconsider Based on Clinical Evidence

Proposal to Restrict Review of ; Coverage
Coverage in 10 Areas Clinical Evidence Recommendation
e ESAs do not stimulate e Because this
angiogenesis based on a recommendation is not
comprehensive review of the based on any clinical
1. Use with anti- literature and Amgen’s evidence, it should not
angiogenic and experimental results be finalized
anti-epidermal e The PDM appears to have
growth factor blended the results from two
receptor (EGFR) separate and unrelated studies:
monoclonal (1) the PACCE study of Vectibix™
antibody therapies (panitumumab) in colon cancer
patients and (2) the study of
darbepoetin alfa in patients with
AOC (Amgen Study 20010103)
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Proposal to Restrict
Coverage in 10 Areas

Review of
Clinical Evidence

Coverage
Recommendation

2. Anemia of cancer
(AOC)

Anemia of cancer represents a
heterogeneous group of patients
with solid and hematologic tumors
in various stages of disease
There is published evidence of
benefit from controlled clinical
trials, without evidence of
detrimental survival outcomes, in
certain subgroups of patients
receiving ESAs for AOC

We urge caution in extrapolating
the safety finding in a specific
subgroup of patients with active
cancer not receiving or planning
to receive chemotherapy or
radiation therapy, to all AOC
patients

CMS should not provide
coverage in AOC
patients with active
cancer not receiving or
planning to receive
chemotherapy or
radiation therapy

CMS should provide
coverage for other
patients with AOC

3. Patients with
thrombotic
episodes related to
malignancy

There is insufficient evidence of
increased relative risk in patients
with prior thrombosis

ESA use in patients with
thrombotic episodes is not a
contraindication or a warning in
the prescribing information

Because this
recommendation is not
based on clinical
evidence, it should not
be finalized

4. Myelodysplastic
syndrome (MDS)

A systematic review of 59 studies
(2,106 patients) with epoetin alfa
and single arm studies of
darbepoetin alfa support the
safety and efficacy of ESAs in
treatment of anemia associated
with MDS (Ross et al., 2007)
Without ESA therapy, many MDS
patients must undergo chronic red
blood cell transfusions, carrying
substantial risks, such as iron
overload

The restriction is
unwarranted based on
the available scientific
evidence, and should
not be finalized
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Proposal to Restrict
Coverage in 10 Areas

Review of
Clinical Evidence

Coverage
Recommendation

5. Limits on
hemoglobin level
for ESA initiation
and hemoglobin
target

The PDM blends initiation
threshold and target hemoglobin
level, and ESAs have never been
studied with an initiation level of
hemoglobin < 9.0 g/dL

Scientific evidence suggests that
the greatest avoidance of
transfusion occurs when ESAs
are initiated at hemoglobin < 11.0
g/dL

There is practical evidence of a
target hemoglobin level, allowing
physician flexibility in managing
individual patients who require a
dose reduction rather than a dose
withholding at hemoglobin > 12.0
g/dL

CMS should implement
an initiation level of
hemoglobin < 11.0
g/dL, which is evidence-
based

CMS should consider
the need for physician
discretion to dose
reduce rather than
withhold when
hemoglobin exceeds
12.0 g/dL during
chemotherapy

6. Limits on duration
of ESA therapy

Chemotherapy regimens in
cancer patients are frequently
prolonged and last beyond 12
weeks, and the number of
courses of chemotherapy in a
year is highly variable

Duration of therapy
should be individualized
for the particular patient
Because this
recommendation is not
based on clinical
evidence, it should not
be finalized

7. Limits on ESA
dosing

ESAs are dosed to achieve
hemoglobin targets, and there is
no known association between
ESA dose and suboptimal
outcomes

FDA label specifies to use lowest
dose necessary to achieve
hemoglobin objectives, and the
dose and hemoglobin levels
cannot be managed
independently

Because this
recommendation is not
based on clinical
evidence, it should not
be finalized

8. Limits on dose
adjustments

The criteria in the PDM are not
predictive of response based on
published literature

Because this
recommendation is not
based on clinical
evidence, it should not
be finalized

CMS should allow for
dose titration and
continued product use
based on the
prescribing information
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Proposal to Restrict
Coverage in 10 Areas

Review of
Clinical Evidence

Coverage
Recommendation

9. Limits on patients
with weight gain
and fluid retention

This proposal is not founded in
scientific evidence

Because this
recommendation is not
based on clinical
evidence, it should not
be finalized

10. Limits on ESA use
within clinical
research programs

In CIA, the evidence supports a
positive benefit-to-risk profile
when used according to the
prescribing information and a
neutral risk on survival and tumor
progression

Well-described risks and patient-
monitoring recommendations are
included in the FDA-approved
product labeling

Such a restriction for an
FDA-approved
indication would be
inappropriate and
unprecedented for any
Medicare covered drug
or biological

It is not justified given
the multitude of
published evidence
supporting ESA use
Therefore, this
consideration should
not be finalized

To support our recommendations, Amgen offers comments addressing the following

areas:

Il. Analysis of the Clinical and Scientific Basis of the PDM (see page 10);

Ill. Benefits of ESA Treatment (see page 37);

IV. Analysis of the Policy Implications of the Proposed Non-Covered and Covered
Clinical Indications (see page 40);

V. Proposed Coverage Limitations (see page 45); and

VI. Discussion of Limitation of Coverage to Only Beneficiaries Enrolled in Clinical
Research Programs (see page 51). '
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Il. ANALYSIS OF THE CLINICAL AND SCIENTIFIC BASIS OF THE PDM

CMS has proposed broad coverage restrictions to the FDA-approved indication
for ESAs in CIA. However, there are no compelling clinical data in CIA patients on
which to base these restrictions.

The underlying logic of the PDM, which proposes dramatic coverage restrictions in the
FDA-approved indication of CIA,® appears to rest on three suppositions. These
suppositions are as follows:

1.

That safety signals observed in isolated off-label, experimental, or investigational
uses should be extrapolated to ESA therapy in CIA and that these isolated studies
are apparently judged to be of greater weight than the entire body of relevant data in
CIA patients.

That the hypothesis that EPO receptors (EPO-R) may be expressed on tumors is
valid, that these receptors—interacting with ESAs—could perhaps promote tumor
growth, and that this unproven phenomenon would prove deleterious to cancer
patients. _
That a hemoglobin initiation level not to exceed 9.0 g/dL will minimize any risks while
maintaining patient benefit.

Below, we discuss these suppositions in turn.

Response to CMS should not extrapolate the safety signals in off-label
Supposition 1: and experimental uses and patient populations to CIA based

on individual studies, but should rather rely on a robust
analysis of all available evidence to guide coverage policy.

The reasons that the approach adopted in the PDM is scientifically and clinically
unjustified are summarized below:

A. CMS can be confident that the entire body of relevant data is included in these

analyses and that Amgen has been completely transparent with the FDA and CMS.
There are 14 studies listed by CMS as “terminated, suspended, or otherwise not
completed”, the implication being that data are not available for analysis or have
been omitted from analyses. In fact, summary data are available for 11 of these
studies and all of the available studies have been included in the study level meta-
analyses. These analyses, therefore, provide a comprehensive assessment of the
safety of ESAs in cancer patients and patients treated for CIA, in particular.

These robust and comprehensive analyses of RCTs in CIA, including both study-
level and patient-level meta-analyses, support a neutral impact of ESAs on overall
survival and progression-free survival. These analyses strongly support Medicare
coverage of ESAs in CIA.

The 14 studies identified by the FDA as having “adequate follow-up” reflect a
heterogeneous mixture of studies on-label, off-label and experimental uses.
However, meta-analyses of these trials support the conclusions from Amgen’s
robust, comprehensive meta-analyses and provide no evidence of adverse survival
outcomes in patients receiving ESAs in CIA.
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D. Combined analyses of all relevant data, including data from studies in off-label uses,
have identified subgroups of patients for whom the totality of data does and does not
indicate a potential survival risk. These analyses point to an ESA-associated
mortality risk in patients with head and neck cancer undergoing radiotherapy, and in
patients with AOC who have active cancer not receiving or planning to receive
chemotherapy or radiation therapy. Within CIA, some individual studies have raised
safety signals, but others have not, and the weight of evidence across all CIA studies
does not indicate that mortality is affected overall, in solid tumors (including breast
cancer and lung cancer), or lymphoproliferative diseases.

E. While ongoing studies will continue to inform CMS and other stakeholders about the
safety of ESAs, the currently available body of evidence strongly supports coverage
in CIA.

F. Amgen is not alone in questioning the supposition that CMS should extrapolate the
safety signals from a subset of individual, experimental studies to all patients with the
proposed coverage restrictions in CIA.

For each of the points summarized above, we provide a detailed discussion below.

A. CMS can be confident that Amgen has been fully transparent and that all the
relevant individual studies are included in this analysis.

Based on the resuits of the individual studies that have raised safety concerns, Amgen
has taken appropriate steps to safeguard patient safety by updating product labeling and
broadly communicating the results of these studies as they have become available.
Amgen has been fully compliant and transparent with regard to its participation in ODAC
meetings and provided the FDA with full electronic datasets of its studies to permit FDA
analysis of the data. With respect to Amgen’s pharmacovigilance program that arose
out of the 2004 ODAC meeting, Amgen has completed the Amgen-sponsored
‘20010145’ study (which provided data earlier than was expected) and provided these
data to the FDA (available at ClinicalStudyResults.org). Amgen has actively engaged
with and supported the 4 investigator initiated studies and been diligent in the provision
of study updates and data in a timely manner to the FDA.”

There are 14 studies listed by CMS as “terminated, suspended, or otherwise not
completed” (Chart 1 and Table 3). Data from 11 of the 14 studies were, in fact, included
in the study level meta-analyses provided to FDA, ODAC, and CMS. Of the three
remaining studies, one (DAHANCA-10) is still ongoing, one used an active comparator
study (the Roche epoetin beta study: Hirsch et al., 2007), and one study was apparently
cited in error. It should be noted that ten of the studies that were listed as missing by
CMS were in fact disclosed and analyzed at the 2004 ODAC and again at the 2007
ODAC. These same ten studies are also included in the most recently published meta-
analysis by the independent Cochrane study group (Bohlius et al., 2006b).

We summarize below the key points of each of the studies that CMS cited.
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Chart 1: Studies Referenced by CMS in the PDM
as “Terminated, Suspended, or Otherwise Not Completed”
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In summary, Amgen has taken the results of all individual studies that have raised
concerns seriously, has acted in a timely manner to ensure patient safety, has included
the results of all of these studies in its analyses, and has been diligent in the generation
and provision of data to agencies to further understand the safety concerns that have

been raised.

B. Robust and comprehensive analyses of RCTs in CIA, including both study-level and
patient-level meta-analyses, support a neutral impact of ESAs on overall survival and

progression-free survival. These analyses strongly support Medicare coverage of

ESAs in CIA.
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As previously indicated, thorough analysis of safety signals requires that a three-level
approach to available data be taken, as follows:

* assessment of individual study data,
e meta-analysis of patient level data from multiple studies, and
¢ meta-analysis of study level data.

Amgen has engaged in analysis at all three of these levels in its assessment of safety of
ESAs in oncology patients. Amgen conducted meta-analyses using both the odds ratio
(for study-level analyses) and the hazard ratio (for patient-level analyses). Amgen
presents the results of these meta-analyses using a random-effects model as this
approach incorporates an assessment of variability between trials.® For the odds and
hazard ratios, when the 95 percent confidence intervals include unity, no statistical
significant differences between groups can be concluded.

The FDA recognizes patient-level integrated analyses as key data in regulatory filings to
support safety (21 CFR 314, ICH E9). Such evidence is considered the highest level on
the hierarchy of evidence (Seidenfeld et al., 2006; Harris et al., 2001). For time-
dependent endpoints such as time to death, these analyses provide the most complete
and rigorous description of the data. For these reasons, analyses of randomized
controlled trial data conducted at the level of individual patients should rank the highest
in evaluation of the safety of ESAs, and any coverage policy that CMS adopts in CIA
should be based primarily on this evidence. Study-level meta-analyses also play an
important role in evaluating the evidence base. While not as rigorous as patient-level
analyses, appropriately conducted and analyzed study-level analyses contribute greatly
to the overall safety assessment, as has recently been described with regard to the
safety assessment of rosiglitazone-associated cardiac events (Nissen and Wolski,
2007). However, critical to the validity of any meta-analyses are the criteria for study
selection with the exclusion of any randomized trials carefully justified. Any analyses
that are performed where controlled randomized trials are not included (e.g., due to time
period, design or other reasons) need to be carefully justified and performed as a
sensitivity analyses to a more comprehensive analysis of all the evidence.

Table 3: Biostatistical Perspective on the Importance of Meta-analyses

Susan Ellenberg, Former FDA Biostatistician and Current Professor of Biostatistics and
Associate Dean for Clinical Research at the University of Pennsylvania

“Some argue that you get the most reliable answers from meta-analysis, because you
are putting together all of the information from randomized studies... but you never
quite know how people selected the studies that went into meta-analyses.” (Cancer
Letter, June 1, 2007)

A robust analysis of studies using individual patient-level data, including all placebo-
controlled studies, demonstrates that ESA treatment poses no increased risk on overall
survival or progression-free survival in patients with CIA. Kaplan-Meier plots for
darbepoetin alfa and epoetin alfa studies are shown in Charts 2 and 3, respectively.
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Chart 2: No Impact on Overall Survival in Placebo-controlled CIA Studies

Darbepoetin alfa*
(~5-year follow-up)

Epoetin alfat
(~7-year follow-up)

100.,1\“ 1007

904 S HR: 0.97 (95% ClI: 0.85, 1.10) o]

80, % ° \\ HR: 1.02 (95% Cl: 0.93, 1.13)

\
701
\ DA (n=1200) " \

g 60 u wewse Placebo (n = 912) 60 i
2 \ 5
w 50 iy 50
5 \ v EA (n = 1667)
S 40 %, w5 Placebo (n=1313
5 " 5 ( )

304 30

201 20

101 10 H

S T T L L L PR B DL S SR B SRR °

0 20 40 60 80 100 120 140 160 180 200 220 240 O 4 B 1216 202428 32 36 40 44 45 52 56 60 64 68 7276 60 84 &
Weeks Months

*6R ized, placeb lled darbepoetin aifa CIA
1 11 Randomized, placebo-controlled Epoetin alfa in CIA luding BEST)

Presented at ODAC 2007

Chart 3: No Impact on Investigator-determined
Progression-free Survival In Placebo-controlled CIA Studies
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In fact, no study in CIA has demonstrated an adverse effect of ESAs on tumor

progression, as demonstrated in Table 4.
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Table 4: No Study in CIA Patients Reported Adverse Progression Outcomes

HR, RR, or
Study Total (N)s | Tumor Response | %ESA & % Control
Aapro et al., 2006 (BRAVE) 463 Metastatic | PFS HR: 1.07
breast (0.89-1.3)
Blohmer et al., 2004 257 Cervical RFS 15% & 24%
Grote et al., 2005 224 SCLC PD (after 3 7% & 8%
cycles)

- PD (final 42% & 46%
Z_éeégwgggﬁﬁt_%,)zoos 939 Breast PFS( ) RR: 1.0 (p=0.98)
Mdbus et al., 2007 658 Breast 5-year DFS 72% & 71%

(p=0.89)
Strauss et al., 2005 74 Cervical PD RR: 1.08
(0.62-1.87)
Wilkinson et al., 2006 173 Ovarian PD 11% & 2%
Amgen Study 20010145 597 SCLC PFS HR: 1.02
(0.86 — 1.21)

PD = disease progression; PFS = progression-free survival; DFS = disease-free survival;

RFS = relapse-free survival

Finally, when an appropriate study-level meta-analysis is conducted of all CIA ESA
studies (both published and unpublished), the findings of the patient-level meta-analysis
are confirmed. As summarized on the following pages, this analysis is robust, as the
same finding of a neutral impact on survival is shown when only placebo-controlled
studies are included (Chart 4); when all studies with non-ESA controls are included
(Chart 5); and when solid, lymphoproliferative, or mixed tumor populations are analyzed

(Table 5).
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Chart 4: Combined Study-level Analysis of
Overall Survival in Placebo-Controlled CIA Studies

Study Name OR 95% ClI
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Meta Analysis Using log OR including INT-47, 12= 16.2.
Sensitivity analysis excluding O’Shaughnessy and Razzouk has a Random Effects Model OR of 1.03 (95% Ct: 0.92, 1.20)
3 studies did not report any deaths.

Chart 5: Meta-analysis of Death for All CIA Studies
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Table 5: Combined Study Level Analysis of
Overall Survival in CIA Studies by Tumor Type

Solid — 00
(21 Studies) (0.86, 1.16) S
Mixed 06 ‘
(8 Studies) (0.75. 1.24) )
Hematologic 1.18
e (0.87, 1.60) 8.7%

C. The 14 studies identified by the FDA as having “adequate follow-up” reflect a
heterogeneous mixture of studies on-label, off-label and experimental uses.
However, meta-analyses of these trials support the conclusions from Amgen’s
robust, comprehensive meta-analyses and provide no evidence of adverse survival
outcomes in patients receiving ESAs in CIA.

There have been six individual studies in which significant safety signals with ESAs in
cancer patients have been observed (listed in Table 6) and results from these studies
led to the ODAC meetings in 2004 and 2007. Amgen takes the safety signals generated
by individual studies very seriously. The recent safety concerns have arisen primarily in
the off-label and experimental population of patients with active cancer not receiving
chemotherapy or radiotherapy and many have limitations regarding their conduct,
interpretation or generalizability. While there are limitations in the individual trials and no
consistent evidence of a detrimental effect in independent studies despite similar trials in
the same population (e.g., Leyland-Jones et al., 2005 and Aapro et al., 2006 in newly
diagnosed metastatic breast cancer patients), these concerns require a scientifically
rigorous and objective review of all the relevant evidence across current licensed and
unlicensed indications. It is critical that the results of these studies are appropriately
integrated into the total body of evidence that exists for ESA use in oncology before
conclusions can be drawn.
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Table 6: Review of Studies that Have
Raised Safety Concerns for ESA Use
. Primary Hemoglobin Overall s
Study Population Objective | Target (g/dL) Survival Comments/Limitations

Trials of ESAs in combination with chemotherapy

Total # of controlled trials in setting: 39
Total number of controlied trials with

ossible negative signals regardin

overall survival: 2

BEST Metastatic 12-month 12-14 HR=1.37 » Conducted above current recommended
(Leyland breast overall (95% Cl: use of ESAs

Jones et survival 1.07,1.74) « No impact on PFS observed (HR=1.00
al., 2005) p=0.012 [95% CI: 0.85, 1.18] p=0.98)

Amgen Lympho- Hemoglobin | <13-14 HR=1.36 ¢ No robust evidence of significant

Study proliferative response {(women) (95% Cl: survival difference (alternate methods
20000161 disease <13-15 (men) | 1.02, 1.82) [e.g., odds ratio or relative risk],
(Hedenus alternate study populations [ITT vs as
etal, treated] and unadjusted analyses are all
2003) neutral)

Heterogeneous population enrolled with
significant imbalances favoring placebo
within key stratum

No impact on PFS observed (RR=1.01
[95% CI: 0.79, 1.29])

Trials of ESAs without either radiotherapy or chemotherapy
Total # of controlied trials in setting: 9
Total number of controlled trials with

ossible negative signals regardin:

overall survival: 2

Amgen Mixed tumors Reduction 12-13 HR=1.22 ¢ Heterogeneous population enrolled with

Study of (95% Cl: significant imbalances within strata

20010103 occurrences 1.03, 1.45) « No robust evidence of significant

(Glaspy et of p=0.022 survival difference (analyses adjusted

al., 2007) transfusion for imbalances in known prognostic

factors are neutral)

Wright et NSCLC QOL 12-14 HR=1.84 + Terminated early because of safety

al., 2007 (95% Cl: issues (70 of 300 patients enrolled)
1.01, 3.35) + Data on 62 patients presented at ODAC
p=0.04 2004

Trials of ESAs in combinatiol
Total # of controlled trials in setting: 7
Total number of controlled trials with

n with radiotherapy

ossible negative signals regardin

overall survival: 2

ENHANCE | Head and Effect of > 14 (women) | RR=1.39 ¢ Significant number of protocol violations
(Henke et neck cancer high > 15 (men) (95% Cl: « Inconsistent findings across study
al., 2003) hemoglobin 1.05, 1.84), populations and strata (per protocol
on p=0.02 analysis indicated no difference in
locoregional survival)
progression-
free survival
DAHANCA- | Head and Loco- 14-15.5 No significant | e Only very limited summary data from
10 neck cancer regional difference in interim analysis available on website
(provisional control overall » ~10% difference in 3 year loco-regional
interim survival control
data) (p=0.08) in favor of control group (p=0.01)

Two studies (one study in breast cancer patients receiving chemotherapy [BEST, EPO-
INT-76; Leyland-Jones et al., 2005] and one in head and neck cancer patients treated
with radiotherapy [ENHANCE, MF4449; Henke et al., 2003)) first raised safety concerns
that resulted in the 2004 ODAC meeting on ESAs in cancer. Two other studies in the six
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studies listed above were also discussed at that meeting (Amgen Study 20000161 and
Wright et al., 2007). Amgen Study 20000161 was an anemia treatment study in patients
with a range of lymphoproliferative diseases. The interim results from the long-term
follow-up was reported at the 2004 ODAC with a hazard ratio (HR) for overall survival
(OS) of 1.33 (95 percent Cl: 0.95, 1.86) (Amgen Inc., ODAC Briefing Book 2004). The
final long-term follow-up data, adjusting for stratification factors, now report an HR for
OS of 1.36 (95 percent Cl: 1.02, 1.82) (Amgen Inc., ODAC Briefing Book 2007).
Analyses unadjusted for baseline factors or utilizing the intention to treat (ITT) dataset
are non-significant for survival, but with similar HRs to the adjusted analysis. Important
baseline imbalances in factors known to be prognostic for disease outcomes were
observed within individual strata. Progression-free survival (PFS) data from this study
have remained neutral over the same time period (final long-term PFS HR=1.01 [95
percent Cl: 0.79, 1.29]).

Two studies that have raised additional safety concerns with ESAs have become
available since the 2004 ODAC. One study in head and neck cancer patients receiving
radiotherapy is still ongoing and no data have been published or presented
(DAHANCA-10). The other study, Amgen Study 20010103, was a placebo-controlled
study in patients with active cancer not receiving or planned to receive chemo- or
radiotherapy (Glaspy et al., 2007). The study enrolled a heterogeneous patient
population and had a number of baseline imbalances in known prognostic factors for
survival; for these reasons, it is difficult to draw definitive conclusions from the study.
The results of this study have been fully disclosed to regulatory agencies, investigators
and the broader clinical and scientific community.

Importantly, other data pertaining to the question of the impact of ESAs on survival have
also become available in this timeframe including the BRAVE study (Aapro et al., 2006)
(in 463 metastatic breast cancer patients receiving chemotherapy) and the Amgen Study
20010145 (available at ClinicalStudyResults.org) (in 597 patients with small cell lung
cancer [SCLC] receiving chemotherapy). Both of these studies suggest a neutral impact
of ESAs on survival in CIA. All of these data (and updated survival data for several other
studies) have been included in the analyses Amgen has presented to FDA and CMS
(Amgen Inc., ODAC Briefing Book, 2007).

At the 2007 ODAC, the FDA presented an overview of data from individual studies they
deemed of adequate design to inform the question of safety and overall survival. The
FDA presentation summarized 14 trials, 9 trials evaluating the combination of ESAs with
chemotherapy, 3 trials of ESAs in combination with radiotherapy and 2 trials evaluating
ESAs in patients not receiving either chemotherapy or radiotherapy. The extrapolation
of this dataset to CIA and the summary discussed by the FDA at ODAC is based on
several assumptions that need to be thoughtfully considered as it relates to the need for
CMS to limit coverage in CIA.

The criteria for the FDA summary were phase 3 studies with adequate follow-up
(undefined further). However, the justification for these criteria is unclear and the
application of their criteria inconsistent, with important limitations in the justification and
presentation of these study data:
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Studies of ESA use in different patient populations (e.g., CIA, AOC, radiotherapy)
and indications for treatment (e.g., anemia treatment, anemia prevention, and
targeting high hemoglobin levels to hyper-oxygenate tumors) were mixed
together without appropriate assessment of heterogeneity and exploration of
sources of heterogeneity.

The FDA included all studies they considered to have adequate long-term follow-
up, yet 3 important studies were not included. These 3 studies (Mobus et al.,
2007; Aapro et al., 2006 [BRAVE], and Chang et al., 2005 [EPO-CAN-17]) all
demonstrated neutral survival outcomes in over 1000 breast cancer patients
followed for two to five years.

The FDA analysis included only studies with long-term follow-up (Chart 6). It is
unclear, however, what criteria the FDA adopted in identifying the 14 studies
included in their analysis presented at ODAC, except that they are “phase 3
studies” with “adequate follow-up”. However, it is apparent that adverse survival
outcomes were observed in the BEST (Leyland-Jones et al., 2005) and Amgen
Study 20010103 (Glaspy et al., 2007) studies within a 4 month period. While
longer-term follow-up is desirable, controlled studies with shorter duration of
follow-up should at least be identified and included in the analysis to understand
if such studies confirm or refute the finding of early mortality in cancer patients
treated with ESAs. Moreover, in assessing mortality it is critical to count every
death equally, whether it occurs early in a study or during foliow-up after the
study-specific treatment period has completed, since patient survival is a
completely objective assessment from the first day of study throughout follow-up
to the last patient contact. Omitting studies from the analysis that did not meet
an arbitrary period of follow-up risks unnecessarily limits the available evidence
base with which to inform the risk assessment.

In order to provide an objective, comprehensive assessment of ESA safety in cancer
patients, Amgen has engaged in analysis of individual study data, meta-analysis of
patient-level data from multiple studies, and meta-analysis of study level data in its
assessment of safety of ESAs in oncology patients. Additionally, Amgen has performed
an additional meta-analysis using the studies selected as “appropriate” by FDA to
evaluate the consistency of our findings.
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Chart 6: FDA Summary Presented at ODAC was Not Comprehensive: Survival
Summary Is Limited to Studies with Longer Follow-up and Combines Populations

Without Sub-group Analysis
Hazard Ratios

(All deaths)
Vansteenkiste 2002: 0.78 (0.60, 1.01) ] CIA Lung
Littlewood 2001 (EPO-INT-10): 0.81 (0.62, 1.06) T CIA Mixed
DAHANCA-10: 1.28 (0.97, 1.70) = Radiotherapy Head and Neck
Osterborg 2005: 1.04 (0.80, 1.36) . -+ CIA Hematologic
EPO-GBR-7: 1.07 (0.73, 1.58) i Radiotherapy Head and Neck
Witzig 2005: 1.09 (0.83, 1.43) i CIA Mixed
Henke 2003: 1.27 (0.96, 1.68) il Radiotherapy Head and Neck
Hedenus 2003: 1.36 (1.02, 1.82) i CIA Lymphoproliferative
Leyland-Jones 2005: (EPO-INT-76; BEST): 1.37 (1.07, 1.75) - CIA Metastatic Breast
Grote 2005 (N93-004): 1.53 (0.65, 3.61) T CIA SCLC
Wright 2007 (EPO-CAN-20): 2.22 (0.73, 6.70) T AOC NSCLC
EPO-GER-022: 1.02 (0.60, 1.75) B CIA NSCLC
Amgen study 103: 1.22 (1.03, 1.45) il AOC Mixed
Amgen study 145: 0.93 (0.78, 1.11) - CIASCLC
0.1 1.0 10.0
Favors ESA Favors control

<+ >

Amgen’s Analysis: Overall HR: Random Effect 1.10 (0.97, 1.25)

FDA did not perform a formal meta-analysis of these 14 trials. When a meta-analysis is
performed on these trials, evidence of significant heterogeneity is observed overall with
an apparent difference in conclusions drawn between studies of ESAs in patients
receiving chemotherapy and those studies evaluating ESAs outside of the chemotherapy
setting. In the meta-analysis of the studies receiving ESAs and chemotherapy, there was
no evidence of any detrimental outcome on survival observed (HR, 1.04, 95 percent Cl
0.87 — 1.24: I? = 56.5 percent). This finding is consistent with the meta-analysis of all
chemotherapy trials (n=39) regardless of length of follow-up (Table 7).

Some evidence of a detrimental outcome is observed in the group of studies evaluating
ESAs outside of the chemotherapy setting, however, these data are difficult to interpret
due to the small number of trials (n=5) and the weighting of the ENHANCE study
(approximately 20 percent; Henke et al., 2003) and Amgen Study 20010103
(approximately 50 percent) in the meta-analytic estimate for this study group. Again, this
finding is consistent with the use of meta-analysis of all non-chemotherapy trials (n=17)
regardless of length of follow-up.
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Table 7: Meta-analysis of 14 Studies Deemed as Having
“Adequate Follow-up” by the FDA

All Chemotherapy studies. 1.04 (0.85, 1.28) 1.04 (0.87, 1.24)

(n=9) Heterogeneity, p=0.06, Heterogeneity, p=0.02, I’=56.5%
1=46%

Non-CIA studies with Cannot be calculated; no 1.23(1.09, 1.39)

“adequate follow-up” information on DAHANCA- | Heterogeneity, p=0.79, I’=0%

(n=5) 10*

All studies with “adequate Cannot be calculated; no 1.10 (0.97, 1.25)

follow-up” (n=14) information on DAHANCA- | Heterogeneity, p=0.02, 1*=50%
10*

* For the DAHANCA-10 study, odds ratio calculation requires knowledge of the number of deaths in each
treatment group, which was not reported on the DAHANCA website. For the calculation of hazard ratios for
DAHANCA-10, an approximation (Parmar et al., 1998) was based on the reported total number of deaths
and the p-value on treatment difference. Judging from the explanation given at ODAC by the FDA regarding
its derivation of the hazard ratio for DAHANCA-10, it appeared that FDA adopted a similar approach for the
approximation. Random effects model estimates presented.

As described, three important studies that appear to meet the FDA inclusion criteria for
analysis, all in breast cancer patients receiving chemotherapy, were not included by FDA
in their summary of phase 3 trials with “adequate long-term follow-up.” All of these trials
demonstrate neutral survival outcomes for ESAs, supporting the conclusions drawn from
the meta-analyses of CIA studies (Table 8).

Table 8: Three Additional Studies Deemed to
Have “Adequate Follow-up” per FDA Criteria

Overall Survival | Tumor Type | Treatment (n) Hz:’ro(sm 95% ClI Follow-up
Aapro et al., Metastatic Chemotherapy | 1.07 HR 0.87- Study duration: 24
2006 (BRAVE) breast cancer | (non-anemic 1.33 weeks + 18 month
patients) follow-up
(n =463)
Mobus et al., High risk Chemotherapy | 1.15 OR 0.77- Median follow-up:
2007 adjuvant (n=658) 1.71 62 months
breast cancer .
Changetal., Adjuvant Chemotherapy | 0.94 HR 0.55 - Survival data
2005 (EPO-CAN- | (80%) and (n=354) 1.60 collection: 2 years
17) metastatic
(20%) breast
cancer

Therefore, if CMS chooses to extrapolate the recent safety findings from individual
studies to CIA, performing a comprehensive analysis would conclude that the risk is
neutral. When considered in the context of the available evidence base relevant to an
assessment of risk, these individual study conclusions should not provide greater weight
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to CMS than the rigorous combined analysis of the entire relevant evidence base —
particularly within CIA, the licensed indication.

D. Combined meta-analyses of all relevant data have identified subgroups of patients
where the totality of data does and does not indicate a potential survival risk. Within
CIA, some individual studies have raised safety signals, but others have not and the
weight of evidence across all CIA studies does not indicate that mortality is affected
overall, in solid tumors (including breast cancer and lung cancer), or in
lymphoproliferative diseases. The study-level meta-analyses point to an ESA-
associated mortality risk in patients with AOC who have active cancer not receiving
or planning to receive chemotherapy or radiation therapy and in patients with head
and neck cancer undergoing radiotherapy treated to a hemoglobin level 2 12.0 g/dL.

Amgen has performed study-level meta-analyses of randomized placebo- or non-ESA-
controlled clinical trials. In the analysis of all 55 placebo- or non-ESA controlled studies
(12,678 patients), there was an overall neutral survival risk; (OR 1.08; 95 percent Cl 0.98
—1.18). There was also an overall neutral effect on survival among the 39 studies in
which chemotherapy was administered (OR 1.03, 95 percent Cl 0.93 — 1.15).

Breast Cancer

Within the CIA studies, data from the BEST study has raised concerns about tumor
progression and survival (Leyland-Jones et al., 2005). The overall survival and
progression-free survival results from the final report of this study are shown in Chart 7.

Chart 7: BEST Study Overall Survival and Time to Disease Progression

Overall S wvival Progression-free Survival
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CMS is appropriately concerned about the adverse survival signal in this trial, and
Amgen shares this concern. The approach to ESA therapy in BEST was to institute
early and aggressive intervention with ESAs. Of 939 patients enrolled, 64 percent had
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hemoglobin 2 12.0 g/dL and 80 percent had hemoglobin 2 11.0 g/dL when epoetin alfa
was initiated (Ortho Biotech ODAC Briefing Book 2004). While the interim results
indicated an increase risk of death and disease progression, the final study report for
BEST showed that there was no statistically significant difference in either tumor
response or disease progression whereas the negative signal with respect to death
remained.

it is important to recognize that BEST is the only breast cancer study of 7 randomized
studies of ESAs in breast cancer that has shown a negative survival signal. It is
therefore important to compare the results of BEST to other trials in breast cancer
patients that have similar study design characteristics. Three other non-ESA-controlled
breast cancer studies (representing 1,475 patients) also collected long-term follow-up
information (Aapro et al., 2006, Mébus et al., 2007, Chang et al., 2005). Three
additional non-ESA-controlled studies (including 376 patients) did not collect follow-up
information but did report deaths. These six studies, as well as the BEST study, are
summarized in Table 9. In all studies other than BEST, the ESA groups had neutral
survival risks relative to the control group. This clinical finding is consistent with the lack
of preclinical evidence that pharmacologic concentrations of EPO act as a growth factor
for breast cancer cells. Aapro, et al., 2006 is closed to enroliment and has presented its
18-month follow-up data. Mdbus, et al., 2007 is an on-going adjuvant chemotherapy
study and has presented data through a median of 62 months of follow-up. In addition,
there are three other on-going studies (PREPARE, ARA-Plus, and EPO-ANE-3010) that
have not released data related to survival to date. Data from these five on-going studies
will provide additional important data to assess risk in this patient population when they
are completed.
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Table 9: Summary of Studies of Breast Cancer Studies Evaluating Tumor

Progression
Tumor | Treatment HR or OR
Type (n) _forOS 95% Cl Follow-up
Studies with negative signal :
Chemotherapy Median
Leyland Jones et ; HR: 1.37 .
al., 2005) Metastatic (“82;;’:]?3"’ (12month | 1.07-174 | followup:52
(INT-76; BEST) (n=939) survival)
Studies with neutral signal
Study
Chemotherapy ;
. duration 24
f‘;&ﬂ/‘g)a"’ 2006 | \jotastatic (”ggt‘i‘;rr‘]‘fs")“c HR:1.07 | 087-133 | weeks+18
(n=463) month follow-
up
Mobus et al., I Median
2007 vt | megaer ™| OR:1.15 | 0.77-1.71 | follow-up: 62
months
Adjuvant Survival data
Chang, et al. .
-oa.can. | (80%) and [ Chemotherapy . collection: 2
32?5 (EPO-CAN metastatic (n=354) HR: 0.94 0.55-1.60 years
(20%)
Pronzato, et al.,
2002 (EPO-INT- St:‘;'es C“‘inm_"ztgg;apy OR: 115 | 0.59-2.26 N/A
47) -
Accelerated
Dl yastio, etal, | stagen |, 2duvent oy | ORO31 | 0.03-3.17 N/A
(n=62)
Adjuvant or
O’Shaughnessy, Stages | | neoadjuvant )
et al., 2005 Sy chemotherapy OR:3.06 | 0.12-77.16 N/A
(n=94)

When the study-level data from these seven breast cancer studies are meta-analyzed

(see Chart 8), there was an overall neutral risk despite the large contribution (weighted
at about 40 percent of the overall result) of the BEST study resuits (OR 1.18 [95 percent
Cl: 0.98, 1.42; I? = 0 percent]).
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Chart 8: Survival is Risk-neutral in Breast Cancer Studies
Odds

Study Name Ratio 95% CI

Aapro 2006 0.98 065 148

Chang 2005 (EPO-CAN-17) 0.88 049 1.60

Moebus 1.15 077 1.71

Leyland-Jones 1.42 1.07 1.90

INT-47 1.15 059 226

Del Mastro 0.31 0.03 3.17 -

O'Shaughnessy 2005 3.06 0.12 77.16
Random Effects Model 1.18 0.98 1.42 p

0.01 0.1 1 10 100
Favors ESA Favors Control

Meta Analysis using OR
12=0

Note: Cochrane report + Amgen data on-file; INT-47 refers to Pronzénto et al., 2002

Anemia of Cancer

In the area of AOC, the studies of concern for adverse safety signals for ESAs are the
Amgen 20010103 study (Glaspy et al., 2007) and the EPO-CAN-20 study (Wright et al.,
2005). Both of these studies indicate increased risk of mortality in ESA-treated patients
with active cancer who have exhausted all options and are not receiving or planning to
receive chemotherapy or radiation therapy. It is worthwhile to note that while the HR for
0OS in the Amgen 20010103 study of 1.22 (95 percent Ci of 1.03 to 1.45) favored the
placebo group, the HR was reduced when post-hoc analyses were adjusted for baseline
imbalances in known prognostic factors (HR: 1.15, with a 95 percent Cl of 0.96 to 1.37).
While the meta-analysis across all anemia of cancer studies indicates that the mortality
risk may be neutral (HR:1.12; 95 percent Cl: 0.89, 1.40), the setting represents a very
heterogeneous patient group, and the increased risk in patients with active cancer not
receiving nor planning to receive chemotherapy should be considered in coverage policy
determination (Chart 9).
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Chart 9: Combined Analysis of Overall Survival in AOC Studies is Risk-neutral,
However, There is a Potential Increased Risk in Patients with Active Cancer
Neither Receiving nor Planning to Receive Further Chemotherapy*

Odds

Model Study Name Ratio
Glaspy 3/2007 with flu  1.14
Gordon 2006 0.69

Abels 0.89

Charu 2004 with ext 1.56
Mystakidou 2005 0.49

Wright 2007 2.82
EPO-CAN-203 1.40

Smith 2003 2.56
EPQO-CAN-303 2.05
Random Effects Model 1.12

95% ClI

0.89, 1.47
0.25, 1.91
0.37, 210
0.52, 4.69
0.04, 5.58
0.28, 28.56
0.05, 36.45
0.13, 51.56
0.07, 58.65
0.89, 1.40

Meta Analysis using OR
12= 0%

* Glapsy et al, AACR 2007 presentation of an earlier interim analysis

Cochrane Report + Data on file, Amgen

0.01 0.1 1 10 100
Favors ESA Favors Control
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Radiotherapy Studies Treating to a Hemoglobin = 12.0 g/dL

In radiotherapy studies, particularly for head and neck cancer studies where higher
hemoglobin levels (e.g., 2 12.0 g/dL) were targeted in an attempt to potentiate radiation
effects on tumors through hyper-oxygenation, there may be an increased risk of
mortality, as shown in Chart 10 (OR 1.30 ; 95 percent Cl 0.99 —1.71).
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Chart 10: Radiotherapy Studies Treating to Hemoglobin
Levels Greater than 12.0 g/dL Show Increased Risk
Odds
Model Study Name Ratio 95%ClI
EPO-CAN-15 2.82 1.17, 6.81 e s
EPO-GBR-7 1.04 0.65, 1.68
GOG-0191 0.82 0.29, 2.30
Henke 2003 Roche  1.41 0.93, 2.16
Machtay 143  0.71, 2.89
Throuvalas 2000 0.31 0.01, 7.95 b
Vadhan-Raj 0.36  0.01, 9.12 l
Random Effects Model 1.30 0.99, 1.71
0.01 0.1 1 10 100
o Favors ESA Favors Control
Meta Analysis using OR <
?=276%

Cochrane Report + Data on file, Amgen

E. While ongoing studies will continue to inform CMS and other stakeholders about the
safety of ESASs, the currently available body of evidence strongly supports coverage
in CIA.

A study-level meta-analysis of 39 CIA placebo- or non-ESA-controlled ESA studies
(including 9652 patients) demonstrated a neutral impact on survival (1.03 95 percent Cl
0.93 —1.15). The available data strongly support coverage in CIA.

The ongoing studies include the use of darbepoetin alfa in breast cancer patients
undergoing neoadjuvant chemotherapy (PREPARE; M&bus et al., 2007; DE-2001-0033)
or the use of darbepoetin alfa in breast cancer patients undergoing adjuvant
chemotherapy (ARA-Plus; Warm et al., 2007; DE-2002-0015), in patients with non-
Hodgkin’s lymphoma treated with chemotherapy (Delarue et al., 2006), the use of
epoetin alfa in metastatic breast cancer treated with chemotherapy (EPO-ANE-3010;
Ortho Biotech ODAC Briefing Book 2004), and the previously described Mébus and
Aapro studies (Mobus et al., 2007; Aapro et al., 2006). Together, these studies will
generate safety data in more than 4800 patients.

In those settings -outside CIA where data exist to demonstrate risk of adverse outcomes,
coverage can appropriately be restricted based on the data. These data from
experimental populations should not be broadly extrapolated to CIA patients in an
evidence-based and scientifically rigorous coverage decision.
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F. Amgen is not alone in questioning the supposition that CMS should extrapolate the
safety signals from individual studies to all patients with the proposed coverage
restrictions.

Many aspects of the PDM are not supported by the clinical evidence and are in conflict
with well-established clinical practice guidelines; therefore, the CMS proposal would be
inconsistent with standard of care if finalized as proposed.

CMS determines whether an item or service is reasonable and necessary for the
diagnosis or treatment of an iliness or injury by relying on clinical evidence and
evidence-based medicine (EBM).° Further, the agency has drafted guidelines to
establish a framework for the evaluation process. In this guidance, CMS states that
National Coverage Assessments (NCA) “decisions call for the best scientific and clinical
evidence available concerning the effectiveness of various medical diagnostic
procedures and therapies, and the highest attainable level of expertise to evaluate such
evidence” (Table 10)."°

Table 10: Definition of EBM Cited Publicly by CMS

EBM: Definition

“Evidence-based medicine de-emphasizes intuition, unsystematic clinical experience,
and pathophysiologic rationale as sufficient grounds for clinical decision making and
stresses the examination of evidence from clinical research.”"’

Amgen supports the use of this approach by CMS as it provides an appropriate scientific
framework for the review of data to inform decision-making. However, in this PDM, the
agency appears to have deviated from its own standards, as the PDM recommends an
approach that is inconsistent with how the products were studied in well-designed
randomized controlled trials, and relies upon a pathophysiologic rationale to support its
proposed coverage restrictions in CIA.

As noted earlier, CMS has selectively relied upon evidence in the PDM but has
highlighted certain evidence and cited details of particular medical specialty guidelines
that support its position. However, in some instances, CMS does not mention these
same societies’ overall conclusions and recommendations for ESAs. The selective
inclusion of data is inappropriate for a scientifically rigorous, evidence-based analysis
that serves as a basis for a product coverage decision, and Amgen encourages CMS to
conduct a more thorough review of the complete evidence base for these products
before finalizing its policy.

The conclusions that CMS reaches in its review of the evidence outlined in the PDM
diverge from the opinions of experienced clinical oncologists. For this reason, many
experts in the field of oncology have already shared concerns with CMS. Examples of
their comments are provided in Table 11.
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Table 11: Reactions from Clinical Oncology Experts to the Proposed NCD

American Society of Clinical Oncology (ASCO)

The ESA coverage proposals “have no scientific basis and are in direct conflict with both
published scientific evidence and expert opinion...” (ASCO Statement to CMS)

American Society of Hematology (ASH)

“The Society is deeply concerned that CMS's proposed coverage decision
inappropriately restricts use of ESAs because a number of the proposals are not
supported by scientific data, rely on poor quality data, or are in conflict with expert
scientific analysis...” (ASH Statement to CMS)

Dr. S. Gail Eckhardt, Chair, FDA’s ODAC

“l was shocked to see how the CMS restrictions go way beyond the scientific evidence
that indicates what’s actually proven beneficial or non-beneficial...” (Eckhardt, Cancer
Letter, May 18, 2007)

ASCO and ASH are leading science-based organizations focused on cancer care in the
U.S., and their guidance should be carefully considered in determining the scientific and
clinical evidence that CMS should weigh most critically before issuing its final decision.

Response to In the PDM, CMS appears to rely largely on a hypothesis

Supposition 2: about the putative role of EPO-R in tumor growth; however,
the principal evidence cited by CMS on EPO-R does not
stand up to even casual scrutiny and, thus, cannot serve as
a reliable basis for an evidence-based coverage policy.

EPO stimulates the formation of red blood cells by binding to and activating EPO-R,
which is found on the surface of red blood cell progenitors. ESAs share this same
mechanism of action to stimulate red blood cell formation. Some of the agency’s
suppositions about EPO-R that were included in the PDM appear to be largely based on
two unsubstantiated hypotheses: (1) that ESAs promote tumor growth, and (2) that they
do so through interaction with an EPO receptor present on tumor cells.

These hypotheses have been extensively studied by investigators around the world
since concerns about ESAs and tumor promotion were discussed at the May 2004
meeting of the ODAC to review ESAs (Amgen Inc., ODAC Briefing Book 2004). Based
on a comprehensive analysis of the evidence in numerous preclinical and clinical studies
(Sinclair et al., 2007; Osterborg et al., 2007) Amgen believes there is no definitive
evidence of EPO-R involvement in tumor progression, and no reliable evidence that the
EPO-R is present on cancer cells.

The weight of the evidence shows that the EPO-R is not encoded by an oncogene (i.e.,
a gene that causes transformation of normal cells into cancerous cells). There are
multiple lines of evidence supporting this conclusion. For example, the EPO-R, even
when expressed as an activated mutant protein, does not stimulate cancer cell growth.
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An additional line of evidence comes from an analysis of levels of EPO-R mRNA, the
direct precursor of the EPO-R protein. When the levels of EPO-R mRNA are directly
compared in normal versus cancer cells, there is no difference between them. This
evidence clearly refutes the notion that the EPO-R provides an important advantage to
cancer cells.

Several published studies have purported to show that the EPO-R plays a role in tumor
cell signaling, proliferation, migration or survival. However, these studies lacked critical
controls, and often employed concentrations of ESA up to 1,000 times greater than the
maximum concentrations achieved in patients. A very important element of the evidence
that has seemed to support this unsubstantiated hypothesis is the purported detection of
EPO-R on cancer cells, which relies upon antibodies against the EPO-R. However, most
antibodies employed in these studies are non-specific, and bind to multiple proteins of
different sizes rather than the EPO-R. In fact, the most widely used polyclonal antibody
marketed to detect EPO-R actually detects heat shock protein 70 (HSP70) instead.
Unlike EPO-R, HSP70 has long been known to be an important factor in predicting
prognosis in cancer patients. Thus, the reports suggesting that EPO-R is expressed on
tumor cells have actually been examining HSP70 (in addition to other proteins). There
is no compelling evidence that the EPO-R itself is expressed on the surfaces of tumor
cells, as detailed in Appendix A.

In summary, Amgen believes that there is no definitive evidence demonstrating any of
the following:

¢ alink between EPO-R and involvement in tumor progression,
¢ the presence of EPO-R on cancer cells, and
¢ cancer cells responding to EPO signals.

Eminent scientific experts in the field have drawn the same conclusions (Brown et al.,
2007; Osterborg et al., 2007; Constantinescu, 2007). Finally, we note in Table 12 the
agency’s own position on the importance of relying on high quality evidence for Medicare
coverage decisions.

Table 12: CMS Perspective on the Importance of
Basing Coverage on EBM Methods

Why CMS Bases Coverage on EBM

CMS notes that a rigorous EBM-driven framework helps guide researchers and pa yers
because “lower quality studies are more likely to be wrong” and “deductions from basic
biology and pathophysiology may be unreliable.” (CMS, 2005)
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Response to The agency’s proposed policy of initiating therapy at a
Supposition 3: hemoglobin level of 9.0 g/dL in each month is not supported

by scientific evidence and does not recognize current
standards of clinical care.

The proposed policy appears to blend two critical clinical concepts necessary for the
effective care of anemic cancer patients: (1) when to start therapy and (2) when to
withhold therapy based on the hemoglobin level (i.e., the threshold hemoglobin level).
Clinical care requires that clinicians initiate therapy to prevent transfusion, a decision
made based on signs and symptoms of anemia and the myelosuppressive effects of
chemotherapy administration. Once therapy is initiated, a target hemoglobin level is
chosen, as clinicians cannot precisely control ESA response. Dose adjustment rules are
clearly articulated in the revised FDA label to guide clinicians about how to titrate the
ESA to achieve the desired hemoglobin levels, which should not exceed a threshold
level of 12.0 g/dL.

The proposed policy of initiating ESA therapy at hemoglobin < 9.0 g/dL and then waiting
for the hemoglobin level to drop below 9.0 g/dL in each month essentially sets the
hemoglobin target range at 9.0 g/dL. There is simply no evidence to support this
practice, and more importantly, there is no clinical experience of this practice in the
clinical trials that have established the safety and efficacy of the ESA class.

Scientific evidence suggests that most transfusions are prevented when ESAs are
initiated at a hemoglobin level between 10.0 and 11.0 g/dL.

In the United States, the lower limits of normal hemoglobin values are 12.5 g/dL for adult
females and 13.5 g/dL for adult males. When patients become anemic due to the effects
of myelosuppressive chemotherapy, the hemoglobin level may fall precipitously. ESAs
can take from 4 to 6 weeks to have their intended effect (Aranesp® prescribing
information, 2007); thus, waiting until the hemoglobin falls to below 10.0 g/dL will expose
cancer patients to more severe and prolonged anemia symptoms, as the hemoglobin will
likely fall further before the ESA takes effect. Therefore, defining the hemoglobin value to
initiate therapy is critical.

« First, almost all randomized clinical trials have initiated ESA therapy when the
hemoglobin level is less than 11.0 g/dL. As a result, evidence-based clinical practice
guidelines have recommended the initiation of ESA therapy in cancer patients when
the hemoglobin level is less than 11.0 g/dL.

« In placebo-controlled trials, when ESA-treated patients initiate therapy at hemoglobin
< 9.0 g/dL, 68 percent receive at least one transfusion; however, if the hemoglobin is
between 10.0 and 11.0 g/dL, only 26 percent receive at least one transfusion. Thus,
the agency’s proposed policy would significantly increase the percentage of patients
who receive at least one transfusion. Importantly, the treatment effect regarding the
reduction in red blood cell transfusions between ESA-treated patients and patients
who received placebo is similar (i.e., comparable hazard ratios) when hemoglobin is
between 9.0 and 10.0 g/dL or when hemoglobin is between 10.0 and 11.0 g/dL
(Table 13).
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Comparison of strategies for early intervention (generally initiation of therapy at
approximately 12.0 g/dL) and later intervention (generally, initiation of therapy when
hemoglobin level drops below 10.0 g/dL) have been evaluated in a number of RCTs.
A meta-analysis of these studies has demonstrated an approximate 50 percent
reduction in the risk of transfusion favoring the early intervention approach (relative
risk, 0.55, 95 percent Cl 0.42 — 0.73). This indicates that a 27 to 58 percent reduction
in transfusions may be achievable when ESAs are used earlier (Chart 11).

The hemoglobin initiation levels proposed by CMS will significantly reduce the
effectiveness of ESAs in preventing transfusion, as the risk of transfusion when the
hemoglobin level is < 9.0 g/dL is 68 percent.

A meta-analysis of studies with an average hemoglobin level at baseline between 10
and 12.0 g/dL showed neutral outcomes with respect to overall survival (odds ratio,
0.86; 95 percent Cl 0.69 — 1.08) (Amgen data on file).

Finally, the current FDA label does not include an initiation threshold, and CMS has
not provided any clinical or scientific rationale for including this as a basis for
coverage policy.

Table 13: Initiation of ESA at Hemoglobin > 11.0 g/dL
Results in Lowest Absolute Transfusion Risk and Lowest Hazard Ratio

Patients receiving transfusion (%, N}

Baseline Hb Darbepoetin alfa Piacebo HR

(n = 822) {n = 819) (95% Ci)
Missing 27% (6/22) 65%  (20/31)
<9 gidl. 68% (65/96) 83% (66/80) 0.68 {0.48, 0.97)
9.-<10 g/dl 35% (61/144) 61% (103/170} 0.52{0.37, 0.72}
10 - < 11 g/dl. 26% (56/212) 41% {89/239) 0.58 {6.42, 0.81)
>11 gidL 14% (49/348) 35% (104/299) 0.38 {0.27, 0.53)
Total 28% (227/822) 47% (392/819)

Amgen data on file
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Chart 11: Higher Hemoglobin Initiation Results in an Approximately 50 Percent
Relative Risk Reduction of Transfusions (Adapted from Lyman and Glaspy, 2006)

Relative

Citation Early* Late! 02051 2 5 Risk 95% Cli
Littlewood  3/42 597209 —{—+— 025 0.08 0.77
Subset |  vansteenkiste 15/102 14745  ~{ - 0.47 0.25 0.89
Analysis §
" Crawford 137106 22/105  —{]1 0.59 0.31 1.1
RCTs Rearden 14199 22/102 - H 0.86 0.38 1.2
| Straus 247135 35/134 {] 0.68 0.43 1.08
Combined 691484 152/585 < 0.55 0.42 0.73 Pp<.0001
PRI Favors Early ESA  Favors Late ESA

* Early intervention s generally initiation of ESA therapy at Hb fevels of approximately 12 g/dL.
1 Late intervention is generally initiation of ESA therapy when the Hb levels dropto < 10 g/dL.

CMS has not provided any clinical or scientific rationale for setting an implicit
hemoglobin upper limit at 9.0 g/dL (i.e., initiation at < 9.0 g/dL in each month)
when the recently revised FDA label states that hemoglobin is not to exceed
12.0 g/dL.

The goal of ESA treatment is to reduce and eliminate symptoms of anemia, by raising
hemoglobin values and avoiding red blood cell transfusions. Treating anemia by raising
hemoglobin levels using ESA therapy has also been shown to improve fatigue, energy,
and other domains of health-related QOL in anemic patients with cancer (Glaspy et al.,
1997; Demetri et al., 1998; Gabrilove et al., 2001; Littlewood et al., 2001; Hedenus et al.,
2002, Vansteenkiste et al., 2002; Osterborg et al., 2002). Therefore, the clinical goals of
therapy should reflect the range of important health benefits achieved through
transfusion avoidance and improved symptoms and consider the individual patient-
specific needs. '

¢ Most of the RCTs conducted to define the efficacy and safety of the ESAs targeted
hemoglobin levels of 11.0 to 13.0 g/dL, with dose withholding hemoglobin threshold
greater than or equal to 13.0 g/dL. A few of the initial registration trials of
darbepoetin alfa in CIA actually withheld treatment at higher hemoglobin levels of
14.0 to 15.0 g/dL, and no additional risk was identified in long-term follow-up. Thus,
the evidence base that exists to inform CMS coverage policy of the improved net
health outcomes of ESA therapy comprises studies where the protocol specified that
patient hemoglobin levels be managed in this manner. This represents the highest
level of evidence upon which CMS bases its coverage policies.'
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¢ Current evidence-based clinical practice guidelines recommend targeting
hemoglobin levels in the range of 11.0 to 13.0 g/dL, with ASH/ASCO recommending
maintaining hemogiobin near 12.0 g/dL (Lichtin et al., 2005); NCCN recommending
maintaining hemoglobin between 11.0 to 12.0 g/dL for the longest duration during
therapy (Rodgers et al., 2007) and EORTC recommending a target hemoglobin
range of 12.0 to 13.0 g/dL (Bokemeyer et al., 2006). These recommendations are
based on trials that have demonstrated that anemia correction aimed at reaching a
target hemoglobin of 11.0 to 12.0 g/dL. maximizes health benefits, avoidance of red
blood cell transfusions and improving symptoms and QOL (Glaspy et al., 1997,
Demetri et al., 1998; Vahdan-Raj et al., 2003, Lyman and Glaspy 2006; Crawford et
al., 2002).

¢ The recent FDA label change, in response to safety findings, includes a change from
a target hemoglobin of 10.0 and 12.0 g/dL to a hemoglobin limit of 12.0 g/dL. The
recent FDA ODAC panel voted that this level should not be changed in further
label revisions based on a review of existing data.

+ When survival outcomes are evaluated through meta-analysis in CIA, the
hemoglobin thresholds of 12.0 g/dL to 13.0 g/dL are not associated with an increase
in mortality, with an odds ratio for overall survival of 0.87 (95 percent Cl: 0.54-1.38).
(Amgen data on file).

e Finally, in a recent AHRQ meta-analysis of ESA safety, the relative risk of VTE does
not vary when hemoglobin thresholds range from > 13.0 g/dL to 16.0 g/dL
(Seidenfeld et al., 2006).

A hemoglobin limit of 12.0 g/dL is currently in the FDA-approved label for both marketed
ESAs. However, the ability of physicians to effectively manage hemoglobin within target
and threshold values is particularly important, given the variability in hemoglobin during
repeated cycles of chemotherapy. If a patient experiences a single, transient,
hemoglobin concentration > 12.0 g/dL, providers need discretion to determine for the
individual patient whether to reduce the dose or withhold the dose. Moreover, in some
patients, the abrupt withdrawal of ESA treatment in response to a single hemoglobin
level > 12.0 g/dL may not represent optimal management. Many individual factors must
be considered in this decision, including the underlying comorbidities, the severity of
anemia symptoms, degree of ongoing myelosuppression imposed by the chemotherapy
regimen, and the timing of the hemoglobin level assessment relative to the planned
dosing of chemotherapy and ESA regimen being employed.

There are several reasons a physician may determine it is appropriate and necessary
medical care to administer a reduced dose of ESA to a patient with a hemoglobin level
greater than 12.0 g/dL rather than to withhold the dose. Some examples include the
following:

e Imminent myelosuppressive chemotherapy in a patient who, based on previous
experience, is predicted to have a significant subsequent decline in hemoglobin
levels, resulting in significant anemia symptoms, or the need for transfusion.
Significant anemia symptoms at hemoglobin levels at or near 12.0 g/dL.

e Prolonged duration of planned chemotherapy with expected cumulative
myelotoxicity.

e Comorbid illnesses, such as impaired cardiac or puimonary disease, associated with
low physiologic tolerance for anemia.
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Importantly, Amgen does not recommend that physicians target a hemoglobin

> 12.0 g/dL in anemic cancer patients. However, we recognize the practical importance
of a target hemoglobin level, allowing appropriate physician flexibility in the management
of individual patients, as opposed to a limit for the purposes of coverage or payment.
CMS should also recognize that based on current data there is no evidence to suggest
that ESA doses are administered frequently to cancer patients with hemoglobin >

12.0 g/dL. In fact, a recent analysis of one of the largest electronic medical record
(EMR) databases in oncology, representing more than 13,069 CIA patients, found that
96.5 percent of all patients receiving ESAs had a hemoglobin level < 12.0 g/dL at the
time of administration." Moreover, a recent chart audit showed 94 percent of patients
with CIA receiving ESAs had a hemoglobin under 12.0 g/dL at ESA administration."

If CMS simply limits coverage or payment to hemoglobin values < 12.0 g/dL, physicians
may believe that they do not have the discretion to adequately treat patients with
hemoglobin levels between 11.0 g/dL and 12.0 g/dL, the range where patient benefit is
optimized. '

Finally, CMS will soon be able to more effectively monitor the care delivered to cancer
patients with anemia. Based on the recently passed Tax Relief and Health Care Act of
2006 (TRHCA), CMS will develop a system to collect hemoglobin levels in cancer
patients, beginning in 2008."® At that time, data may be adequately compiled and
analyzed to determine the need to introduce hemoglobin levels into medical review or
claims processing guidelines.
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lll. BENEFITS OF ESA TREATMENT

In issuing the PDM, CMS appears not to weigh fully the well-documented benefits
of ESA treatment, which include increased hemoglobin levels and avoidance of
transfusion. Additionally, clinical studies report improvement in patient-reported
outcomes (PROs) in patients undergoing cancer treatment with chemotherapy.

ESAs demonstrate clear benefit in terms of avoidance of red blood cell transfusions
required to treat signs and symptoms of anemia. Indeed, objective evidence of red
blood cell transfusion reduction served as the basis for registration of ESAs in the
treatment of CIA. Systematic reviews of randomized clinical studies through meta-
analysis show that ESAs significantly increase the likelihood of hemoglobin response by
more than three-fold, reduce the risk of transfusion by 36 to 59 percent (Bohlius et al.,
2006b; Seidenfeld et al., 2006; Ross et al., 2006) and improve PROs based on the
Functional Assessment of Cancer Therapy-Fatigue (FACT-F) (Cella et al., 2002) and
Linear Analog Scale Assessment (LASA) tools (Farrar et al., 2001), instruments that
assess a patient’s functionality, weakness/energy/tiredness, and ability to engage in
daily activities. While these studies make use of clinical instruments that may not meet
today’s FDA standards for the registration of PROs in product labeling, the impact of
ESA therapy on these PROs should not be discounted. Importantly, the clinical trials in
the above-referenced meta-analysis included a large proportion of patients aged 65 and
older, providing important evidence of benefit relevant to the Medicare beneficiary
population.

Additionally, with ESA treatment, more consistent hemoglobin levels are maintained,
helping to prevent the anemia from recurring. Following a transfusion, hemoglobin
levels rise only temporarily, and patients may require multiple transfusions to treat the
anemia as their hemoglobin levels inevitably decline.

Analysis of four randomized placebo-controlled Phase 3 clinical trials in CIA shows that
starting ESA treatment at lower hemoglobin levels is associated with higher risk of
transfusion. Among patients randomized to ESA treatment, 68 percent of all patients had
at least one transfusion when the baseline hemoglobin was < 9.0 g/dL. In contrast, 35
percent of patients had at least one transfusion when baseline hemoglobin was between
9.0 and < 10.0 g/dL (Amgen data on file).

Further, shifting medical practice away from ESAs to transfusion will impose a significant
burden on cancer patients and the health care delivery system. Access to transfusion is
limited and cumbersome for the greater than 80 percent of cancer patients receiving
chemotherapy in the community clinic. This was noted at the recent ODAC meeting on
May 10, 2007 (Table 14). '
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Table 14: Reaction from Clinical Oncology Expert at ODAC 2007

Roy Beveridge, MD; Medical Oncologist at US Oncology

“Resorting to transfusion in this cancer population is very problematic in today’s world.
There are the obvious safety issues that have been discussed earlier today. There is a
taxing of the limited supply of blood that we have. But there is also a very significant
taxing of the delivery system. | was actually at Fairfax Hospital this morning

before | came here. It opens at 6 am in the morning. it closes 13 hours later. It's open
7 days a week. The next time that we can schedule a biood transfusion if one wanted to
do it today would be 13 days from now. The system is very saturated.” (Beveridge,
2007)

If the PDM is finalized without changes, these patients would be forced by CMS to travel
from the clinic to a hospital to receive transfusions.

An actual transfusion typically takes more than four hours to administer, requires
specialized equipment and trained personnel, and, in some cases, must be done before
chemotherapy can be given. This is an important fact because the typical transfused
patient receives over five units of red blood cells from different donors, and some cancer
patients are transfused much more than this.

Additionally, CMS may not have fully considered the following important issue: the
inability of red blood cell transfusions to maintain patient hemoglobin at appropriate
levels unless patients are subjected to chronic hypertransfusion. On the other hand,
clinical evidence strongly supports the finding that prevention of transfusion and
improvements in PROs are optimized when ESAs are used to target hemoglobin levels
between 11.0 and 12.0 g/dL (Crawford et al., 2002). CMS should recognize that the
safety of red blood cell transfusions in these patients has not been rigorously tested at
these levels.

The real risks of red blood cell transfusions are significant and may not have been
fully considered by CMS at the time the agency released the PDM.

CMS should consider the following risks before finalizing a policy that could have a
significant impact on the safety and health of the beneficiaries that the agency serves:

o Transfusions are a proven transmission route for serious infections. The human
immunodeficiency virus (HIV) and hepatitis virus plagued the blood supply for years
before they were recognized and testing developed (Dodd et al., 2003). Further,
current testing procedures and technologies for detecting these and other viruses
before they enter the U.S. blood supply are not perfect (Busch et al., 2003; Busch et
al., 2005).

¢ Simply put, the blood supply is, at best, safe until the next pathogen emerges. The
question is not whether a new pathogen will emerge but when. As characterized by
the Centers for Disease Control and Prevention, “numerous pathogens have
emerged in the United States and worldwide with the potential to affect the safety of
the blood supply.” (Chamberland et al., 1998).
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¢ Transfusion Related Acute Lung Injury (TRALI) is the leading cause of transfusion-
related death according to the FDA and could occur at frequencues exceeding 1 in
10,000 patients (Bux and Sachs, 2007).

e Bacterial contamination has resulted in 1 in 10 transfusion-related deaths in the US
(Kuehnert et al., 2001).

¢ Febrile reactions (e.g., sweating, rapid heart rate, nausea, or headache) occur in 5 to
10 percent of patients receiving transfusion because of antibodies in the transfused
blood (King et al., 2004).

e Potentially fatal hemolytic reactions and graft versus host disease are rare, but the
associated sequelae are very serious (Sazama et al., 1990; Linden et al., 1997).

o Clerical errors resulting in a person’s receiving the wrong blood occur every 1 in
14,000 to 18,000 transfusion and are often fatal (Goodnough et al., 1999; Williamson
et al., 1999).

+ [ron overload occurs in patients who must receive repeated and prolonged
transfusion, such as in MDS (Franchini and Veneri, 2004).

Further, the U.S. blood supply does not meet current clinical needs. Notably, the U.S.
Department of Health and Human Services’ Advisory Committee on Blood Safety and
Availability (ACBSA) noted in its most recent (2005) report on blood availability that “the
mean number of days of unmet nonsurgical blood need increased significantly from 2.1
days in 2001 to 19.27 days in 2004 (p<0.001).” (Whitaker et al., 2006). Such shortages
lead to substantial problems for the health care system and Medicare beneficiaries,
including the cancellation of vital surgical procedures. Therefore, CMS must carefully
evaluate the impact of its proposed coverage policy on the U.S. blood supply. We
recommend that the agency consult with the ACBSA to understand what effects the
proposed coverage policy would have on an already limited national blood supply.
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IV. ANALYSIS OF THE POLICY IMPLICATIONS OF THE PROPOSED NON-
COVERED AND COVERED CLINICAL INDICATIONS

Some of the agency’s proposals appear to be clinically appropriate, and we
recommend that CMS consider finalizing certain proposed non-covered
indications.

CMS has proposed to consider the following eight uses of ESAs as non-covered:

1. Anemia in cancer or cancer treatment patients due to folate deficiency, B-12
deficiency, iron deficiency, hemolysis, bleeding, or bone marrow fibrosis
Anemia of myeloid cancers, specifically AML and CML

Anemia associated with the treatment of myeloid cancers or erythroid cancers
Anemia associated with primary treatment with radiotherapy

Prophylactic use to prevent chemotherapy-induced anemia in patients who have
never suffered from CIA

Prophylactic use to reduce tumor hypoxia in non-anemic patients

Patients with erythropoietin-type resistance due to neutralizing antibodies
Anemia due to cancer treatment if patients have uncontrolled hypertension

aoRrON

N>

We note that the italicized text above represents specific clarifications that would make
the proposed policy clearer.

Recommendation: Amgen recommends that CMS finalize these restrictions
with the clarifications noted in italics. In our view, these
uses are not supported by the current clinical evidence
and there is no significant use of ESAs in current practice
for these settings. As clinical evidence may evolve over
time, we suggest that CMS review data on these clinical
conditions periodically to reassess the appropriateness
of non-coverage.

Below, we review the proposed covered and non-covered indications outlined in the
PDM.

Some of the proposed non-covered indications are overly restrictive, when viewed
against the available clinical evidence, and should not be implemented.

In the cases below, we review the instances in which the clinical data do not support the
agency’s proposed non-coverage determination and review the clinical evidence that
supports coverage.

Anemia of Cancer Not Related to Cancer Treatment

In the PDM, CMS has proposed non-coverage of ESAs for all patients with AOC. This
proposal does not appropriately recognize that there is published evidence of benefit
from controlled clinical trials, without evidence of detrimental survival outcomes, in
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certain subgroups of patients receiving ESAs for AOC. For this reason, CMS should not
restrict coverage for the entire patient population.

In response to the NCA for ESAs, Amgen previously has recommended that CMS
consider restricting coverage in a specified subpopulation of AOC patients until further
data clarify the benefit-to-risk profile in these patients. Specifically, we noted that the
agency should consider restricting coverage in the subgroup of AOC patients with active
cancer not receiving or planning to receive additional chemotherapy or radiation therapy
with a poor prognosis, as these are the patients for whom evidence suggests that the
benefit-to-risk profile could be negative and is at best neutral. Data from a recent clinical
study of this patient population suggest that coverage for these patients may not be
warranted at this time (Glaspy et al., 2007).

Recommendation: For these reasons, Amgen recommends that CMS not
finalize the coverage exclusion for all AOC patients.
Instead, CMS should consider restricting coverage for
ESAs in only a subset of patients with AOC who have
active disease and are not receiving or planning to
receive chemotherapy or radiation therapy.

Patients with Treatment Regimens Including Anti-angiogenic Drugs and Monoclonat /
Polyclonal Antibodies Directed Against the Epidermal Growth Factor Receptor

CMS proposes to implement a coverage restriction of ESAs for all patients with cancer-
related anemia who are receivin% anticancer therapy with biologic agents such as
Avastin® (bevacizumab), Erbitux® (cetuximab), and Vectibix™. The CMS proposal
appears to be based on three points:

1. A “colon cancer study” showing that patients treated with the anti-EGF-R monoclonal
antibody, Vectibix™, and an ESA experienced decreased survival within 16 weeks;

2. A single study that used a chimeric receptor (i.e., extracellular EGFR and
intracellular EPO-R) transfected into a hematopoietic cell line to study the EPO-R
signaling pathway in hemoglobin synthesis; (Wakao et al., 1997); and

3. Preclinical studies suggesting a possible role for EPO-R signaling in angiogenesis
(Ribatti et al., 2007a; Ribatti et al., 2007b; Batra et al., 2003; Yasuda et al., 1998;
Yasuda et al., 2002).

Point 1 references research that does not appear to exist. This point appears to result
from blending the results from two separate studies: a study of Vectibix ~ in colon cancer
patients (Amgen press release for PACCE, March 22, 2007) and a study of darbepoetin
alfa in patients with anemia of cancer (Amgen press release for Study 20010103,

April 16, 2007). Point 1, therefore, has no basis in evidence.

Point 2 cites an irrelevant study. The cited study demonstrated that the Stat5 protein is
important for erythropoietin to stimulate hemoglobin synthesis. It does not bear on the
question of whether ESAs will interfere with EGFR signaling (Wakao et al., 1997).

Point 3 represents speculation. This point has no supporting preclinical data and no
relevant clinical data. The evidence cited included a letter to the editor (Ribatti et al.,
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2002) speculating that angiogenesis stimulated by EPO may have contributed to the
emergence of AML in an MDS patient as described in a case report (Bunworaste et al.,
2001). The emergence of AML in patients with MDS is not uncommon, but angiogenesis
is not believed to play a role in this pathologic evolution (Lundberg et al., 2006; Keith et
al., 2007).

The ability of EPO itself to stimulate angiogenesis is highly speculative. The PDM cited
a recent study (Zwezdaryk et al., 2007) using mesenchymal stem cells (MSCs) to show
that erythropoietin elicited a pro-angiogenic response. However, the role of MSCs in
tumor angiogenesis has not been well established; the study used the MAB307 antibody
that does not specifically detect EPO-R; and a superphysiological concentration of
erythropoietin (40-80 U/ml, 40-160-fold higher than levels achievable in clinical ESA
therapy) was applied. Thus, the relevance of the findings from this study is unclear.
Finally, EPO, even at huge concentrations, has no angiogenic activity in a rat corneal
angiogenesis model, (Amgen Inc., ODAC Briefing Book 2007) which represents the
most sensitive assay devised.

Recommendation: For these reasons, Amgen recommends that CMS not
exclude coverage for patients who are also receiving
antiangiogenic and anti-EGFR therapies. The agency’s
recommendation against use of ESAs with EGFR
inhibitors or antiangiogenic agents lacks a scientific
foundation. For the vast majority of patients, EGFR
inhibitors and antiangiogenic agents are administered in
combination with myelosuppressive regimens, for which
anemia is a known and well-characterized complication.
Therefore, the proposed restrictions should be
reconsidered in order to protect a patient population with
a demonstrated clinical need for ESA therapy.

Patients with Thrombotic Episodes Related to Malignancy

In the PDM, CMS proposed to exclude coverage of ESAs for all patients with a history of
thrombotic episodes related to malignancy. Patients exposed to ESAs have an
increased risk of thrombotic vascular events (TVEs), reported by the Cochrane group as
a relative risk of 1.67 (95 percent Cl: 1.35, 2.06). This risk is well-described in the FDA-
approved labels for ESAs. The absolute increase in the rate of TVEs is about two to
three percent. Integrated analysis of all placebo-controlled randomized studies of
darbepoetin alfa showed a relative risk of 1.57 (95 percent Cl: 1.10, 2.26), similar to that
reported by the Cochrane study level meta-analysis of all randomized controlled trials of
ESA.

Importantly, the integrated analysis also demonstrated that the actual TVE rate was five
percent in the placebo group, and eight percent in the darbepoetin alfa group. The
increase in the rate of TVE remains at about three percent (absolute difference)
regardless of whether patients had a prior history of TVE or not. In placebo-controlled
CIA studies of darbepoetin alfa, for patients without a prior history of a TVE, the rate of
TVE is 4.3 percent in the placebo patients and 7.3 percent in the darbepoetin alfa-
treated patients; for patients with a history of prior TVE, the rate of TVE is 15.8 percent
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in the placebo patients, and 18.9 percent in darbepoetin alfa-treated patients, thus

-indicating about a three percent increase above baseline with ESA therapy regardless of
whether patients had a history of TVE (Amgen data on file). These clinical data suggest
a lack of interaction between ESA treatment and prior TVE in terms of ongoing TVE risk,
and therefore there is no scientific basis to recommend against the use of ESAs in
patients with a history of prior TVE. Finally, ESA use in patients with thrombotic
episodes is not a contraindication or a warning in the prescribing information for these
products.

Recommendation: For these reasons, Amgen recommends that CMS not
exclude coverage for patients who have had thrombotic
episodes related to malignancy. The agency’s
recommendation against use of ESAs in this sub-
population lacks a scientific foundation, as the clinical
evidence shows a lack of interaction between ESA
treatment and prior TVE in terms of ongoing TVE risk.

Treatment of MDS

CMS proposes non-coverage of ESAs for all patients with MDS, a chronic bone marrow
disorder most frequent in patients over 65 years of age that leads to chronic anemia and
transfusion dependence in the absence of ESA therapy (Balducci et al., 2006).
Finalizing this proposal would reject the body of evidence that supports the benefit
conferred by ESA treatment in this setting, without evidence of detrimental survival
outcomes. Further, the proposal is contrary to the agency’s own Physicians Quality
Reporting Initiative (PQRI) mandated by Congress under TRHCA. Under PQRI, CMS
recognizes MDS as a condition for which ESA treatment plays a valuable role and
encourages physicians to report iron store levels in patients receiving ESA therapy
(Available at: http://www.cms.hhs.gov/PQRI/Downloads/PQRIMeasuresList.pdf).

Further, while large, placebo-controlled randomized studies are not available, numerous
clinical trials have been conducted with ESAs in MDS patients, and the extensive
published evidence (Balducci et al., 2006; Casadevall et al., 2004; Hellstrom-Lindberg et
al., 1995; Kurtin et al., 2006; Negrin et al., 1996; Spiriti et al., 2005) supports the efficacy
of ESAs in reducing transfusions in MDS patients. Amgen summarized these data in our
submission to CMS on April 13, 2007. This body of evidence has been recognized in
the compendium-listed acceptance for MDS and in evidence-based guidelines
(Greenberg et al., 2007).

With regard to safety in MDS patients, Jadersten and colleagues (Jadersten et al., 2005)
reported the long-term outcome of 129 MDS patients treated with epoetin alfa and
granulocyte-colony stimulating factor (G-CSF) who were followed for up to 45 months.
Erythroid response rate was 39 percent and median response duration 23 months
(range, 3-116 months or more). Complete responders showed longer response duration
than partial responders (29 versus 12 months, P = 0.006). There was no difference in
survival (odds ratio [OR], 0.9; 95 percent Cl: 0.7,1.2; P= 0.55) or risk of AML evolution
(OR, 1.3; 95 percent Cl: 0.7-2.2; P= 0.40) between the ESA-treated patients in
comparison to untreated patients selected from the IPSS database using multivariate
Cox regression, adjusting for major prognostic variables.
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Additionally, a matched case-control study of transfusion-dependent MDS patients
treated with ESAs and a granulocyte-colony stimulating factor (n=123) compared to
control MDS patients (n=240) showed that 41 percent of ESA-treated patients achieved
transfusion independence (Jadersten et al., 2006). Multivariate Cox regression analysis
showed that treated patients with (historical) transfusion need of less than 2 units of red
blood cells per month had a survival benefit, with HR 0.57 (p = 0.015), while no
difference in survival was observed in patients with higher transfusion need (p = 0.36).
There was no significant impact on risk of leukemic transformation in patients with either
alow (p = 0.75) or high (p = 0.21) transfusion need. These retrospective analyses
support the use of ESAs to reduce transfusion dependence in MDS patients. This
population is particularly vulnerable given the risk of allo-immunization from repeated
transfusions.

A systematic review of 59 ESA studies (2106 patients) including 4 RCTs support the
safety and efficacy of ESAs in the treatment of anemia associated with MDS (Ross et
al., 2007).

In the May 10, 2007, meeting of the FDA’s ODAC, numerous participants recognized
MDS as a condition that warrants Medicare coverage. In comment at the ODAC
meeting, the Director of the FDA'’s Office of Oncology Drug Products noted the need to
separate MDS from other clinical conditions, as noted in Table 15.

Table 15: FDA Statement on Need to Have Distinct Separation between MDS and
Other Clinical Conditions for Coverage Purposes

Dr. Richard Pazdur, Director, Office of Oncologqy Drug Products, FDA

“Those are two different things. | do not want them [MDS patients] to get swept away
with this. We will discuss this with our colleagues at CMS to make sure that does not
occur.” (Pazdur, 2007)

Recommendation: For these reasons, Amgen recommends that CMS not
exclude coverage for MDS. Given the well-recognized
role of ESA therapy in MDS and the available clinical
evidence that supports the use of ESA, CMS should not
restrict coverage to Medicare beneficiaries for this
indication.
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V. PROPOSED COVERAGE LIMITATIONS

The proposed restriction to limit coverage for patients with hemoglobin levels less
than 9.0 g/dL is not based in the clinical evidence.

In this aspect of the PDM, CMS has blended the two following important but distinct
clinical issues: (1) when to initiate ESA therapy and (2) when to withhold ESA treatment
based on hemoglobin levels.

CMS states that the ESA should only be used when the hemoglobin falls below 9.0 g/dL,
during each month for patients without known cardiovascular disease. Such a restriction
is a serious concern because it is not based on the evidence of clinical efficacy of ESAs
from randomized controlled trials. Most patients in randomized controlled trials had
hemoglobin levels > 9.0 g/dL at study entry. For Amgen-sponsored darbepoetin alfa
studies involving more than 10,000 patients, 88 percent had baseline hemaoglobin of 9.0
g/dL or higher. The limitations as proposed by CMS will effectively set a hemoglobin
target of 9.0 g/dL, a level that will negate the goal of avoiding transfusion with ESA
therapy. This limitation is inconsistent with the FDA approved product label, and is in
conflict with the current practice guidelines from major professional societies. This
limitation also confuses two important aspects of optimal ESA treatment (i.e., the
hemoglobin level at which to initiate treatment, and the hemoglobin level to target once
ESA treatment begins). For the purpose of avoiding transfusion and alleviating the signs
and symptoms of anemia, it is important to set an initiation level at which the risk of
transfusion is low. After initiation of therapy, the dose of ESAs should then be adjusted
to achieve a target hemoglobin that is optimal to keep the patient free from the risk of
transfusion as well as the signs and symptoms of anemia. Clinical trials to assess ESAs
have been conducted with explicit levels of hemoglobin for initiation, and a clear
guidance on dose adjustment to achieve and maintain a hemoglobin level considered
appropriate for the well being of the patients.

This proposed restriction appears to be based on the cited “tradition” and critical care
model of reserving transfusion for patients with hemoglobin levels less than 7 or 8 g/dL,
and does not consider the current practice regarding transfusions in patients treated in
the community-based outpatient clinic for CIA. Such evidence is available from clinical
trials, community practice surveys, and claims database analyses. These analyses show
that the hemoglobin level before transfusion varies over a wide range, but is consistent
across multiple data sources. In the five randomized, phase 3 trials of darbepoetin alfa
in CIA, 71 percent of the transfusions received by ESA-treated patients were preceded
by a hemoglobin of < 9.0 g/dL. These results were similar to the 80 percent rate
observed for two Amgen-sponsored, retrospective, observational studies.

These data clearly show that physicians prescribe red blood cell transfusions to treat the
signs and symptoms of anemia, rather than relying on arbitrary hemogiobin level
transfusion triggers. If CMS restricts ESA use with a 9.0 g/dL initiation level (which
would also become the target level), it would lead to the replacement of ESA use with
red blood cell transfusions for most patients.
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The current product label for ESAs recommends that a hemoglobin level of no higher
than 12.0 g/dL be used to avoid transfusion. This is a critical element in the current
revised FDA label, which reflects a conservative approach, as most randomized clinical
trials specified a target hemoglobin of 13.0 g/dL or higher and prior to the recently
modified label, ESA treatment in cancer uses was withheld at 13.0 g/dL whereas now
withholding occurs at 12.0 g/dL. The importance of this approach has been validated as
the appropriate restriction by the recent ODAC panel, who recommended against a
change in the labeled hemoglobin limit of 12.0 g/dL, which is essential to achieve the
goals of transfusion avoidance. Under the proposed coverage restrictions, an arbitrary
upper threshold for ESA therapy is set at a hemoglobin level of 9.0 g/dL, which will lead
to transfusion in most patients before they can be qualified for ESA therapy, practically
rendering the ESA ineffective in the FDA-defined primary objective of therapy— to
reduce the risk of receiving a red blood cell transfusion (Aranesp® [darbepoetin alfa]
prescribing information, Amgen). CMS should not implement a policy that conflicts with
the ESA product label and the ODAC recommendation.

Recommendation: For these reasons, Amgen recommends that CMS include
no initiation limit for ESAs. However, if CMS decides to
implement an initiation threshold, we recommend a
threshold of 11.0 g/dL and to allow treatment until a
patient’s hemoglobin reaches 12.0 g/dL. CMS should
consider the need for physician discretion to dose reduce
rather than withhold when hemoglobin exceeds 12.0 g/dL
during chemotherapy.

CMS has proposed a timeframe of 12 weeks per year for ESA treatment. This limit
is without support in the clinical evidence and should be re-evaluated carefully in
light of the best available data.

Chemotherapy regimens in cancer patients are frequently prolonged and last beyond 12
weeks. For instance, in the adjuvant setting, colorectal cancer and breast cancer
patients are typically treated with chemotherapy for six months. For patients with
metastatic cancer, chemotherapy regimens are commonly administered until disease
progression, at which time the second-line treatment may begin, and multiple lines of
chemotherapy are often administered with the total treatment duration well over 12
weeks for patients who survive beyond 12 months. Clearly, the number of courses of
chemotherapy in a year is highly variable depending on tumor type, extent of disease
and response to therapy. Based on data from the Tandem Cancer audit (Amgen, data
on file) the duration of chemotherapy is outlined in Table 16 for common tumor types.



Amgen Submission on CAG-00383N
June 1, 2007
Page 47 of 67

Table 16: Common Cancer Types and Treatment Durations

Cancer Type Average Chemotherapy Duration
Colorectal Cancer 23 weeks
Breast Cancer ' 16 weeks
Hodgkin’s Disease 24 weeks
Non-Hodgkin’s Lymphoma 20 weeks
Non-Small Cell Lung Cancer 17 weeks
Small Cell Lung Cancer 18 weeks
Ovarian Cancer 22 weeks
Prostate Cancer 26 weeks

Tandem Cancer Audit, Amgen data on file

Thus, it is clear that anemia in patients receiving myelosuppressive chemotherapy
commonly lasts more than 12 weeks. As such, this proposal wouid inadvertently
discriminate against Medicare beneficiaries who are prescribed chemotherapy regimens
in excess of 12 weeks.

Further, patients with cancer are at risk of developing anemia not only when they are
receiving myelosuppressive chemotherapy but also for a variable time period after the
completion of their chemotherapy. The time necessary for bone marrow recovery after
cessation of chemotherapy varies widely based on individual patient factors such as
age, type of chemotherapy, type of disease, and effects of the chemotherapy on renal
endocrine function. Additionally, expert medical societies, including ASH, have
recommended that the duration of ESA therapy might need to be up to 90 days after
completion of chemotherapy with longer durations depending on individual patient
circumstances (ASH Statement to CMS).

For all of these reasons, a specific recommendation regarding the maximum duration of
ESA treatment should not be made, as any time limit would be, quite simply, arbitrary.

Recommendation: For these reasons, Amgen recommends that CMS include
no time limit for ESA treatment given the wide variations
in treatment regimens for chemotherapy courses and
need for multiples cycles and lines in cases of
progression. Further, for purposes of coverage policy,
CMS should define CIA as (1) patients with cancer and
anemia who are receiving concomitant chemotherapy and
(2) patients with anemia who have completed
myelosuppressive chemotherapy within the prior three
months.
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CMS has proposed a coverage limit of 126,000 units for epoetin alfa and 630 mcg
for darbepoetin alfa per four week period. This proposal is not supported by the
clinical evidence and should be reconsidered.

This proposed restriction is inconsistent with the FDA-approved dosing regimen for
ESAs. The ESAs are titratable drugs used to achieve specific hemoglobin levels. The
starting doses and dose adjustment guidelines are clearly delineated in the product label
and clinical practice guidelines. Further, the currently proposed coverage policy appears
to be drafted to carefully control hemoglobin initiation and target levels. As such,
restricting the dosing as well would not result in effective clinical care.

Moreover, the FDA-approved labeling for darbepoetin alfa states that one of the
product’s dosing regimens allows for administration at a dose of 500 mcg every three
weeks (i.e., up to 1,000 mcg per six weeks unless there are dose reductions). Limiting
the total dose of darbepoetin alfa to 630 mcg per 4 weeks will limit the ability for
physicians to effectively manage anemia in patients who may require a higher than
average dose to respond and disadvantage patients who are prescribed
every-three-week dosing given with their chemotherapy regimens. Similarly, the labeled
dose of epoetin alfa is 40,000 U per week and the product label recommends an
increase to 60,000 U per week (i.e., 360,000 U per six weeks), if patients who do not
have satisfactory response after 4 weeks of therapy.

Recommendation: For these reasons, we recommend that CMS not limit the
doses for ESAs. If the agency chooses a dose limit, we
recommend that CMS use the maximum approved doses
for ESAs, per their product labels, in the finalized NCD.
Additionally, CMS should adjust the timeframe to six
weeks (versus four) because one ESA can be dosed on a
three-week basis. Therefore, the maximum allowed
doses should be 1,000 mcg per six weeks for darbepoetin
alfa and 360,000 U per six weeks for epoetin alfa.

In the PDM, CMS has proposed to limit access to ESAs if there is evidence of poor
drug response (i.e., hemoglobin rise < 1.0 g/dL or hematocrit rise < 3 percent) after
4 weeks of treatment. This proposal lacks necessary scientific support.

Patients considered to be hypo-responsive, in the absence of other factors such as
intestinal bleeding or functional iron deficiency, have typically been administered
increased doses of ESAs after either 4 or 6 weeks, an approach used in the majority of
licensing studies which have demonstrated positive risk/benefit for ESAs and have
formed the basis of the current FDA label (Witzig et al., 2005; Vansteenkiste et al., 2002,
Hedenus et al., 2002). In this regard it is important to note that although hemoglobin
changes (as opposed to a bona fide clinical response) can be seen in as little as 2
weeks, the median time to a rise in hemoglobin of > 1.0 g/dL is 28 days (Amgen data on
file). The current FDA label of Aranesp states “Increased hemoglobin levels are not
generally observed until 2 to 6 weeks after initiating treatment* and refers the reader to
the dosage and administration section. For weekly administration, this section
recommends that if a patient has an inadequate initial response to therapy (defined as a
less than 1.0 g/dL increase in 6 weeks) the weekly dose should be increased as
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opposed to recommending cessation of therapy (Aranesp® prescribing information).
Additionally, the NCCN clinical practice guidelines recommend discontinuation of ESA
treatment only if no response is observed after 8 to 12 weeks of therapy (Rodgers et al.,
2007). While different dose titration rules have been used in different studies, these
dose titration rules have not been demonstrated to be valid predictors of clinical benefit,
or surrogates for possible risk. In clinical trials the formal protocol-specified assessment
of hemoglobin response to ESAs is typically performed after 8, 12, or 16 weeks of
treatment. Amgen believes that an evaluation of hypo-responsiveness or non-response
should be based on the clinical assessment based on the individualized treatment goals
for a particular patient rather than on a broad laboratory based assessment that is
inconsistent with current guidelines on clinical trial evidence.

Recommendation: For these reasons, Amgen recommends that CMS not
include a specified time limit to assess ESA therapy
response in the final policy. If the agency chooses to
implement such a policy, we recommend that it be in line
with the product label and clinical practice guidelines by
extending the coverage parameters for an adequate trial
of therapy to 12 weeks of therapy (instead of four).

In the PDM, CMS has proposed restrictions on the administration of ESAs if there
is a rapid rise in hemoglobin greater than 1.0 g/dl or hematocrit greater than 3
percent after 2 weeks of treatment.

A potential safety concern with erythropoietic therapy is that rapid increases in
hemoglobin or high hemoglobin concentrations may be associated with an increased
rate of cardiovascular or thromboembolic adverse events. Using the data from previous
Aranesp studies, a Cox Proportional-Hazard time-dependent analysis was conducted to
examine the association between the rate of rise in hemoglobin and the risk of
thromboembolic events. The time at-risk following a hemoglobin concentration of

2 1.0 g/dL within a 2-week period was not associated with an increased risk of a
thromboembolic event, although similar analyses of patients who had an increase in
hemoglobin concentration of 2 2.0 g/dL within a 28-day period suggested that the
increase may be associated with an increased risk for thromboembolic events (Amgen
ODAC Briefing Book 2004). Although early studies of darbepoetin alfa in the oncology
setting did not use dose titration rules to address rapidly rising hemoglobin
concentrations, based on the data indicating the potential for increased risk of
thromboembolic events with a 2.0 g/dL increase in 28 days and the lack of clinical need
to increase hemoglobin more rapidly, a precautionary approach was adopted in the US
package insert (Aranesp® prescribing information). The current label information
recommends a dose reduction for patients with a 2 1.0-g/dL increase in hemoglobin
within 14 days.

However, the CMS recommendation to withhold therapy from patients with a > 1.0 g/dL
increase in hemoglobin within 14 days is not based on evidence from clinical trials and
will have an important negative impact on the benefit derived from ESA therapy in the
cancer setting. Hydration therapy, chemotherapy, individual patient factors, and
variation in laboratory values in patients with cancer theoretically make significant
contributions to the natural variability in hemoglobin concentrations during the course of
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each chemotherapy cycle. These factors may result in a significant rate of “false
positives” when applying the 1.0 g/dL increase within 14 days rule, even in the absence
of erythropoietic therapy. In fact, due to the natural variability of hemoglobin in cancer
patients receiving chemotherapy in an analysis of placebo-controlled trials, the number
of placebo-treated patients who had a > 1.0 g/dL increase in hemoglobin over 14 days
was estimated to be 52% (excluding the effect of transfusions).

Given the inherent variability of hemoglobin concentrations and the lack of evidence
suggesting an association between thrombotic events and a 1.0-g/dL increase in
hemoglobin concentration within 14 days, a recommendation regarding cessation of
therapy based on this algorithm is inappropriate for patients with cancer who are
receiving chemotherapy. Coverage policy should adhere to the FDA-approved dosing
recommendation and current treatment guidelines which recommend a dose reduction if
a patient achieves a rapid rise in hemoglobin.

Recommendation: Therefore, Amgen recommends that CMS not include a
specified time limit in this regard as part of the final
policy. If the agency chooses to implement such a policy,
we recommend that CMS revise its proposed NCD and
implement a policy in line with prescribing information,
by requiring a dose reduction of 40 percent for an
approved ESA when the levels of hemoglobin increase by
more than 1.0 g/dL in a two-week period.

The agency has also proposed to restrict access to continued administration of
ESAs if there is an increase in fluid retention or weight (5 kg) after 2 weeks of
treatment.

We find no evidence to support this proposed restriction.

Recommendation: Therefore, Amgen recommends that CMS cite specific
data to support this proposal or explain how such a
situation would constitute a medical problem. Otherwise,
CMS should remove it from the finalized NCD.
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VI. DISCUSSION OF LIMITATION OF COVERAGE TO ONLY BENEFICIARIES
ENROLLED IN CLINICAL RESEARCH PROGRAMS

The agency commented that it is considering limiting coverage of ESAs to only
those beneficiaries enrolled in clinical research studies.

The implication of the agency’s reference in the PDM to tying coverage to clinical studies
is that the benefit-to-risk profile of ESAs in cancer patients does not support any use of
an ESA outside of a purely investigative setting. As we have described throughout this
document, the weight of evidence supports a neutral risk of adverse survival outcomes
in CIA.

The hierarchy and weight of evidence already established for ESAs makes this type of
restriction unnecessary. ESAs have been well studied, and appropriate analyses of the
"data are extremely reassuring. If the only mechanism for Medicare beneficiaries to
access FDA labeled indications for ESA were in a clinical research study, beneficiaries
who could not participate in such trials (e.g., because of lack of trials in their locality)
would lack treatments available to other beneficiaries who are fortunate enough to live
near a clinical research site. This situation could prove common in rural areas and could
appear to some as geographic discrimination. Furthermore, the great majority of
community oncologists are not investigators. Limiting ESA access to investigational use
would deny ESA access to many patients, leaving them with red blood cell transfusions
as the only treatment option for anemia management.

Such a requirement for a Medicare Part B covered drug or biological would also be
unprecedented and extraordinary, as CMS has never before imposed such a coverage
limitation on any class of marketed products that has been used in clinical practice for
nearly 20 years. To make cancer care the first area to have this type of experimental
restriction is unwise and could pose a significant potential for worsening patient
outcomes in anemia management.

For off-label uses, we suggest that CMS consider consultation with a broad group of
stakeholders in the oncology community (i.e., national medical societies, guideline
organizations, community oncology groups, clinical and academic experts, patient
groups, and manufacturers) to determine whether there are important questions that
could be addressed in the context of ongoing clinical research.

Recommendation: For these reasons, Amgen recommends that CMS not
implement a coverage restriction that would limit
Medicare beneficiary access to ESAs only if they
participate in a clinical research study.
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Amgen appreciates the opportunity to share this information with CMS. We believe that
our submission will help provide useful data for CMS to consider as its staff work to
finalize an NCD for ESAs in non-renal disease indications (CAG-00383N). If you would
like any further information, please contact me personally by phone at (805) 447-0787 or
by email at jofman@amgen.com. Alternatively, you may contact Sarah Wells Kocsis in
Amgen’s Global Government Affairs office at (202) 585-9713 or by email
wellss@amgen.com. Thank you for your attention to these important matters.

Regards,
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Joshua J. Ofman MD, MSHS

Vice President

Global Coverage and Reimbursement
Global Health Economics

Attachment: Appendix A (Review of the Science on the Hypothesis about the
Putative Role of EPO-R in Tumor Growth)

cc: Barry Straube, MD, Director, Office of Clinical Standards and Quality (OCSQ),
Chief Medical Officer, CMS
Louis Jacques, MD, Director, Division of ltems and Devices, Coverage and
Analysis Group (CAG), CMS
Elizabeth Koller, MD, FACE, Lead Medical Officer, CAG, CMS
Shamiram Feinglass, MD, MPH, Lead Medical Officer, CAG, CMS
Ross Brechner, MD, MS, MPH, CAG, CMS
Maria Ciccanti, RN, Lead Analyst, CAG, CMS
Leslye Fitterman, PhD, Analyst, CAG, CMS
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ENDNOTES

1.

See “Proposed Decision Memorandum for Erythropoiesis Stimulating Agents for
Non-Renal Disease Indications (CAG-00383N).” Available at
http://www.cms.hhs.gov/mcd/viewdraftdecisionmemo.asp?id=203 (Accessed May
14, 2007).

We note that the class of biologicals known as ESAs includes Amgen’s products,
Aranesp® (darbepoetin alfa) and EPOGEN?® (epoetin alfa). These b:ologlcals have
been studied for more than 15 years in a variety of clinical uses. Aranesp® and
EPOGEN® have improved anemia management in approximately 4 million patients
worldwide. Amgen was the first to clone the gene encoding erythropoietin and is the
sponsor of the epoetin alfa Biologics License Application. In the United States,
epoetin alfa is marketed under the trade names EPOGEN® and Procrit®. Amgen
clinically developed, manufactures, markets, and distributes EPOGEN® for the
treatment of anemia associated with chronic renal failure in patients who are
receiving dialysis. While Amgen manufactures both Procrit® and EPOGEN®, Ortho
Biotech Products, L.P., a subsidiary of Johnson & Johnson (J&J), is responsible for
the clinical development, marketing, and distribution of Procrit® in the United States
under license from Amgen.

In the PDM, CMS discusses and requests mformatlon about the benefits and risks of
ESAs across a variety of cancer and cancer-related clinical conditions for which
these products are currently used in clinical practice. We note that Amgen only
markets and promotes its ESA products with their FDA-approved product labels.
However, in response to the agency’s specific request for information, we provide a
robust summary of the evidence in labeled and non-labeled indications for ESAs.

We note that the labeled indications for ESAs include the treatment of anemia in
patients with non-myeloid malignancies where anemia is due to the effect of
concomitantly administered chemotherapy. For the sake of clarity and brevity, we
have termed any study that evaluated ESAs in combination with chemotherapy as
"chemotherapy-induced anemia" or “CIA.”

As disclosed in Amgen's Form 10-K and noted in CMS' request, Amgen has received
an informal inquiry from the SEC regarding the DAHANCA-10 study. Amgen intends
to cooperate fully with the SEC inquiry.

We note that the labeled indications for ESAs include the treatment of anemia in
patients with non-myeloid malignancies where anemia is due to the effect of
concomitantly administered chemotherapy. For the sake of clarity and brevity, we
refer to this indication in our submission using the clinically accepted reference
"chemotherapy-induced anemia" or “CIA.”

As disclosed in Amgen's Form 10-K and noted in CMS' request, Amgen has received
an informal inquiry from the SEC regarding the DAHANCA-10 study. Amgen intends
to cooperate fully with the SEC inquiry.

There are two commonly used meta-analysis models: the fixed-effects model and the
random-effects model. Fixed-effects models assume that the true effect of treatment
is the same in every study. This assumption implies that the observed differences
among study results are due solely to chance. Random effect-models assume that
the treatment effects are not identical in all studies, but follow some distribution. In
general, random-effect models are preferred because they acknowledge
heterogeneity from study-to-study. When heterogeneity is suspected, random-effects
models are preferable to fixed-effects models as they explicitly incorporate the added
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variability. For this reason, results of the random-effects model will be presented. It
is important to consider the consistency of results between studies included in a
meta-analysis. One statistic for quantifying inconsistency is the inconsistency
statistic, I°, which describes the percentage of the variability is due to heterogeneity
rather than sampling error (chance) (Higgins et al., 2003.) I can range from 0
percent to 100 percent; values > 50 percent indicate a moderate to high level of
heterogeneity. Tests for heterogeneity are commonly used to decide on methods for
combining studies and for concluding consistency or inconsistency of findings.
When I? = 0, then the results of the fixed-effects model equals that for the random-
effects model. However, the confidence interval calculated for the random-effects
model may be slightly wider than for the fixed-effects model.

9. See 1862(a)(1)(A) of the Social Security Act.

10. See “Factors CMS Considers in Commissioning External Technology Assessments”
(http://www.cms.hhs.gov/med/ncpe view document.asp?id=7). The principles of
evidence-based medicine should be used to derive coverage positions, avoiding the
broad extrapolation of clinical and safety data beyond the defined patient groups
studied.

11.S. Phurrough. "Medicare Coverage Decisions: Balancing Competing Demands."
National Health Policy Conference Presentation (Feb. 2, 2005). Available at
http://mwww.academyhealth.org/nhpc/2005/phurrough.pdf.)

12.“CMS considers whether reported benefits translate into improved net health
outcomes. CMS places greater emphasis on health outcomes actually experienced
by patients, such as quality of life, functional status, duration of disability, morbidity
and mortality, and less emphasis on outcomes that patients do not directly
experience, such as intermediate outcomes, surrogate outcomes, and laboratory or
radiographic responses.” See CMS. “Decision Memo for Anticancer Chemotherapy
for Colorectal Cancer (CAG-00179N), Appendix B, General Methodological
Principles of Study Design (Section VI of the Decision Memorandum).” Available at
http://www.cms.hhs.gov/mcd/viewdecisionmemo.asp?id=90 (Accessed March 14,
2007).

13.Luo W, et al. Adherence to guidelines for use of erythropoiesis stimulating proteins in
patients with chemotherapy-induced anemia: Trends from Electronic Medical
Records. Abstract submitted to /nternational Society for Pharmacoeconomics and
Outcomes Research. Value in Health. 2007;in press.

14. Anemia Insights, Time frame: 1/1/04-3/31/06. Data on file at Amgen.

15. See Section 110 (Reporting of Anemia Quality Indicators for Medicare Part B Cancer
Anti-Anemia Drugs) of TRHCA.

Note to June 11 version:

This version incorporates corrections to minor typographical errors in text and tables;
these corrections do-not substantively change the content or meaning of this document.
A full listing of these corrections is available from Amgen on request [Contact Ashley
Koss, 805 313-6151, akoss@amgen.com].
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Amgen recognizes the critical importance of the question of the potential role of
the erythropoietin (EPO) receptor (EPO-R) in human tumors and is concerned
that the agency’s review of the scientific evidence has led to a proposed
coverage policy that is not science-based and would needlessly restrict access to
ESAs for the vast majority of Medicare beneficiaries who could safely benefit
from these important medicines.

Careful, critical assessment of the complete literature and evidence base leads to
only one conclusion, namely, that EPO-R and EPO play no discernable role in
the development or progression of human tumors. While there are indeed
published papers that provide data which at first blush appear consistent with the
hypothesis of EPO-R involvement in tumor progression, more recent studies
make plain that EPO-R is not expressed at significant levels in human cancer
cells, and that EPO does not stimulate tumor growth.

We note the following:

o The EPO-R gene is not significantly amplified or overexpressed in solid
tumors (Sinclair et al 2005). Hence the EPO-R gene does not behave as an
oncogene in this respect. Expression of constitutively active forms of EPO-R
does not transform non-hematopoietic cells (Longmore and Lodish, 1991).

¢ Conditions in humans that have hyperactivating mutations of EPO-R
(truncations) or overexpress EPO (Chuvash Polycythemia) result in
erythrocytosis and not increased tumor incidence (Arcasoy et al., 2002;
Gordeuk et al., 2004; de la Chapelle et al., 1993).

¢ While the EPO-R gene is transcribed in most tissues and cell lines at low to
moderate levels (Sinclair et al 2005), high level transcription of EPO-R is
restricted to known EPO responsive erythroid precursor cells (Ulich et
al.,1991; Ashihara et al.,1997; Billia et al., 2001)

¢ In addition, steady-state levels of EPO-R mRNA mirror those seen in normal
tissues from which the tumor originates (Winter et al, 2005; Feldman et al
2006; Sinclair et al., 2005). Hence there is no evidence that augmented
expression of EPO-R mRNA confers a survival advantage.

¢ Detection of EPO-R protein on the surfaces of cells is technically challenging
because no satisfactory antibody reagents for detecting EPO-R exist. Indeed
the most commonly used “anti-EPO-R” polyclonal antibody (i.e., Santa Cruz
C-20) was shown to detect heat shock protein HSP70 (Elliott et al 2006,
Brown et al 2007; Ragione et al, 2007), in tumor cell lines and samples.
Hence there are no well-founded data to suggest that cancer cells express
immunologically detectable EPO-R molecules on their cell surface.
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Gold-standard experiments designed and conducted to detect cell surface
EPO-R on tumor cell lines by measuring binding of radiolabeled EPO showed
no evidence of EPO binding, and therefore no evidence that EPO-R is
present on the surface of these cells, even though EPO-R protein was
synthesized (Sinclair et al., 2005; LaMontagne et al., 2006). A few studies
have reported surface EpoR expression on tumor lines using EPO binding
studies (Westenfelder and Baranowski, 2000; Masuda et al., 1993; Okuno et
al., 1990; Um et al., 2007) but receptor number or affinity was very low where
measured, raising questions about the significance of the findings. In
contrast, the same experimental method easily detects high affinity binding of
EPO in normal red blood cell progenitor cells from human bone marrow
(Fraser et al., 1988; Sawada et al., 1988; Broudy et al.,1991).

Many groups have reported that tumor cell lines do not proliferate in response
to ESAs (Mundt et al, 1992; Pedrazzoli et al, 1992a; Berdel et al, 1991; Rosti
et al, 1993; Westphal et al, 2002; Liu et al, 2004; Dunlop et al, 2006; Rossler
et al, 2004; LaMontagne et al, 2006; Gewirtz et al, 2006; Abdalla et al, 2005;
poster abstract). Those in vitro studies that claim a response report modest
(i.e., 1.15- to 4.0-fold) effects on proliferation that are similar to background
experimental noise, and only after exposure to high levels of EPO, far beyond
those that can be attained in patients (Takeshita et al, 2000; Acs et al, 2001;
Westenfelder and Baranowski, 2000; Feldman et al, 2006; Lai et al, 2005;
Oqgilvie et al, 2000).

All rodent in vivo tumor models (23 independent studies with 31 cell lines and
1 primary tumor graft from a broad range of tumor types, including head and
neck tumor cell lines) have demonstrated that ESAs alone do not enhance
tumor growth or survival (Kelleher et al, 1996; Golab et al, 1998; Thews et al,
1998; Silver and Piver, 1999; Mittleman et al, 2001; Stuben et al, 2001; Thews
et al, 2001; Golab et al, 2002; Blackwell et al, 2003; Kirkpatrick et al, 2006;
Mittleman et al, 2003; Stuben et al, 2003; Sigounas et al, 2004; Van Halteren
et al, 2004; Pinel et al, 2004; Ning et al., 2005; Shannon et al, 2005; Hardee et
al, 2005; Hardee et al, 2006; LaMontagne et al, 2006; Kjellen et al, 2006;
Bianchi et al, 2007; Tovari et al, 2005). Indeed in some studies ESAs have
been shown to increase sensitivity of tumor cells to radiation or chemotherapy
(tumor studies performed with chemotherapeutic agents, including cisplatin,
cyclophosphamide, mitomycin C, gemcitabine, paclitaxel, and 5-FU) (Thews
et al, 1998; Silver and Piver, 1999; Stuben et al, 2001; Thews et al, 2001;
Kirkpatrick et al, 2006; Stuben et al, 2003; Sigounas et al, 2004, Pinel et al,
2004; Ning et al, 2005; Shannon et al, 2005; Tovari et al, 2005).

Taken together, these observations demonstrate that there is no compelling
scientific evidence that ESAs promote tumor growth or survival. Importantly,
Amgen is not alone in its assessment of the evidence regarding the putative role
of EPO-R in tumor growth. As outlined in Table 1, the U.S. Food and Drug
Administration’s (FDA’s) Oncologic Drug Advisory Committee (ODAC) Chair as
well as the FDA shared concerns in this regard.
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Table 1: Views of Clinical
Oncology Experts on the EPO-R Hypothesis

Dr. S. Gail Eckhardt, Chair, FDA's ODAC 2007 (Eckhardt, 2007)

With respect to CMS basing its proposed policy on the EPO receptor hypothesis,
‘there is a huge amount of conflicting science on that issue, so | don’t think that
anybody can say definitively one way or the other, certainly not at ODAC.”

FDA (FDA, 2007)

“. a direct relationship between the presence of erythropoietin receptors on
tumor and tumor proliferation in response to exogenous erythropoietin has not
been established. In vitro and in vivo data do not provide convincing evidence
that erythropoietin promotes tumor growth and proliferation.”

Stefan Constantinescu, MD, PhD; Ludwig Institute for Cancer Research and
Institut de Duve, Brussels, Belgium (Constantinescu, 2007)

“In your document, data claiming a role for EpoR in tumor progression,
angiogenesis and decreased survival are presented as established, accepted
and valid, while they are preliminary, poorly controlled, insufficiently
demonstrated and quoted due to the notoriety of the subject, and not because of
their intrinsic quality. For many of those studies, others with opposing
conclusions have been published, yet that data appears to have been
overlooked."

Clive R Taylor, MD D.Phil., Department of Pathology and Laboratory Medicine,
Keck School of Medicine, University of Southern California (Taylor, 2007)

“In summary, CAG #000383N — The Use of Erythropoiesis Stimulating Agents in
Cancer and related Neoplastic Conditions, is a complex document, extensively
researched, with an extensive bibliography, but it is incomplete in important
areas, giving great credibility to preliminary and unproved work, and importantly
not citing work that is contradictory to the preconceived position that the use of
ESAs should be restricted in cancer sufferers.”

If the clinical and scientific experts at the FDA and on the FDA’'s ODAC and at
leading university laboratories do not find the data on EPO-R to be compelling in
proving a link to tumor progression, it stands to reason that CMS should not
restrict ESA coverage based on a hypothesis for which there is so little
experimental support. After a thorough review of the evidence, we expect that
CMS will revise this aspect of its proposed coverage policy in the final national
coverage determination (NCD).
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For Non-Renal Disease Indications (CAG-00383N)

Errata List

The below errata list largely represents either transcription or typographical errors and a few
circumstances where incorrect values were mistakenly cited. It is important to note that none of
these errata have a meaningful impact on the text discussion or conclusions reflected in
Amgen’s Comment Letter.

Transcription/

Location Typographical Error Correction
3rd bullet under
Key Points on | odds ratio, 0.86, 95 percent odds ratio, 0.86, 95
1 4 Initiation Level Cl10.69-10.8 percent Cl 0.69 - 1.08
lower limit for 145 study
2 15 Table 4 (0.88-1.21) (0.86 - 1.21)
I listed as 8.6 for Heme
3 17 Table 5 tumor type change to 8.7
upper limit for BEST (1.07 -
4 18 Table 6 0.74) (1.07 - 1.74)
upper limit for 161 PFS
18 Table 6 (1.27) 1.29
18 Table 6 CL for Wright missing (1.01, 3.35)
HR listed as endpoint in
18 Table 6 Henke change to RR
8 19 Line 2 9 percent Cl 85 percent Cl
Line 6 after HR = 1.10, 95% CI (0.97- HR = 1.04, 95% (0.87-
9 21 Chart 6 1.25) 1.24), 1° =56.5
4th column
heading - Table
10 22 8 HR/RR should be HR/OR HR or OR
3rd row - 3rd
column data; heterogenity, p=0.79, I° = heterogenity, p=0.02,
11 22 Table 7 0% 1* = 50%
Table 8 for EPO-CAN-17
Table 8 & 9, Study reports HR of 0.94 correct Cl from 1.66 to
12 22,25 Error (0.55, 1.66) 1.60
13 28 Line 2 9.652 patients 9652 patients
3
(Executive
Summary), Error with ClI meta-analysis reports OR
14 4,33 stated 0.86 (0.69, 10.8) Cl should read: 1.08
Amgen Response to CMS PDM (CAG-00383N) Errata List 1
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Ref

Location

Transcription/

Typographical Error

Correction

add reference "Adapied
15 34 Chart 11 title reference incorrect from ..." in chart title
p :
(Executive risk of VTE does not vary
Summary), Need ">" when Hb thresholds range | range should read: > 13.0
16 5,35 qualifier from 13.0 to 16.0 g/dL to 16.0 g/dL
95.3% of all patients
receiving ESA had Hb < 12
17 36 First paragraph g/dL change to 96.5%
a recent chart audit
showed 86% of patients
with CIA receiving ESAs
had a Hb < 12.0 g/dL at
ESA administration. The
indicated reference actually
18 36 First paragraph shows 94%. correct 86% to 94%
line 7 under
Patients with
Thrombotic
19 42 Episodes... 1.59 (95% CI: 1.13, 2.23) 1.57 (95% Cl: 1.10, 2.26)
there is no endnote
2" paragraph in | numbered 21 listed in the
Treatment of | endnotes (endnotes end at
20 43 MDS, line 7 #15) delete endnote indicator
change to “estimated to
Last line on be 52% (excluding the
21 49 page 66 percent effect of transfusions)”
quotation marks mistakenly | delete “CMS states” and
22 67 Endnote 10 used quotation marks.

Amgen Response to CMS PDM (CAG-00383N) Errata List
June 11, 2007




On behalf of the International Myeloma Foundation (IMF), an
organization dedicated to improving the quality of life of myeloma patients
while working toward prevention and a cure, [ am writing to express our
serious concern about the content and timing of the proposed decision
memo recently issued by the Centers for Medicare and Medicaid Services
(CMS) that addresses the use of erythropoiesis stimulating agents (ESAs)
in the management of patients with myeloma, other forms of cancer, and
related neoplastic conditions. We respectfully suggest that the proposals in
this decision memo are premature and recommend they be withdrawn until
appropriate determinations about the safety and efficacy of ESAs in the
management of cancer patients in general, and patients with myeloma
patients in particular, are made by the US Food and Drug Administration
(FDA).

The FDA has primary responsibility for determining the limits that
are set forth in CMS’s proposed decision memo. Furthermore, the ESA
controversy is currently under active review by FDA. As CMS officials are
certainly aware, the FDA’s Oncologic Drugs Advisory Committee
(ODAC) intensively reviewed the available data in a meeting on May 10.
The FDA’s Cardiovascular and Renal Drugs Advisory Committee
(CRDAC) has also been asked to offer recommendations on the entire class
of ESAs later in the year. Even prior to the ODAC meeting, FDA had taken
action to require “black box” warnings for the products. FDA is currently
considering the recommendations from ODAC, but the agency is not
compelled to follow them, and certainly will make no decisions prior to
receipt of comments from the CRDAC. Until FDA has made a decision to
change the existing labeling of ESAs, Medicare should follow the labeling
as it is currently configured, certainly taking into account the warnings
required by FDA.

This result is necessary, not just as a matter of medical evidence
and bureaucratic prudence but also because it is compelled by the laws that
govern Medicare coverage policies. In 1993 Congress enacted legislation
that was intended to resolve questions about the discretion of Medicare
officials and contractors to limit coverage of medically appropriate cancer
therapies. Accordingly, in §1861(t)(2) of the Social Security Act (42
U.S.C. §1395x(t)(2), the term “drugs” is specifically defined to include
“any drugs or biologicals used in an anticancer chemotherapeutic regimen
for a medically accepted indication,” which is further defined to include
“any use which has been approved by the Food and Drug Administration”




as well as any compendia-supported use that has not been found by the
Secretary to be medically inappropriate.

In light of these legal requirements, we believe that Medicare does
not have discretion to restrict coverage to be inconsistent with the FDA-
approved labeling. In addition, if off-label coverage of ESAs in patients
with myeloma is to be restricted in a manner that conflicts with compendia
references, there must be a specific determination by the Secretary that the
restricted uses are medically inappropriate.

We take no position as to whether Medicare officials have identified
appropriate limits on the use of these products in treatment of myeloma
because we believe that determination should not be made prior to a
determination on that issue by the Food and Drug Administration (FDA). It
is our considered opinion that the proposed decision memo should be
withdrawn to await the decision by FDA as to the medically appropriate
uses of ESAs in myeloma and other forms of cancer, and any future
coverage determination by Medicare should be made in strict conformity
with the terms of §1861(t)(2) of the Act.

We would appreciate your early action on this issue.

Sincerely

Susie Novis
President
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Regulation Title: Proposed Decision Memo for Erythropoiesis Stimulating Agents
(ESAs5) for non-renal disease indications (CAG-00383N)

Author: Anthony Perre, MD, Cancer Treatment Centers of America; Eastern
Regional Medical Center, 1331 Wyoming Ave.; Philadelphia, PA 19124.

Comments Summary: Proposed window of therapeutic use is too narrow; proposed
maximum doses of erythropoietin is too low; CMS ESA usage proposal differs from
manufacturer recommendations.

References:

Cancer and Treatment Related Anemia, v.3.2007; NCCN Clinical Practice Guidelines
in Oncology. Version 3.2007, 4/10/07. National Comprehensive Cancer Network.

Aranesp—Prescribing Information, Dosage and Administration; Issue Date: 5/2007.
Amgen Inc.

http://www.aranesp.com/professional/cia/prescribing information/prescribing infor
mation.jsp#dosage.

Comment 1:
CMS states:

*...the maximum covered 4 week treatment dose is 126,000 units for erythropoietin
and 630 pg for darbepoietin...”

See Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs)
for non-renal disease indications (CAG-00383N) p. 4.

Our response:

The proposed max dose of erythropoietin is too low. The dose used weekly is 40,000 units, which
would surpass the monthly proposed maximum of 126,000 units per month.
Cancer and Treatment Related Anemia, v.3.2007; NCCN Clinical Practice Guidelines

in Oncology. Version 3.2007, 4/10/07. National Comprehensive Cancer Network,

Aranesp—Prescribing Information, Dosage and Administration; Issue Date: 5/2007.
Amgen Inc.
http://www.aranesp.com/professional/cia/prescribing_information/prescribing infor
mation.jsp#dosage




Comment 2:
CMS states:

“...continued use of the drug is not reasonable and necessary if there is evidence of
poor drug response (hemoglobin/hematocrit rise <1 g/dl/<3%) after 4 weeks of
treatment...”

See Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs)
for non-renal disease indications (CAG-00383N) p. 4.

Our response:

The proposed window of therapeutic use is too narrow. They propose discontinuation of the ESA
if there is no therapeutic response within 4 weeks although it generally takes 2-6 weeks for
response. In addition, normally the dose would be increased if there is lack of therapeutic
response; the ESA would not be discontinued as EMS suggests.

Cancer and Treatment Related Anemia, v.3.2007; NCCN Clinical Practice Guidelines
in Oncology. Version 3.2007, 4/10/07. National Comprehensive Cancer Network.

Aranesp—Prescribing Information, Dosage and Administration; Issue Date: 5/2007.
Amgen Inc.

http://www.aranesp.com/professional/cia/prescribing information/prescribing infor
mation.jsp#dosage

Comment 3:

CMS states:
“For patients undergoing treatment for these cancers, we propose ESAs are
reasonable and necessary with the following limitations:

the hemoglobin/hematocrit levels immediately prior to initiation of dosing for the
month should be <9 g/dl/27% in patients without known cardiovascular disease and
<10 g/dl/30% in patients with documented symptomatic ischemic disease that
cannot be treated with blood transfusion (The latter patients should be alerted to the
increased potential for thrombosis and sequelae.) (We suggest that patients,
especially those in the latter category, be alerted to the increased potential for
thrombosis and sequelae.) *

See Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs)
for non-renal disease indications (CAG-00383N) p. 3.

Our response:

The manufacturer proposes that ESA’s may be used if the hemoglobin <10 and the patient is
symptomatic. EMS proposes cut-off of 9 for non-cardiac patients and 10 for cardiac patients with
symptoms which is narrower than what the manufacturer recommends and is approved for.

Cancer and Treatment Related Anemia, v.3.2007; NCCN Clinical Practice Guidelines
in Oncology. Version 3.2007, 4/10/07. National Comprehensive Cancer Network,



Aranesp—Prescribing Information, Dosage and Administration; Issue Date: 5/2007.
Amgen Inc.

http://www.aranesp.com/professional/cia/prescribing information/prescribing infor
mation.jsp#dosage




West Clinic

100 North Humphreys
Memphis, TN 38120
June 6, 2007

Steve Phurrough, MD, MPA

Elizabeth Koller, MD, FACE

Maria Ciccanti, RN

Coverage Analysis Group

Office of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Mail Stop C1-12-28

7500 Baltimore, Maryland 21244-1849

Dear Sir and Madam:

Thank you for the opportunity to respond to the Center for Medicare & Medicaid
Services proposed NCD regarding erythropoiesis stimulating agents (ESA’s). Iam a
Hematologist-Oncologist who has been in practice for over 20 years and am the current
Vice-President of TOPS, the Tennessee Oncology Practice Society, which represents
oncologists all across Tennessee. I have grave concerns about the CMS proposal and
what it will do to non-Medicare hematology and cancer patients not only here in America
but potentially worldwide if private insurance and other countries endorse similar
proposals. The proposal as it stands will set back the standard of care by at least 10 years
leading to millions of patients being denied access to treatments that have significantly
improved their quality of life all in the aim of controlling costs.

Let me be clear about this: Since the MMA, we do not make money off Medicare
patients who receive ESA’s. In fact, on the contrary, we strive to break even. Therefore,
I'have no ax to grind here except for the care and well-being of my patients.

I began my medical career well before ESA’s were used. I clearly remember dialysis
patients who survived (and I do mean survive in the worst sense of the word) with
hematocrits in the mid-to-low 20’s, rarely getting transfusions because of the risks, not
only of transfusions reactions & fluid overload, but of infections, auto-immunization, and
iron overload. The single most effective improvement in their quality of life in the late
20™ century was the availability of ESA’s which increased their hematocrits into the mid-
30’s and dramatically altered the severe fatigue they had lived with for years with no
hope of improvement. Although the use of ESA’s in renal failure patients is not curtailed
by the proposed NCD (except to correctly cap use for hematocrits above 36), cancer
patients also have severe fatigue which has been decreased significantly by the use of
ESA’s. It is cruel and unusual punishment to suggest that these patients go back to the
dark ages again with periodic transfusions. Patient’s fatigue may get somewhat better
after each transfusjon, but nowhere near the improvement we see daily with ESA’s.
There is no way to compare the improvement in quality of life with a sustained

)




hematocrit in the mid-30’s to the life one leads with the use of intermittent transfusions
whenever the hematocrit hits 25 or lower. CMS has said that ESA’s do not increase
survival, but what is important is what kind of survival you are talking about. The point
is that patients with adequate hematocrits can be truly /iving whereas those with
hematocrits of 25 are waiting to die. The difference is that stark.

I am also very concerned because many of the proposals to restrict ESA use show a clear
disregard for a huge body of clinical experience about their safe and effective use
whereas other decisions made have no basis in clinical experience at all (the proposal for
12 weeks total use per year is but one example) other than arbitrarily derived to contain
costs. ESA’s have been used safely in millions of patients around the world for many
years— these are not new drugs! Although there are many questions that are unanswered
by currently available trials, that does not mean we should throw out the use of ESA's in
every situation where there is not solid evidence supporting its use (many of which have
15 +years of solid clinical experience backing their unequivocal but unfortunately
underdocumented efficacy in improving QOL) just to save money. The repercussions of
this proposal go far beyond the hematology/cancer/dialysis population as the strain on the
already stressed blood banks will mean that blood will not available for many, many
other patients who need blood products. We frequently have to withhold transfusions at
our hospital until hematocrits reach 22 due to blood shortages already. The cost of
treatment for iron overload in patients who will require frequent transfusions is high, with
unknown risks when used on such a massive scale, and will need to be factored in when
estimating Medicare’s “savings”.

It is hard to understand how these proposals could come from experienced, caring
physicians. It makes one feel as if the accountants who once ran managed care have been
loosed in the Medicare program with potentially disastrous results. The decisions
regarding the use of ESA’s should at least have some guidance from a broad field of both
university and community oncologists, with level-headed & dispassionate decisions that
are medically reasonable. The fact that ASCO, ASH, US Oncology, and the Community
Oncology Alliance all oppose the current CMS proposal should cause CMS to seriously
consider how flawed its proposal really is.

I have reviewed comments from all of the above organizations and agree strongly with
their points. Comments taken from US Oncology, printed below, are most succinct and I
endorse all of them.

Key Points of Policy Disagreement with the Proposed NCD

1. Use of Hgb <9g/dl as a treatment initiation point is inadequate. Current data
shows many of the patients who receive ESA's after Hgb drops to the <9g/dl level
will require transfusions that are otherwise avoidable because their Hgb will
continue to fall for several weeks after ESA use is initiated.

2. Evidence suggests that transfusion avoidance is better accomplished by early
intervention at a higher Hgb level (<11g has been shown to be superior to <10 by
every measure in 6 different randomized studies).
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. A "stopping rule" at 4 weeks if a 1g/dl rise in Hgb is not achieved is not consistent
with the clinical trial data. The clinical trials with both ESA agents demonstrate
that 6-8 weeks may be required to achieve a 1 g/dl rise. Dose escalation has been
a critical element of most of the clinical trials. A significant number of patients
who failed to respond to initial ESA use will respond after administering a single
dose 50% higher than the initial dose. Therefore, dose escalation has become part
of the standard of care.

4. Maximum treatment duration of 12 weeks per year is grossly inadequate for many
patients. Patients with metastatic disease may receive multiple courses of
chemotherapy that last for many months.

5. Exclusion of patients receiving VEGF and EGREF inhibitors is not based on any
clinical evidence and would preclude treatment with ESA’s for dyspneic lung
cancer patients on chemotherapy, adjuvant breast cancer patients receiving dose
dense therapy, and other critical patient subgroups. For example, no patient on
Avastin would be eligible for ESA’s, regardless of the other chemotherapy being
administered concurrently.

6. Non-coverage of MDS and multiple myeloma patients is not based on clinical
data. Multiple randomized trials have shown evidence of efficacy of ESA’s in
both diseases without any adverse safety signals. Non-coverage would expose
elderly patients to the avoidable complications of chronic transfusions and toxic
chemotherapy. :

7. Inspite of in vitro evidence suggesting that certain cancer cell types express
erythropoietin receptors, there is no clinical evidence that -- if those receptors
actually exist -- they are functional. ESA use in patients receiving chemotherapy
for such tumors has no clinical experience of tumor progression, or reduced
efficacy of treatment. Restricting ESA use in patients with such cancers is
theoretic and not evidence-based policy and therefore should be reconsidered.

8. One significant, unintended and unanalyzed effect of the draft ESA policy would

be to place the national blood supply at significant risk due to the millions of

avoidable transfusions that would be required under the proposed NCD.

The improvement in quality of life for hematology and oncology patients with ESA’s
rivals all the other medical accomplishments we have made over my entire career.
Quality of life does matter!! Please, please, please do NOT let my patients suffer because
of the misguided proposal CMS has produced. Do not turn your back on 15 years of
clinical experience just to save money. The dollar saved will likely end up costing the
government and society far more in the future anyway.

If you need any further information or if I can be of further assistance, please contact me
at 901-683-0055.

Thank you for your consideration.

Benton M. Wheeler, M.D.




BERNARD BERNHARDT, M. D.
ADVANCED GONCOLOGY ASSOCIATES
50 GUION PLACE
NEW ROCHELLE, NEW YORK 10801

TELEPHONE 914 632-5397
FAX 914 632-5450

June 11, 2007

Steve E. Phurrough, MD, MPA

Director, Coverage and Analysis Group
Centers for Medicare & Medicaid Services
Mail Stop C1-09-06

7500 Security Boulevard

Baltimore, MD 21244

Re: Proposed Decision Memorandum CAG-00383N for the Use of Erythropoiesis
Stimulating Agents (ESAs) for Non-Renal Disease Indications
Dear Dr. Phurrough:

I am speaking for noone but myself and my patients. Your proposed regulation is
irrational and damaging to my patients.
First, the news about strokes in patients receiving Epo with normal hemoglobins is very
old news, and there are few if any hematologists/oncologists who are not aware of the
data. I have capped the hemoglobin level at or below 12 for some time, as have my
colleagues.
The data regarding failure of Epo to improve the hemoglobin level or reduce transfusion
requirements was demonstrated in only one study. I have patients that I have treated with
good responses even though they are getting chemo. It is also the case, I believe, that the
hemoglobin levels would be even lower without Epo.
A 12 week cap makes no sense at all. If the drug is useful, then it should be given
whenever medically indicated, not fixed at some arbitrary number.
The risk of Epo administration must be considered against the risk of
1. Not giving any blood product and allowing the hemoglobin to fall as low as it will
2. The risk of blood transfusion, which although small, is greater than the risk of
Epo.

Please do not consider the nation’s hematologists and oncologists stupid or unaware of
the medical literature. I would strongly urge you to reconsider or modify your proposed
regulation.

Sincerely,

Bernard Bernhardt, MD
Docb007@yahoo.com
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June 12, 2007

Stephen Phurrough, M.D. MPA

Elizabeth Koller, M.D., F.A.C.E.

Marsha Ciccanti, RN

Coverage Analysis Group/Office of Clinical Standards
Quality Center for Medicare and Medicaid Services
Mail Stop C1-12-28 7500

Baltimore, Maryland 21244-1849

Re: ESA guidelines

Dear Committee Members:

I have been a practicing medical oncologist since
1974. During this time I have seen remarkable improvements
in the care of cancer patients. Not only are more lives
being saved but quality of life issues have been addressed
and have been markedly improved. One of the major
improvements in quality of life has been secondary to
erythropoietin and its derivatives. So many of our
patients have been extremely exhausted and have required
multiple transfusions that have had side effects (both
reactions and iron overload). Erythropoietin has made a
dramatic improvement in these problems. I have had
multiple patients that no longer require transfusions,
have excellent quality of life and are able to live
productive lives. These drugs are extremely useful in both
cancer patients, patients receiving chemotherapy as well
as many of the hematologic disorders such as the
myelodysplastic syndromes.

Although I agree that guidelines should be made for
the use of erythropoietin and its derivatives, I think if
there is a dramatic reduction in their use we will have a
significant and major problem with decreased quality of

life. Having done this type of therapy for many years, I
don’t want to go back to the 1970s, 80s and early 90s.
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Our clinic has made an effort from the very beginning
to be very judicious in the use and if anything we
underuse the medications. I do not feel there should be
further restriction in a blanket like approach to the use
of these drugs. I do feel that if the patient is
asymptomatic and the hemoglobin is high, the drugs should
not be used.

I request that your committee be reasonable in
looking for a rational use of these drugs and not
significantly adjust the current guidelines or
recommendations. Having fought for so long for our
patients and having heiped advance medical oncology in the
care of these patients over all these years, I just don’t
want to return to the years in which quality of life for
cancer patients was so miserable.

Sincerely,

‘ﬁ;\ksks~»kijﬁtﬁxmxy\_Rﬂx>fu»\

BRUCE W. BOOTH, M.D.

BWB/mm




Erythropoietin usage Page 1 of 1

Ciccanti, Maria L. (CMS/OCSQ)

From: Holden, Cathy [CHolden1@Reshealthcare.org]
Sent:  Tuesday, May 22, 2007 2:57 PM

To: Ciccanti, Maria L. (CMS/OCSQ)

Subject: Erythropoietin usage

The FDA is considering some significant changes to the labeling of Erythropoietin as a result of several trials. All of the
trials were off label use. The scariest outcome is CMS is considering limiting oncology patients to only 12 weeks of
Erythropoietin treatment a year. This will be nothing less than catastrophic for patients. There is no distinction between the
chemo naive patient who may only need a short term management and the person whose cancer is chronic and is on and
off treatment, such as the lymphomas, for years. It will also impact the hospital, because we will see a increase in
transfusion dependent patients. The cost of transfusion in the long run is probably higher than the cost of Procrit/Aranesp
treatment. The consequences of chronic transfusion due to exposure, anti-body production and iron overload are aiso
factors.

The consequences to the Quality of life to our patients must be considered before such a drastic measure is
implemented.

06/11/2007 / )
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June 12, 2007

Steve E. Phurrough, MD, MPA

Director, Coverage and Analysis Group
Centers for Medicare & Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244

RE: National Coverage Analysis for Erythropoiesis Stimulating Agents (ESAs) for Non-Renal
Disease Indications (CAG-00383N)

Dear Sir or Madam:

We are writing to comment upon the proposed decision coverage memorandum regarding the
use of erythropoiesis stimulating agents (ESAs) for cancer and related diseases. After review of
the proposal, review of our prescribing practices, and discussion with physicians in our large
group practice we have, as a group, concluded that the scope of the proposal is far too broad and
the limits placed on ESA usage will have a profound negative impact on our patients with cancer
and hematologic disease. We will address some of the most egregious aspects of the
memorandum herein.

1. The conclusion that ESA use is not necessary and reasonable for patients with
myelodysplasia (MDS) or myeloid cancer.
Although use of ESAs in this setting is considered off label by the FDA, we and many other
practicing hematologists and oncologists have used these agents for more than a decade to great
advantage in these diseases, resulting in fewer transfusions and improved quality of life. MDS
patients often require multiple transfusions over a period of years resulting in iron overload, a
clinical situation that can be delayed or avoided entirely through judicious use of ESAs. We have
not seen patterns of excessive thrombosis, nor have we observed progression to myeloid

ADMINISTRATIVE OFFICE
247 MOREWOOD AVENUE - PITTSBURGH, PA 15213
PHONE: 412-622-0290 --- FAX: 412-681-7605

1




leukemia in this setting. Many of our patients appreciate the convenience of a single weekly
injection as opposed to several hours in a chair or hospital bed receiving a blood transfusion. We
cannot find within the CMS memorandum any specific justification for this proposed change.

2. The conclusion that ESA use is not necessary and reasonable for patients with anemia
receiving radiotherapy.
The basis of this appears to be the Danish Head and Neck Cancer Group Study in which patients
received darbepoetin alfa in order to achieve extremely high hemoglobin levels, improve oxygen
delivery to the cancer and thereby reduce tumor hypoxia. Unfortunately, there appeared to be an
adverse effect of the darbepoetin alfa on outcome with an increase in cancer-specific deaths in
the treated group. No one in our practice and no oncologist known to our group would initiate
therapy at the hemoglobin level specified in the trial, nor would any of us attempt to achieve
such a high hemoglobin level. We have not experienced the kind of rapid progression in our
patients noted in this Danish trial.

3. The conclusion that ESA use is not necessary and reasonable for patients receiving
monoclonal antibodies such as bevacizumab or anti-EGFR antibodies.
Most of these biologics are given in conjunction with chemotherapy, and the chemotherapy-
induced anemia is treated with ESAs to great advantage in our and many other oncology
practices. For example, bevacizumab is often administered in conjunction with and enhances the
efficacy of chemotherapy in a wide variety of human tumors. It is common for patients to
become anemic when receiving such combination therapies, and ESAs are often used in this
setting. Although one publication found adverse outcomes with panitumumab when administered
in conjunction with darbepoetin alfa in advanced colorectal cancer patients, this hardly justifies
painting all of these biologics with a broad brush and limiting access to ESAs for a large
subgroup of our patients who benefit from these agents.

4. The conclusion that ESA use is not necessary and reasonable for patients with
thrombotic episodes related to malignancy.

Cancer is a thrombogenic state, as all of us are aware. Many patients may develop thrombotic

episodes either from their underlying malignancy or from chemotherapy. Standard anticoagulant

strategies are employed and usually prevent recurrent episodes. Once patients are adequately

anticoagulated, it is hard for us to understand why ESAs should be withheld in this population.

Next, the CMS memorandum recommends specific limitations on ESA use. Many of these are
unreasonable and are not supported by the available data. Specifically:

1. Initiation at a hemoglobin of less than 9 grams or less than 10 grams for patients with
known symptomatic cardiovascular disease that cannot be treated with blood
transfusion.

We find this recommendation ill conceived. Many cancer patients have fatigue, shortness of

breath and other adverse symptoms affecting their day-to-day lives with hemoglobin values

higher than those levels. Early therapy with ESAs has been demonstrated to significantly
improve quality of life for chemotherapy patients suffering chemotherapy-induced anemia. Our

current practice, based upon the recent FDA recommendations, calls for initiation of therapy at a

hemoglobin of less than 11 grams targeting a hemoglobin not to exceed 12 grams. It appears to
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us that this is a reasonable practice guideline and provides a good balance among patient
convenience, quality of life and patient safety.

2. A maximum duration of therapy of 12 weeks per year.

Therapy for many individuals lasts much longer than 12 weeks and their chemotherapy induced
anemia does not promptly resolve with cessation of chemotherapy. A reasonable percentage of
patients, especially older patients, take longer for their bone marrow to recover from the effects
of chemotherapy. Limiting ESA use to 12 weeks per year is unreasonable based upon available
evidence and will result in reduced quality of life for our patients.

3. The maximum covered treatment dose is 126,000 units in a four-week period

The standard dosage of epoetin alfa is 40,000 units weekly or 160,000 units in a four-week
period. The darbepoetin alfa dosage recommended in the CMS memorandum approximates our
clinical practice but does not account for patients who are larger than 70 kg who may be under
dosed at those levels.

4. Cessation of therapy if there is poor drug response after 4 weeks of treatment.

The median time to response is 4 weeks but many patients require longer administration to see
results. Moreover, poor response as measured by hemoglobin rise is not a reasonable endpoint in
MDS patients. Many of these patients are treated with the goal of hemoglobin maintenance and
reduction in transfusion requirement.

Conclusion:

The proposed CMS decision memorandum will place an undue burden on our cancer patients,
and is in direct opposition to our practice of putting the patient’s interest first. The current CMS
proposal has serious deficiencies that will severely hinder our ability to provide the best care
possible while minimizing the negative aspects of treatment. Increased transfusion and related
risks (disease transmission, allergic reactions, etc.) will be the result with a concomitant
decrement in quality of life for this most vulnerable patient population. The increase in blood
product usage will strain an already taxed blood banking system and result in unnecessary
hospital admissions for blood transfusion.

CMS should carefully consider the adverse effects of this proposal before implementing such
sweeping changes. We remind CMS that the Food and Drug Administration (FDA) is the agency
responsible for pharmaceutical approval and monitoring of drug safety and we urge CMS to be
guided by FDA recommendations.

Respectfully submitted by the physicians of the West Penn Allegheny Oncology Network,
Pittsburgh, Pennsylvania.
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Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent: Tuesday, June 05, 2007 7:34 AM

To: Ciccanti, Maria L. (CMS/OCSQ)

Subject: FW: Growth Factors for Hematology/Oncology patients.

>-----Original Message-----

>From: Charlotte Artigues [mailto:cartigues@utahcancer.com]

>Sent: Monday, June 04, 2007 3:22 PM

>To: CMS CAGIinquiries

>Subject: Growth Factors for Hematology/Oncology patients.

>

>Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines
>Title of NCA/CAL:  Erythropoiesis Stimulating Agents (ESAs) for non-renal
>disease indications

>

>

>As an employee of Utah Cancer Specialists, and patient care advocate, |
>am concerned about the proposed erythropoietic stimulating agent (ESA)
>guidelines under consideration. While | understand the need for proper
>use of these medications, the proposal falls short of providing the

>best standard of care recommended by oncology organizations such as
>NCCN, ASCO and ASH. The current proposals will result in a compromised
>quality of life for our patients, increased blood transfusion
>requirements with the associated co-morbidity and risk and, ultimately,
>prove more costly to society than judicious use of ESAs. Please
>reconsider these guidelines encouraging physicians to carefully weigh
>the risk/benefit with patients and allow providers to treat this

>growing population with the best and most compassionate standard of care.
>

>Chemotherapy-induced anemia is a well-known side effect of
>myelosuppressive therapy. Furthermore it is quite responsive to ESAs
>when iron stores, vitamin B12 and folate deficiencies and other
>underlying processes have been corrected. Holding initiation of ESA
>until the hemoglobin drops to <9mg/dl will delay response and most
>likely result in transfusion for a greater number of our chemotherapy
>patients. Most chemotherapy regimens last a minimum of 16 weeks (and
>many are much longer). Therefore, limiting the covered treatment

>duration to 12 weeks annually will be inadequate treatment for many of our patients on continued

myelosuppressive therapy.

>

>According to the proposed guidelines, the Myelodysplastic Syndrome
>population will be denied access to any form of ESA under all
>circumstances. While a portion of the MDS patients will not respond to
>ESAs, a greater number benefit from these medications; reducing the
>number of necessary blood transfusions, eliminating the complications

>of iron overload that results from transfusion, enhanced productivity

>by limiting time spent in a healthcare facility, and an overall

>improved quality of life.

>

>We do not dispute the recommendations to discontinue use of the ESAs if
>the patient is non-responsive to treatment, however:

>e The recommended four weeks is an inadequate timeframe in which to
>evaluate patient responsiveness. Former guidelines allow 12 weeks to
>determine response. Clearly, four weeks is an irresponsible timeframe.

>e The proposed maximum treatment dose is insufficient to provide
>standard doses within the recommended timeframes. The maximum covered

1
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>four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
>At an average dose of 40,000 units of Procrit each week, we would need
>160,000 units in four weeks. The average dose of Aranesp is 300mcg per
>2 weeks ~ so the 630mcg would be sufficient.

>

>We encourage you to reconsider the list of specified conditions to
>include other myeloid and erythroid cancers as well as anemia caused by
>radiotherapy. Some patients will respond, therefore a trial of an ESA
>medication seems prudent.

> .
>Thank you for your consideration of this request. As a community
>oncology practice we strive to provide the optimal care to our

>patients. Please allow us the support we need to continue this practice.

>

>Respectfully,

>

>Charlotte Artigues RN, BSN, OCN
>Utah Cancer Specialists

>Lead RN Salt Lake Clinic

>(801) 933-6070

>



An OTN Company

June 13, 2007

Steven Phurrough, M.D., MPH

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Mail Stop: C1-13-18

7500 Security Blvd

Baltimore, MD 21224

RE: CAG-00383N:
Proposed National Decision Memo for Erythropoiesis Stimulating
Agents (ESA's) for Non-Renal Disease Indications

Dear Dr. Phurrough:

Thank you for the opportunity to comment on the proposed National Coverage
Determination for Erythropoiesis Stimulating Agents (“ESAs”) for non-renal
disease indications. Although we are pleased that CMS has proposed to clarify
the scope of Medicare coverage for ESAs, we are concerned that in the case of
certain cancers and associated neoplastic conditions, the proposed National
Coverage Determination may be too restrictive based on the available evidence.

As explained in more detail below, we are concerned that CMS’s review of the
existing scientific and medical literature did not address published studies that
support wider use of ESAs, and did not review meta-analyses of the published
research results. Moreover, we believe that the proposed limits in the NCD are
inconsistent with our experience and data.

Second, we are concerned that if the proposed scope of coverage for ESAs were
made final, many critically and chronically ill patients may not receive
appropriate treatment, or may be subjected to unnecessary health risks presented
by existing or alternative therapies. In sum, although we share CMS’s concern
that any clarity of coverage should take into account patient safety and the
potential for adverse events, those risks are slight in comparison to the potential
benefits to the individual beneficiary.

1. Background on Onmark

Onmark, Inc. is a Group Purchasing Organization whose primary focus is
serving outpatient medical oncology and hematology-oncology practices
nationwide. Onmark was formed in early 2005 and is an affiliate of Oncology
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Therapeutics Network, J.V. (“OTN”). Founded in 1990, OTN is the 2™ largest
specialty pharmaceutical distribution vendor and a leading specialty pharmacy
vendor to office based oncologists and other outpatient practices.

Onmark’s membership consists of over 1,500 physician practices comprising
over 4,000 medical oncologists located in 50 states. Onmark and OTN have
collectively developed a suite of clinical tools for use by the Onmark
membership, including a host of tools designed for the treatment of patients
with cancer.

OTN provides its customers with its Lynx® system, a best-in-class, web-
enabled inventory control and charge capture system currently in use by over
1,000 medical oncologists in 50 states. The Lynx system captures robust
patient dzata on the use of ESAs as well as other drugs used in the care of cancer
patients.

Onmark has licensed OTN’s de-identified Lynx data, which it uses as the
backbone for Onmark’s numerous clinical initiatives. The Lynx data is the
basis for much of the analysis and conclusions set forth in this comment letter.

In 2005, the Lynx System recorded over 199,000 patients and 3.89 million
chemotherapy and supportive care drug administrations nation-wide. In 2006,
the Lynx System recorded over 183,000 patients and 3.42 million chemotherapy
and supportive care drug administrations. Additionally, our Lynx transaction
records show that over 46,000 patients in 2005 and over 40,000 patients in 2006
received ESA therapy. Therefore, the Lynx System captures patient treatment
information on a significant percentage of cancer patients treated in the
community-based oncology setting.

2. Significant Evidence-Based Literature Supports The Use of ESAs for
Anemia of Myelodysplasia (MDS).

There are many well-designed studies that support the use of ESA’s in MDS.
Overall, ESA’s in these studies show an improvement in Hgb levels over
baseline. Some studies report an enhanced effect with the addition of low dose
WBC GF’s. The following studies all support use of ESA’s in MDS:

! OTN provides pharmaceutical distribution and related services to more than 3,500 community
oncologists. OTN also distributes pharmaceutical and other supplies to more 1,400 urology and
400 rheumatology practices.

2 OTN has recently added EMR features to the Lynx system that capture lab values including
Hgb levels in advance of treatment. Once this feature becomes prevalent among our installed
users, OTN will be uniquely able to develop a transparent, real-time solution to payors and
physicians with regard to the appropriate ESA protocols. OTN and Onmark welcome the
opportunity to demonstrate to CMS the Lynx solution.
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ii.

iii.

iv.

vi.

Vii.

viil.

ix.

xi.

A randomized double-blind placebo-controlled study with subcutaneous
recombinant human erythropoietin in patients with low-risk
myelodysplastic syndromes. Italian Cooperative Study Group for
rHuEpo in Myelodysplastic Syndromes; Br J Haematol. 1998 Dec;
103(4):1070-4.

Maintenance treatment of the anemia of myelodysplastic syndromes with
recombinant human granulocyte colony-stimulating factor and
erythropoietin: evidence for in vivo synergy. Blood. 1996 May 15;
87(10):4076-81.

Response to recombinant human erythropoietin in patients with
myelodysplastic syndromes. Clin Cancer Res. 1997 May;3(5):733-9.
The use of r-HuEpo in the treatment of anaemia related to
myelodysplasia (MDS). Br J Haematol. 1995 Apr; 89(4):831-7.

. Serum erythropoietin level and marrow erythroid infiltration predict

response to recombinant human erythropoietin in myelodysplastic
syndromes. Haematologica. 1993 Mar-Apr; 78(2):118-22.

Efficacy of erythropoietin in the myelodysplastic syndromes: a meta-
analysis of 205 patients from 17 studies. Br ] Haematol. 1995 Jan;
89(1):67-71.

Health, economic, and quality-of-life effects of erythropoietin and
granulocyte colony-stimulating factor for the treatment of
myelodysplastic syndromes: a randomized, controlled trial. Blood. 2004
Jul 15; 104(2):321-7.

Treatment of anemia in myelodysplastic syndromes with granulocyte
colony-stimulating factor plus erythropoietin: results from a randomized
phase Il study and long-term follow-up of 71 patients. Blood. 1998 Jul
1;92(1):68-75.

Erythroid response to treatment with G-CSF plus erythropoietin for the
anaemia of patients with myelodysplastic syndromes: proposal for a
predictive model. Br J Haematol. 1997 Nov; 99(2):344-51.

. A validated decision model for treating the anaemia of myelodysplastic

syndromes with erythropoietin + granulocyte colony-stimulating factor:
significant effects on quality of life. Br ] Haematol. 2003 Mar;
120(6):1037-46.

Impact of a new dosing regimen of epoetin alfa on quality of life and
anemia in patients with low-risk myelodysplastic syndrome. Ann
Hematol. 2005 Mar; 84(3):167-76.

Moreover, the published research does not indicate that the use of ESAs

in the treatment of MDS would compromise patient safety, or that there would
be an unacceptable increase in the risk of adverse events directly related to the
use of ESAs.
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3. The Lynx Data and Other Factors Support Continued Use of ESAs for
Patient Groups and Indications that the CMS Proposal Seeks to Exclude.

a. Anemiag of Myvelodysplasia.

In addition to the published research discussed above in Section 2, an
analysis of the Lynx data from 213 patients treated for anemia related to
MDS for the time period 5/1/2006-10/1/2006 shows an overall
improvement in HCT levels from patient initiation to completion.

ESA # of Pts Mean Hct at Mean Hct at Mean Mean
Treated Initiation Discontinuation | Initiation | Discontinuation
Dose Dose
Epoetin alfa 116 30.17% 31.70% 40,7540 434390
Darbepoetin | 97 29.04 % 32.19% 261mg 262mg
alfa
Total 213 29.65% 31.92% N/A N/A

The mean initiation HCT in the patients with reported HCT values was
approximately 29.65% and the mean discontinuation HCT was 31.92%. With
these mean HCT values, it is unlikely that these patients received blood
transfusions. Additionally, the data establishes that ESA dosage was not
appreciably increased over the course of treatment. The mean dose of Epoetin
alfa at initiation was 40,754 Units and the mean dose of Epoetin alfa at last
dose was 43,439. The mean dose of Darbepoetin alfa at initiation was 261mg
and the mean dose of Darbepoetin alfa at last dose was 262mg.

On the basis of our experience, we recommend that CMS amend its
coverage criteria for patients with MDS as follows:

i. Allow patients with MDS to receive ESA’s if they have a
hemoglobin level of <11g/dl and a serum EPO level of <
500 mU/ml.

ii. Require reporting of Hgb/Hct levels before each
subsequent dose of RBC GF to ensure that a rise in Hgb
does not exceed the equivalent of 1g/dl per 2 week
period.

1ii. Allow patients to continue ESA’s as long as there is a 1
g/dL rise in hemoglobin after six weeks of therapy with
darbepoetin or four weeks of therapy with epoetin.

iv. Allow 1 dose escalation according to drug labeling for
patients who do not respond to ESA’s with a 1g/dl rise in
Hgb.

V. Require RBC GF discontinuation if there is less than a 1

g/dL rise in Hgb after 12 weeks of darbepoetin or eight
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weeks of epoetin therapy, and a dose adjustment increase
has already been made and/or IV Iron has been added.

b. Patients with Treatment Regimens including Anti-angiogenic drugs such
as Bevacizumab.

We are not aware of any clinical literature to support this exclusion, nor
has CMS made reference to any such supporting literature in its
proposed rule-making. There is no evidence that there is antagonism
between drugs that prevent blood capillary formation (anti-angiogenesis
agents) and interference by drugs that support Red Blood Cell
formation. Moreover, there is no evidence that patient safety would be
compromised.

Recommendation: CMS should remove this restriction in coverage
policy.

c. Patients with treatment regimens including monoclonal/polyclonal
antibodies directed against the epidermal growth factor (EGF) receptor.

There is insufficient evidence in the clinical literature to support this
exclusion.

Recommendation: CMS should remove this restriction in coverage
policy.

d. Patients with certain cancer types in which the presence of
ervthropoietin receptors on either normal tissue/cell lines or malignant
tissue/cell lines.

We believe that CMS is taking a position based upon a hypothesis about
the putative role of EPO receptors in tumor growth, and as a result, any
action by CMS is premature.

Recommendation: CMS should study the purported role of EPO
receptors and tumor growth to determine whether EPO receptors do
promote tumor growth. Until there is conclusive evidence on this topic,
CMS’ coverage policy should change its coverage policy around this
topic.

4. The Lynx Data and Other Factors Support Continued or Unchanged Use of
ESAs for Patient Groups and Indications that the CMS Proposal Seeks to
Limit.

a. Initiation at Heb'’s of <99/dl for patients without known cardiovascular
disease and < 10g/dl in patients with documented symptomatic ischemic
disease that cannot be treated with blood transfusions.
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ASCO and ASH jointly developed an evidence-based treatment
guideline for the use of Erythropoietins in Anemia Associated with
Cancer in 1997 that was recently updated in 2002.> These two
organizations have conducted rigorous systematic reviews of the
literature and have found ample evidence to support the initiation of
ESA’s for chemotherapy-induced anemia in patients with Hgb values of
10 orless.* Additionally, for patients with co-morbid conditions or
symptoms of anemia, the joint committee found good literature to
support the use of ESA’s at initiation Hgb’s of between 10g/dl and
12g/dl. Additionally,the NCCN has established guidelines for the use
of ESA’s in Anemia related to Cancer Treatment.” The NCCN
guidelines are both evidence- and consensus based and recommend the
initiation of ESA’s for chemotherapy-induced anemia in patients with
Hgb values of 11 or less.®

The rationale for CMS’ proposal to begin ESA’s at a Hgb of <9g/dl (in
patients without known cardiovascular events) and <10g/dl in patients
with documented symptomatic ischemic disease that cannot be treated
with blood transfusions, appears to be arbitrary and unsupported by the
literature.

Recommendation: CMS should use ASCO/ASH evidence-based
guidelines or the NCCN’s consensus-based guidelines for the initiation
rules for ESA’s and require that Hgb values be reported before ESA’s
can begin. CMS can require documentation of co-morbid conditions or
symptoms of anemia in cases where a clinician believes that a patient
requires the initiation of ESA’s with Hgb’s in the range of 11-12g/.

b. Setting a Maximum covered treatment duration of 12 weeks/year.

There is no evidence in the literature to support a maximum covered
treatment duration/year of ESA’s.

Lynx Data and Community-based Treatment Patterns:

In reviewing ESA usage patterns through the Lynx System over a 12
month period from November 1, 2004 through October 31, 2005, we
found that over 36,000 patients were treated with ESA therapy due to
Chemotherapy-induced anemia (CIA) for non-myeloid cancers. The
mean duration of ESA regimens in weeks was 14.35 weeks for

3 Rizzo ID, Lichtin AE, Woolf SH, et al. Use of epoetin in patients with cancer: evidence-based
clinical practice guidelines of the American Society of Clinical Oncology and the American
Society of Hematology.J Clin Oncol. 2002;20:4083-4107.

* Id, at 4085

5 The NCCN guideline for “Cancer and Treatment-Related Anemia” is available at
WWW.NCCN.OI'E.

1d.
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darbepoetin treated patients and 14.52 weeks for erythropoietin treated
patients. Additionally, when evaluating ESA therapy due to CIA fora 2
year period ending April, 2007, the mean number of ESA regimens
utilized with chemotherapy within a 12 month period was 1.3 for
darbepoetin treated patients and 1.2 for erythropoietin-treated patients.

ESA Number of ESA Patient Mean ESA Mean # of ESA Patient
Regimens Therapy Duration, | Regimens overl2 months
(Nov,2004-Oct,2005) Weeks (ending Apr,2007) |
Darbepoetin 23,160 14.52 1.3
Erythropoietin 13,248 14.35 12

Given that many cancer patients with metastatic disease require multiple
courses of chemotherapy, and that multiple course chemotherapy is
known to deplete bone marrow stores of erythropoietic progenitor cells,
ESA support becomes even more critical. Limiting the covered
treatment duration of ESA’s to 12 weeks/year would deprive metastatic
cancer patients from needed growth factor support to continue
chemotherapy treatment, and potentially cause delays and dose
reductions in chemotherapy treatment needed to improve survival.

Recommendation: CMS should remove this restriction in the draft
coverage policy.

c. Setting the Maximum covered 4 week treatment dose of erythropoietin

alfa at 126,000 Units and 630mcg for darbepoetin alfa.

The recommended labeled dose of erythropoietin alfa is 150units/kg SC
TIW or 40,000 units weekly. In practice, it is common for cancer
centers to use the 40,000 units per week dose. Following the
recommended dose restrictions over a 4 week period would place all
patients treated with initial doses of epoetin alfa over the maximum
treatment dose. This is an impractical recommendation. Additionally,
the labeling for these agents includes a dose escalation for non-
responders after specified time periods. This restriction would prevent
the ability to dose escalate in non-responders. The table below
summarizes OTN’s Lynx data in relation to responses to ESA’s after
dose escalation from initiation ESA doses.

Lynx Data and Community-based Treatment Patterns: We have
reviewed Lynx data of over 36,408 ESA patient-regimens utilized for
chemotherapy-induced anemia over a 12 month period from November
1%, 2004 to October 31%,2005. We found the following:
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Mean Total
. Mean RBC- | MEANRBC- | oo\ hose /4
Patient NPT - GF doses/
ESA = ; GF duration, | — — week
== type regimens weeks treatment treatment
regimen eriod*
Darbe Non-
poetin alfa Myeloid 23,160 14 .35 31020 609.5mcg
Chemo
. Non-
ff;:etm Myeloid 13248 1452 | 4424908 12%’2(.)3
Chemo nits

* We have provided mean data for ease of comparison, but CMS should understand there is
a range, and many otherwise eligible patients would fall outside of the proposed maximum
allowable dose per four week interval. Mean Total ESA dose/4 week treatment period was
calculated by taking the mean total dose over the mean duration of RBC-GF therapy to get
the mean dose/week and then multiplying by 4.

We looked at dose-escalated patients over the time period of May, 2005-
April, 2007 to determine the mean total ESA dose/4 week treatment
period in these patients. Of 53,285 patients treated with darbepoetin,
11,577 patients (21.7 %) required a dose escalation. Of 28,043 patients
treated with epoetin alfa, 6,888 (24.5%) required a dose escalation. The
average total dose of darbepoetin alfa and epoetin alfa per 4-week
treatment period was 714.44mcg and 188,335 Units respectively.

Avg ESA
N Pts (%) Avg Total ESA Dose/administration
Requiring ESA Dose Per 4-Week Per 4-Week
Drug N Pts Dose Escalation Treatment Period Treatment Period
Total 81,328 18,465 (22.7%) -- -
Darbepoetin alfa 53,285 11,577 21.7%) 71444 mcg 307.70 mcg
Epoetin alfa 28,043 6,888 (24.5%) 188,335 .43 Units 57803.35 Units

ESA dosing requirements and dosing escalation determinations must be
left in the hands of experienced clinicians who treat cancer patients on a
day in and day out basis, and should not be regulated by CMS.

Recommendation: CMS should remove this restriction in coverage
policy, but require that Hgb values be reported with each dose of ESA.
Require discontinuation if there is no effect as measured by at least a
1g/dl rise in Hgb values over a 12 week period for darbepoetin alfa and
an 8 week period for epoetin alfa after appropriate dose escalation
practices in non-responding patients.
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d. Continued use of drug is not reasonable and necessary if there is

evidence of poor drug response (hgb rise <lg/dl) after 4 weeks of
treatment.

The ASCO/ASH guidelines recommend that a dose escalation of ESA’s
be tried in non-responders after 4 weeks of Epoetin alfa treatment. This
data is based on evidence from 4 trials in which non-responders were
dose escalated after 4 weeks of initial treatment.’

Community-based Treatment Patterns:

We evaluated dose escalation effects on hemoglobin values in initial
non-responders to ESA treatment in CIA patients over the time period of
May, 2005-April, 2007. This is a subset inclusive of 6,208 patients with
reported Hgb values over the 2 year time period. Of the 6,208 patients
with initiation hemoglobins, defined as a Hgb value recorded within 7
days of the first ESA in the ESA regimen, 2,346 did not have at least a
1g/dl rise from their initiation hemoglobin. Of those non-responders,
885 patients received a dose escalation of their ESA. 104 out of 885
patients had a > g/dl rise in hemoglobin values over the subsequent 4
week time period and the average hemoglobin rise, 4 weeks after dose
escalation was 1.9g/dl. .

N Pts With | N Pts With

N Pts With No | ESA Dose Hgb

Hgb Response | Escalation Response Avg Hagb

After 4 Weeks (Out of >1g/dlin Rise 4

Avg of Those with | subsequent Weeks
Initiatio | Erythropoietin No Hagb 4-Week After Dose
Drug NPts | nHgb Treatment Response) Period Escalation

Total 6208 10.41 2346 885 104 1.90
Darbepoetin
alfa 4302 1043 1689 599 60 1.86
Epoetin alfa 1906 1036 657 286 44 1.97

A subset of non-responding ESA patients, will respond to ESA therapy after
dose escalation. Based upon recommendations by ASCO/ASH and NCCN
guidelines and data from community-based practices, it is reasonable to dose
escalate initial non-responders to ESA Therapy after 4 weeks of therapy.

Recommendation: CMS should remove this restriction in coverage policy.

7 See Rizzo, et. al, at 4085.
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Onmark appreciates the opportunity to provide comments to CMS’ proposed
rule-making re ESA utilization. Please do not hesitate to contact us should you
wish to discuss any of the matters set forth above.

ONMARK, INC.

il

Clark Avery
President & General Manager
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June 13, 2007

Steve Phurrough, MD, MPA

Director, Coverage and Analysis Group
Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mail Stop: C1-09-06

7500 Security Blvd.

Baltimore, Maryland 21244

Re:  Proposed Decision Memorandum for Erythropoiesis Stimulating Agents
(ESAs) for Non-Renal Disease Indications (CAG-00383N)

Dear Dr. Phurrough:

The Washington Legal Foundation (WLF) appreciates the opportunity to submit
comments to the Centers for Medicare and Medicaid Services (CMS) on the above-referenced
proposed decision memorandum for Erythropoiesis Stimulating Agents (ESAs) for Non-Renal
Disease Indications (hereafter NCD). WLF is a non-profit public interest law and policy center
based in Washington, D.C., with supporters nationwide. WLF promotes free market policies
through litigation, administrative proceedings, publications and advocacy before state and federal
government agencies, including CMS and the Food and Drug Administration (FDA).

As set forth below, WLF urges CMS to withdraw its proposed national coverage
determination for ESAs for the following reasons:

(1) CMS does not have authority under the Social Security Act to limit or
eliminate coverage for FDA-approved uses of ESAs in cancer treatment regimens.
The statute requires CMS to provide coverage for such products when used for
“medically accepted indications.” A medically accepted indication includes any
use approved by FDA.

(2) The CMS determination would constitute arbitrary and capricious decision-
making in violation of the Administrative Procedure Act. That is because the
Secretary of Health and Human Services (HHS) is ultimately responsible for
decisions by CMS and FDA, and here each agency has reached different and
irreconcilable conclusions on the same set of facts about the benefit-risk profile of
ESAs.
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(3) Beyond being unlawful, CMS’s intrusion into FDA’s area of expertise will
adversely affect the delivery of patient care and development of new medications.
The proposal could lead to malpractice allegations against physicians who use an
ESA contrary to Medicare coverage criteria. The CMS decision also unsettles
legal doctrines critical to a manufacturer’s decisions regarding drug development.

L. Background: The CMS’s Proposed National Coverage Determination for ESAs

In its decision memorandum for ESAs, CMS proposes no longer to cover ESA treatment
for the following conditions:

¢ Any anemia in cancer or cancer treatment patients due to foliate deficiency,
B-12 deficiency, iron deficiency, hemolysis, bleeding, or bone marrow
fibrosis.

¢ The anemia of myelodysplasia.

¢ The anemia of myeloid cancers.

¢ The anemia associated with the treatment of myeloid cancers or erythroid
cancers.

¢ The anemia of cancer not related to cancer treatment.

» Any anemia associated with radiotherapy.

» Prophylactic use to prevent chemotherapy-induced anemia.

e Prophylactic use to reduce tumor hypoxia.

« Patients with erythropoietin-type resistance due to neutralizing antibodies.

o Patients with treatment regimens including anti-angiogenic drugs such as
bevacizumab (Avastin).

« Patients with treatment regimens including monoclonal/polyclonal antibodies
directed against the epidermal growth factor receptor (EGFR).

e Anemia due to cancer treatment if patients have uncontrolled hypertension.

« Patients with thrombotic episodes related to malignancy.
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Moreover, while CMS indicated that it would continue to cover the use of ESAs for
certain types of cancer, it proposes to do so only under the following additional conditions
relating to dosing and duration of therapy:

o The hemoglobin/hematocrit levels immediately prior to initiation of dosing for
the month should be less than 9 g/d1/27% in patients without known
cardiovascular disease and less than 10 g/dl/30% in patients with documented
symptomatic ischemic disease that cannot be treated with blood transfusion.
The latter patients should be alerted to the increased potential for thrombosis
and sequelae.

¢ The maximum covered treatment duration is 12 weeks per year.

e The maximum covered four-week treatment dose is 126,000 units for
erythropoietin and 630 pg for darbepoietin.

In support of these proposed determinations, CMS cites “emerging safety concerns”
about ESAs, and it declares that it is responding to FDA’s decision to add black box warnings to
the labels of all ESAs. CMS has, however, gone well beyond FDA’s determination for ESAs by,
in effect, concluding that the benefit-risk balance of ESAs requires their use in narrower
circumstances than those approved by FDA. Indeed, while FDA would allow for continued
marketing of ESAs under more stringent conditions, CMS would withhold coverage in certain
situations because of what it perceives to be the deleterious effects of ESAs. As a result, the
CMS proposal, if finalized, would override FDA’s determination of the benefit-risk balance for
these products and have the effect of denying patients access to approved uses of ESAs.

IL Interests of the Washington Legal Foundation

The Washington Legal Foundation is a public interest law and policy center with
supporters in all 50 States. Since its founding in 1977, WLF has engaged in litigation and
advocacy to defend and promote individual rights and a limited and accountable government,
including in the area of patients’ rights. For example, WLF successfully challenged the
constitutionality of FDA restrictions on the ability of doctors and patients to receive truthful
information about off-label uses of FDA-approved medicines. Washington Legal Found. v.
Friedman, 13 F. Sup. 2d 51 (D.D.C. 1998), appeal dism’d, 202 F.3d 331 (D.C. Cir. 2000). A
panel of the federal appeals court in Washington recently ruled in WLF’s favor in its challenge to
FDA restrictions on patient access to developmental drugs. Abigail Alliance for Better Access to
Developmental Drugs v. von Eschenbach, 445 F.3d 470 (D.C. Cir.), reh. en banc granted, 2006
U.S. App. LEXIS 28974 (D.C. Cir. 2006). WLF is currently engaged in litigation with CMS
regarding CMS’s restrictions on patient access to information about Medicare Part D prescription
drug benefits. Fox v. Leavitt, No. 06-1490 (D.D.C.). WLF has previously submitted comments
to CMS on February 10, 2004, and June 25, 2004, concerning Medicare coverage of off-label
uses of FDA-approved cancer drugs under Part B, Part D, and the Section 641 demonstration
program. WLF also submitted comments to CMS on June 6, 2005, concerning the agency’s draft
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guidance entitled, “Factors CMS considers in Making a Determination of Coverage with
Evidence Development.”

III. The CMS Is Not Authorized Under the Social Security Act to Deny or Limit
Coverage for FDA-Approved Uses of ESAs in Cancer Treatment Regimes

At the outset, WLF must emphasize that CMS does not have authority under the Social
Security Act to limit or eliminate coverage for FDA-approved uses of ESAs by asserting that
such therapy is not safe and, therefore, not necessary or reasonable. Under Section 1832 of the
statute, a beneficiary of the Medicare program is entitled to payment made to him, or on his
behalf, for “medical and other health services.” 42 U.S.C. § 1395k(a)(1). For the purposes of
the statute, “medical and other health services” are defined to include, among other things,
“services and supplies (including drugs and biologicals which are not usually self-administered
by the patient) furnished as an incident to a physician’s professional service . ...” 42 U.S.C. §
1395x(s)(2)(A). The terms “drugs” and “biologicals” are defined to include those products that
are “included . . . in the U.S. Pharmacopoeia, the National Formulary, or . . . in New Drugs or
Accepted Dental Remedies.” 42 U.S.C. § 1395x(t)(1).

While the foregoing statutory provisions provide coverage for various types of
pharmaceuticals, the Medicare statute also includes provisions that specifically mandate
coverage of drugs and biologicals used in oncology settings. Section 1861(t)(2)(A) of the Social
Security Act directs CMS to provide coverage for “drugs or biologicals used in an anticancer
chemotherapeutic regimen for a medically accepted indication.” 42 U.S.C. § 1395x(t)(2)(A).
The CMS has previously indicated that, for the purposes of this provision, a cancer treatment
regimen includes a drug (such as an ESA) that is used to treat toxicities or side effects of the
cancer treatment regimen when the drug is administered incident to a chemotherapy treatment.!
A “medically accepted indication” includes any use which has been approved by FDA for the
drug. 42 U.S.C. § 1395x(t)(2)(B).

In the instant case, CMS would deny coverage for approved uses of drugs and biologics
utilized in anticancer chemotherapeutic regimens upon a finding that such coverage is not
reasonable and necessary because it is not safe. To be sure, Section 1862(a)(1) of the Social
Security Act authorizes CMS to deny coverage for items and services that are not determined to
be “reasonable and necessary for the diagnosis or treatment of illness or injury or to improve the
functioning of a malformed body member.” 42 U.S.C. § 1395y(1)(A). The statutory terms
“reasonable” and “necessary” have, however, been consistently construed by CMS to mean that
a product must be safe and effective, medically necessary, and not experimental. And, for the
purposes of determining safety and efficacy, CMS has routinely relied on the findings of FDA
that a drug or biologic is safe and effective for its approved uses.

! See Centers for Medicare & Medicaid Services, Medicare Benefit Policy Manual, CMS Pub. 100-02, §
50.4.5, Unlabeled Use for Anti-Cancer Drugs (Oct. 1, 2003).
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The CMS may not now invoke the reasonable and necessary requirement in the Medicare
statute to second-guess FDA’s determinations about the safety and efficacy of approved ESAs.
Indeed, while Congress expressly authorized the Secretary of HHS to limit coverage for
medically inappropriate off-label uses of anticancer products, it chose not to establish the same
exception for uses approved by FDA. Specifically, under Section 1861(t)(2)(B)(ii)(I) of the Act,
the Secretary must generally provide coverage for an off-label use of an anticancer product if
such use is supported by inclusion in certain authoritative compendia. That coverage, however,
may be withheld where the Secretary has determined that the use is not “medically appropriate.”
42 U.S.C. § 1395x(t)(2)(B). In contrast, by not authorizing the Secretary to make similar
determinations for approved uses, Congress made clear that CMS may not base coverage
decisions for approved anticancer products on its assessment of whether a particular use is
“medically appropriate.”

IV.  The CMS Coverage Determination Would Constitute Arbitrary and Capricious
Action Under the Administrative Procedure Act

Even assuming arguendo that CMS’s coverage determination for ESAs is somehow
permissible under the Social Security Act, it would nonetheless constitute arbitrary and
capricious decision-making on the part of the Secretary of Health and Human Services, in
violation of the Administrative Procedure Act. 5 U.S.C. § 706(2)(A). The Secretary is, of
course, ultimately responsible for determining what claims are covered for drugs and biologics
under the Social Security Act. 42 U.S.C. § 1395x(t)(2)(A). Pursuant to the Federal Food, Drug,
and Cosmetic Act (FDCA), 21 U.S.C. § 355(d), and Public Health Service Act (PHSA), 42
U.S.C. § 262, the Secretary is also responsible for authorizing approval and marketing of drugs
and biological products.3 In connection with issuance of the proposed coverage determination,
and on the basis of the same facts, the Secretary has reached different and irreconcilable
positions about the benefit-risk profile of ESAs under these separate federal statutes. That is
arbitrary and capricious decision-making.

2 See e.g., Russello v. United States, 464 U.S. 16, 23 (1983) (“Where Congress includes particular language
in one section of a statute but omits it in another section of the same Act, it is generally presumed that Congress acts
intentionally and purposely in the disparate inclusion or exclusion.”); City of Chicago v. Environmental Defense
Fund, 511 U.S. 328, 338 (1994) (“[I]t is generally presumed that Congress acts intentionally and purposely when it
includes particular language in one section of a statute but omits it in another.”); S. D. Warren Co. v. Me. Bd. of
Envtl. Prot., 126 S. Ct. 1843, 1852 (2006) (“[WThen Congress fine-tunes its statutory definitions, it tends to do so
with a purpose in mind.”); Sosa v. Alvarez-Machain, 542 U.S. 692, 712 n.9 (2004) (observing that one party’s
request that the Court read a phrase into a statute, “when it is clear that Congress knew how to specify [that phrase]
when it wanted to, runs afoul of the usual rule that when the legislature uses certain language in one part of the
statute and different language in another, the court assumes different meanings were intended.”) (internal quotation
omitted).

3 See Federal Food, Drug, and Cosmetic Act of 1938 §505(d), 21 U.S.C. § 355(d) (establishing a finding of
safety and effectiveness as a precondition to approval of a new drug application); see also § 351 of the Public Health
Service Act, 42 U.S.C. § 262 (providing that biologics license applications are to be approved “on the basis of a
demonstration that the biologics product...is safe, pure, and potent...”).
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Although the Secretary has delegated his responsibilities under the SSA and the
FDCA/PHSA to CMS and FDA, respectively, he is nonetheless the federal official charged by
Congress with responsibility for administering these statutes. As described at the outset, the
Secretary (acting through FDA) chose to address the safety concerns raised about ESAs by
requiring black box warnings, updated warnings, and a change to the dosage and administration
sections for all ESAs. With these changes, however, the Secretary decided to allow continued
marketing of ESAs for use in all oncology settings.4 On the other hand, the Secretary (acting
through CMS) has reached a different conclusion about the benefit-risk balance of ESAs than
FDA (the expert agency on such matters), and he proposes to withdraw coverage for approved
uses of ESAs in certain anticancer chemotherapeutic regimens. This inconsistency in decision-
making by the Secretary is improper under the APA.

Under the APA, a federal agency’s actions, findings, and conclusions may not be
arbitrary, capricious, an abuse of discretion, or otherwise not in accordance with law. 5 U.S.C. §
706(2)(A). In determining whether an agency acted in a manner consistent with this provision,
the courts look to whether the decision-maker has “considered the relevant factors and
articulated a ‘rational connection between the facts found and the choice made.”” Motor Vehicle
Mfrs. Ass’n of the U.S. v. State Farm Mut. Auto. Ins. Co., 463 U.S. 29, 43 (1983). Applying that
standard here, the Secretary cannot satisfy this test since, on the same set of facts, he has reached
conflicting conclusions about the safety profile of ESAs. While CMS may assert that the
Secretary’s actions can be harmonized because its coverage decisions are different than FDA’s
determinations, that argument misses the point. Here, the Secretary has acted in an arbitrary and
capricious manner because he has reached different conclusions about the underlying benefit-risk
profile of ESAs.

V. The CMS Determination Would Seriously Undermine the Existing Regulatory
Framework Governing Patient Care and the Development of New Medicines

By basing its proposed NCD on an analysis of the safety profile of ESAs, CMS has
intruded into FDA’s area of expertise and authority in a manner that will have serious adverse
implications for the delivery of patient care and the development of new medications. CMS’s
prior determinations on Medicare coverage of drugs and devices have generally related to
circumstances that FDA had not addressed. Typically, Medicare coverage determinations
concern off-label uses of drugs’ or the utility in specific clinical situations of diagnostic devices

* FDA may further revise the labeling for ESA products in light of the meeting of the Oncologic Drugs
Advisory Committee (ODAC) on May 10, 2007. At this point, however, the risk profile upon which CMS based its
decision and the determination itself are inconsistent with FDA's evaluation of the risk-benefit profile and decision

to allow continued marketing.

SSee, e. g., Centers for Medicare & Medicaid Services, CMS Pub. 100-03, Medicare National Coverage
Determinations Manual § 200.1, Nesiritide for Treatment of Heart Failure Patients (Mar. 2, 2006) (denying
coverage for Nesiritide when used off-label to treat congestive heart failure); id. § 110.17, Anticancer Chemotherapy
for Colorectal Cancer (Jan. 28, 2005) (providing for coverage of the off-label use of oxaliplatin, irinotecan,
cetuximab, and bevacizumab in specific clinical trials).
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that have broad applications.® The CMS proposal on ESAs is the first time, to our knowledge,
that CMS has second-guessed FDA’s determination of a product’s benefit-risk balance with
respect to conditions of use that FDA has approved.

That intrusion into FDA’s area of expertise would deny patients access to medicines that
FDA has determined to be safe and effective. This denial would not be based on any issue
within the expertise of CMS as administrator of a healthcare insurance program, but rather on
CMS overriding FDA'’s determination of the benefit-risk balance. If CMS has authority to
ignore FDA’s conclusions, patient access to many approved therapies could be threatened.
Moreover, while the ESA proposal involves restrictions on the use of drugs, if CMS can make its
own determinations about benefit-risk balance, it also could expand Medicare coverage to uses
considered unsafe by FDA. For example, CMS might conclude, contrary to FDA’s
determination, that a less expensive drug could safely be used in a particular situation instead of
a more expensive alternative. If FDA’s safety determination was correct, the result of CMS’s
policy would be harmful to patients.

In addition, CMS’s coverage determination may decrease patient access to ESAs by
opening the door to malpractice allegations against physicians who use a drug in accordance with
its FDA-approved labeling but contrary to Medicare coverage criteria, even in the case of non-
Medicare patients. Since CMS’s proposal would effectively declare to be unsafe certain
conditions of use that FDA has approved as safe, a patient injured by an FDA-approved use of
the product could cite the Medicare coverage policy to support a malpractice action if that patient
were prescribed the medication in a manner that was inconsistent with the NCD. Although the
nuances of medical malpractice law vary from state to state, the basic malpractice analysis
considers whether a practitioner has acted in a manner that a similarly situated “reasonable”
practitioner would not have.” It is possible that a jury would give weight to CMS’s conclusions
about the benefit-risk balance of a product in assessing whether a practitioner acted reasonably,
which could give rise to increased malpractice liability risk for those practitioners who
prescribed medications for uses outside of the NCD. This heightened risk might discourage
practitioners from prescribing the medication in a manner inconsistent with the NCD, which

SSee, e.g., id. § 220.6, Positron Emission Tomography (PET) Scans (Apr. 4, 2005) (listing all Medicare-
covered uses of positron emission tomography scans); id. § 220.5, Ultrasonic Diagnostic Procedures (Oct. 2, 2003)
(setting forth procedures for which Medicare coverage is extended and identifying procedures that are considered
experimental and should therefore not be covered).

7 See, e. g., Locke v. Pachtman, 521 N.W.2d 786, 789 (Mich. 1994) (“Proof of a medical malpractice claim
requires the demonstration of the following four factors: (1) the applicable standard of care, (2) breach of that
standard of care by the defendant, (3) injury, and (4) proximate causation between the alleged breach and the
injury.”) (citing Mich. Comp. Laws § 600.2912a); Rogers v. Meridian Park Hosp., 772 P.2d 929, 932 (Ore. 1989)
(“Medical malpractice cases are nothing more than negligence actions against medical professionals. The
fundamental issue in these cases, as in all negligence cases, is whether the defendant breached the standard of care
and caused injury to the plaintiff.”); Hood v. Phillips, 554 S.W.2d 160, 165 (Tex. 1977) (“The burden of proof is on
the patient-plaintiff to establish that the physician-defendant has undertaken a mode or form of treatment which a
reasonable and prudent member of the medical profession would not have undertaken under the same or similar
circumstances.”); Duckworth v. Bennett, 181 A. 558, 559 (Pa. 1935) (“A physician is required to exercise only such
reasonable skill and diligence as is ordinarily exercised in his profession.”).
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could have the untoward effect of denying patients medication to which they otherwise would
have had access.

CMS’s proposal would also unsettle legal doctrines that are relevant to the risk-reward
calculation that figures into pharmaceutical manufacturers’ decision-making regarding drug
discovery and development. Centralizing the review of drug safety and efficacy within one
regulatory agency (i.e., FDA) enhances the efficiency of the drug development process, allowing
manufacturers to gain experience with the agency and the regulatory framework in which it
operates. FDA takes the position that it conducts a comprehensive evaluation of a product’s
benefits and risks under the conditions of use in the proposed labeling, and that States are
therefore not permitted to upset FDA’s judgment by imposing further requirements such as
additional warnings.® FDA’s position precludes courts from holding pharmaceutical
manufacturers liable for injuries based on a theory that State law required the manufacturer to
provide warnings that FDA did not require.

Although FDA'’s position has been accepted by some courts, it has been rejected by
others’ and the issue has not been finally resolved. Compare Ehlis v. Shire Richwood, Inc., 233
F. Supp. 2d 1189, 1198 (D.N.D. 2002) with Motus v. Pfizer, 127 F. Supp. 2d 1085 (C.D. Cal.
2000). CMS’s assertion of authority in the ESA case threatens to further undermine FDA’s
position and helps support an argument against FDA preemption of State law. For example, if a
federal agency like CMS can recalculate FDA’s benefit-risk balance for Medicare coverage
purposes, it is difficult to see why a State should be prohibited from recalculating it for product
liability purposes. CMS’s action thus jeopardizes FDA’s position on preemption and injects a
level of regulatory unpredictability into the drug development process. WLF is concerned that
CMS’s position will discourage funding for research and development. In considering whether
to expend the enormous sums required to obtain FDA approval of a new drug, companies will be
reluctant to do so if the FDA-approved conditions for use can be ignored by Medicare or if FDA
determinations regarding safety and efficacy could be disregarded by other federal or State
agencies.

Finally, it is important to note that explicit regulation of drug labeling by States may
become permissible if CMS’s action is sustained. For example, the California Supreme Court
invalidated an effort under that State’s Proposition 65 to require a warning on nonprescription
nicotine replacement therapy products. Dowhal v. SmithKline Beecham Consumer Healthcare,
32 Cal. 4th 910 (2004). In reaching that decision, the court deferred to FDA’s judgment that the
State warning on nicotine risks, although truthful, was preempted by FDA’s expert determination
that the State warning would create a greater risk by discouraging use of the products. Id. at 930-
34. If CMS can override FDA’s expert determinations on comparative benefits and risks, courts

8 See 71 Fed. Reg. 3922, 3933-3936 (Jan. 24, 2006).

® See, e.g., Motus v. Pfizer, Inc., 127 F. Supp. 2d 1085 (C.D. Cal. 2000), summary judgment granted, 196 F.
Supp. 2d 984, 986 (C.D. Cal. 2001), aff*d, 358 F.3d 659 (9th Cir. 2004).
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may see little basis for preventing States from regulating products based on a risk assessment
different from FDA’s.

Accordingly, for the foregoing reasons, WLF urges CMS to withdraw its proposed NCD
for ESAs. The proposal is clearly unlawful under the Social Security Act and the Administrative
Procedure Act. It also would seriously undermine the regulatory framework governing the
delivery of patient care and development of new medications. Thank you for your consideration
of these comments.

Sincerely,

Deivi N e g
Daniel J. Popeq/ r
Chairman and General Counsel

/,,,,,// / / D»

“Richard A. Samp
Chief Counsel
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May 21, 2007

Leslie V. Norwalk, Esq.

Acting Administrator

Centers for Medicare and Medicaid Services
Department of Health and Human Services
Room 445-G

Hubert H. Humphrey Building

200 Independence Avenue, S.W.
Washington, D.C. 20201

Re:  CAG#000383N, The Use of Erythropoiesis Stimulating Agents in Cancer and Related
Neoplastic Conditions

Dear Acting Administrator Norwalk:

On behalf of the Oncology Nursing Society (ONS) - the largest professional oncology group in
the United States, composed of more than 35,000 nurses and other health professionals
dedicated to ensuring and advancing access to quality care for all individuals affected by cancer
- we thank the agency for this opportunity to submit comments regarding “Use of
Erythropoiesis Stimulating Agents in Cancer and Related Neoplastic Conditions.” As part of its
mission, the Society works with policymakers to advance policies and programs that will
reduce and prevent suffering from cancer, particularly among the Medicare population which is
disproportionately affected by cancer.

As you know, oncology nurses play an integral role in administering and monitoring cancer
treatment, as well as providing supportive care and managing patient treatment side-effects.
Maximizing quality of life and minimizing side-effects, including anemia and related fatigue,
are central goals and responsibilities of oncology nurses. To that end, ONS and its members are
following closely the deliberations over the use of - and payment for - erythropoiesis
stimulating agents (ESAs) to treat anemia in people with cancer.

ONS has long-standing positions that public and private payors should cover - and provide
adequate reimbursement for - the benefits and services which health professionals, in
consultation with their patients, believe are necessary and appropriate (Please see attached
Position Statement). ONS maintains that such clinical decisions should be supported by
guidelines, protocols, and the most up-to-date science to ensure that the care provided - and
paid for - is evidence-based and the most appropriate for each individual patient's situation.
As such, ONS believes that Medicare payment policy should be reflective of the full-range of

The mission of the Oncology Nursing Society is to promote excellence in oncology nursing and quality cancer care.
Integrity » Innovation » Stewardship * Advocacy * Excellence ¢ Inclusiveness
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national practice guidelines, Food and Drug Administration (FDA) scientific determinations,
and other valid and reliable evidence. ONS urges your agency to be deliberative in its review
process and to take all the steps necessary to ensure that Medicare ESA coverage policy is
evidence-based and aligned with expert opinion.

Given the unique role that oncology nurses play in monitoring and ameliorating anemia and
other side-effects associated with cancer treatment, we would be happy to be a resource to you
and your colleagues on this and other cancer care related matters. Again, we thank you for this
opportunity to submit comments. If we can be of any assistance to you, please do not hesitate
to contact us or our Washington, DC Health Policy Associate, Ilisa Halpern Paul (202/230-5145,

ilisa.paul@dbr.com).
Respectfully submitted,

‘z).,e,.ca/ ﬂwuj

Georgm M Decker,MS RN, CS-ANP, AOCN® Paula Rieger, RN, MSN AOCN® FAAN
President Chief Executive Officer

Sincerely,




®

FRED S. MARCUS, MD, AND ASSOCIATES
A PROFESSIONAL CORPORATION
Internal Medicine, Hematology, and Medical Oncology

Fred S. Marcus, MD 2940 Whipple Avenue, Suite B ¢ Redwood City, California 94062 Sherri Garoutte, RN, OCN
Shane P. Dormady, MD, PhD (650) 216-8300 Telephone (650) 216-8401 Facsimile Diana Goodenough, RN, OCN
John A. Hayward, MD Theresa Koetters, RN, MS

Debra D. St. Claire, MD
Peggy Ross, RNP, MS

June 5, 2007

Steve Phurrough, MD, MPA

Elizabeth Koller, MD, FACE

Maria Ciccanti, RN

Coverage Analysis Group

Office of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Mail Stop C1-12-28

7500 Baltimore, MD 212444-1849

Re: Comment Regarding Changes in Medicare Policy re: Erythropoiesis Stimulating Agents (ESAs) for

Non-renal Disease Indications (CAG-00383N)

Thank you for inviting comment regarding your proposed changes in Medicare policy re: ESAs. | am an Oncology
Certified Nurse, treating patients with a broad spectrum of malignancies and blood disorders in the Community setting for
twenty years. | agree that growth factors have made a huge (positive) difference in our treatments and | agree that there
is a need for national coverage standards as well as a rational, evidence-based response to FDA warnings about ESAs (and
all drugs).

It is my experience that both darbepoetin alfa and epoetin alfa have equal efficacy in treating selected forms of anemia
and | believe that CMS should therefore establish the same list of indications to support medical necessity for both. This
list should include all indications where evidence shows that ESAs are safe and effective.

I believe that Quality of Life, reduced morbidity and side effects secondary to our antineoplastic therapies, and
transfusion avoidance are relevant, important endpoints for patients living with cancer. Transfusions carry both expense
{cost of blood, blood bank personnel time, nursing time, transfusion bed time, and the patient’s time) and considerable
risk (of reactions, HIV, and Hepatitis).

| disagree with discontinuing ESAs for failure to achieve a 1 g/dl Hemoglobin increase in four weeks; | do not believe
that this is evidence-based. Clinical studies consistently show that the optimal response takes 2 — 12 weeks to occur.




Neither darbepoetin alfa nor epoetin alfa reliably achieves and increase of 1 g/dl in 4 weeks at standard doses.
Standard doses usually require 5 — 7 weeks for 1 g/dl response.

| believe that there must be a provision for dose escalation in non-responders — it has been the standard 6f care of
ten years to dose escalate in non-responders at 6 — 8 weeks. There has been no evidence showing a safety risk
associated with dose escalation.

| agree with restricting the use of ESAs in most people who have a hemoglobin level of > 12 g/dl. Trials that pushed
hemoglobin above the limit (in the hopes of improving patients’ response rates to treatment) showed an increased risk
of thrombotic events, clearly not in the patients’ best interest. However, in patients who are currently undergoing
chemotherapy, who have a hemoglobin level of 12.0 or 12.1 and who will be receiving myelosuppressive treatments
within the next week, should receive ESAs with the goal of keeping the hemoglobin at the 12.0 g/dI level.

| disagree with your suggested change to not cover multiple myeloma, MDS, and chronic anemia of cancer.
Transfusion avoidance is as important for people who are currently not receiving chemotherapy (such as people
multiple myeloma, myelodysplastic syndromes, or metastatic cancers) as for those who are receiving chemotherapy.
Studies that showed significant and life-threatening events in certain patients who have taken ESAs for non-renal
diseases, do not appear to have included any patients with bone marrow failure (such as MDS). Most patients with
MDS are elderly; many have comorbidities that make alternative treatments such as chronic transfusions and
aggressive chemotherapy, very risky. ESAs have been found to be safe and beneficial (therapeutic as well as
supportive) in all subtypes of MDS.

| disagree with a 12 week maximum allowance for ESA usage. When the original studies that formed the basis for
FDA approval of ESAs in chemo-related anemia were done, they were done with a 12 week course of chemotherapy.
In the last 20 years, the duration of antineoplastic therapies has increased due to the availability of supportive agents
as well as the number of active agents available. For patients undergoing first, second, and third line regimens lasting
even 6 -12 months in a given year, the 12 week maximum allowance is grossly inadequate. Also, there is no evidence
suggesting that the use of ESAs for more than 12 weeks is associated with more safety issues (as there is with greatly
elevated hemoglobin levels).

| disagree with your proposed non-coverage ESAs in patients receiving VEGF or EGFR inhibitors. These agents are
known to induce anemia and are often given with other anemia-inducing regimens. There is no evidence that ESA
usage antagonizes the therapeutic effect of VEGF/EGFR inhibitors.

In summary, | believe that the benefits of ESAs have been demonstrated in the literature in over 2000 patients,
correcting anemia and reducing transfusion rates. While cancer patients’ quality of life, functionality, and general
well-being are greatly improved by maintaining hemoglobin concentrations near 12 g/dl, there is no evidence that
transfusions are safer or more effective than ESA use in patients with Hemoglobin levels between 9 —-11. Your
proposed changes could increase the blood demand by 20% and could risk depletion of the national blood supply.

I strongly recommend that you approve use of ESAs: 1) to be started at Hgb < 11 g/dI, 2)
that dose escalation be allowed, 3) that treatment be held with Hgb > 12 and treatment be restarted as soon as Hgb
subsequently drops below 12, 4) include coverage for MDS and Multiple Myeloma, 5) maintain coverage for patients
receiving VEGF and EGFR inhibitors, and 6) coverage be continued for as long as chemo-induced anemia continues up
to 12 weeks after chemotherapy is concluded. Thank you for inviting my comments.

Sincerely,
(’%‘:M_Du D Crele PY\,J}&JU:/J

Diana Goodenough, RN, OCN
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June 8, 2207

Center of Medicare and
Medicaid Services

To Whom It May Concern:
Re: Use of ESAs

I am currently in the practice of Hematology/Oncology
in the Eastern Virginia area. I have been in practice
since completion of my hematology/oncology fellowship in
1984. I am very concerned about CMS’ recent limitations
under consideration for the use of ESA. First of all, the
use of ESA has dramatically improved the quality of life .
for many of my patients and has also dramatically reduced
the need for transfusions. I think the avoidance of
transfusions is always a good idea. I take particular
exception to the idea presented by CMS that transfusions
are safer than ESAs. Transfusions, while safer now than
they were 10 or 15 years ago still pose considerable risks
to our patients. There is the risk of alloimmunization.
Despite careful testing, there continues to be risk for
HIV and hepatitis exposure as well as the possibility of
exposure to a number of other infectious agents, some that
may not even have been detected yet. Independent of
alloimmunization and infectious concerns, there are also
the issues of chronic iron overload, volume overload and
other reactions to red cell transfusions. It certainly
does not provide a safer and more effective way of
managing low hemoglobin.

Additionally, to wait until hemoglobin is less than 9
seems inadequate since improvement in well-being at a
hemoglobin of 10-11 is remarkable and allows many of my
patients to continue to be productive citizens. Also a
maximum treatment of 12 weeks a year is inadequate for
most patients.
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Many patients with metastatic disease now will receive
chemotherapy almost continuously during that period of
time and need support to be able to tolerate those
therapies.

Myelodysplastic syndrome should continue to be
covered. These patients require lengthy support and are
usually older where transfusions provide more serious side
effects. It is also very useful to have ESAs in patients
practicing Jehovah’s Witnesses since their religious faith
precludes the use of blood products.

I also agree with the concerns the Red Cross has in
terms of the availability of blood supply if we should
return to transfusions for all of these patients. Blood is
a very valuable commodity and there is currently no
substitute for patients who are bleeding due to trauma or
surgery and there are already serious limitations on that
supply. The reduction in the use of ESAs would further put
a strain on that system.

I am also concerned about CMS’ restriction based on
the perceived erythropoietin receptors on certain tumor
types. As yet, there is no convincing clinical data that -
those receptors are of any clinical significance.

I am very concerned about the future of my patients
with these drastic cuts in the use of ESAs in their care
and I respectfully request that you strongly reconsider
these measures.

Sincergel

7

eL1CKBETH A, "HARDEN, M.D.
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Steve Phurrough, MD, MPA
Elizabeth Koller, MD, FACE
Maria Ciccanti, RN

Coverage Analysis Group

Office of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Mail Stop C1-12-28

7500 Baltimore, MD 212444-1849

Re: Comment Regarding Changes in Medicare Policy re: Erythropoiesis Stimulating Agents (ESAs) for

Non-renal Disease Indications (CAG-00383N)

Thank you for inviting comment regarding your proposed changes in Medicare policy re: ESAs. | have been in the
practice of Medical Oncology for over 25 years, treating patients with a broad spectrum of malignancies and blood
disorders. | agree that growth factors have made a huge (positive) difference in our treatments and | agree that there is a
need for national coverage standards as well as a rational, evidence-based response to FDA warnings about ESAs (and all
drugs).

It is my experience that both darbepoetin alfa and epoetin alfa have equal efficacy in treating selected forms of anemia
and | believe that CMS should therefore establish the same list of indications to support medical necessity. This list should
include all indications where evidence shows that ESAs are safe and effective.

| believe that Quality of Life, reduced morbidity and side effects secondary to our antineoplastic therapies, and
transfusion avoidance are relevant, important endpoints for patients living with cancer. Transfusions carry both expense
(cost of blood, blood bank personnel time, nursing time, transfusion bed time, and the patient’s time) and considerable
risk (of reactions, HIV, and Hepatitis).

| disagree with discontinuing ESAs for failure to achieve a 1 g/dl Hemoglobin increase in four weeks; | do not believe
that this is evidence-based. Clinical studies consistently show that the optimal response takes 8 — 12 weeks to occur.




Neither darbepoetin alfa nor epoetin alfa reliably achieves and increase of 1 g/dl in 4 weeks at standard doses.
Standard doses usually require 5 — 7 weeks for 1 g/dl response.

- believe that there must be a provision for dose escalation in non-responders — it has been the standard of care of
ten years to dose escalate in non-responders at 6 — 8 weeks. There has been no evidence showing a safety risk
associated with dose escalation.

| agree with restricting the use of ESAs in most people who have a hemoglobin level of > 12 g/dl. Trials that pushed
hemoglobin above the limit (in the hopes of improving patients’ response rates to treatment) showed an increased risk
of thrombotic events, clearly not in the patients’ best interest. However, in patients who are currently undergoing
chemotherapy, who have a hemoglobin level of 12.0 or 12.1 and who will be receiving myelosuppressive treatments
within the next week, should receive ESAs with the goal of keeping the hemoglobin at the 12.0 g/dl level.

| disagree with your suggested change to not cover multiple myeloma, MDS, and chronic anemia of cancer.
Transfusion avoidance is as important for people who are currently not receiving chemotherapy (such as people
multiple myeloma, myelodysplastic syndromes, or metastatic cancers) as for those who are receiving chemotherapy.
Studies that showed significant and life-threatening events in certain patients who have taken ESAs for non-renal
diseases, do not appear to have included any patients with bone marrow failure (such as MDS). Most patients with
MDS are elderly; many have comorbidities that make alternative treatments such as chronic transfusions and
aggressive chemotherapy, very risky. ESAs have been found to be safe and beneficial (therapeutic as well as
supportive) in all subtypes of MDS.

| disagree with a 12 week maximum allowance for ESA usage. When the original studies that formed the basis for
FDA approval of ESAs in chemo-related anemia were done, they were done with a 12 week course of chemotherapy.
In the last 20 years, the duration of antineoplastic therapies has increased due to the availability of supportive agents
as well as the number of active agents available. For patients undergoing first, second, and third line regimens lasting
even 6 -12 months in a given year, the 12 week maximum allowance is grossly inadequate. Also, there is no evidence
suggesting that the use of ESAs for more than 12 weeks is associated with more safety issues (as there is with greatly
elevatedhemoglobin levels).

| disagree with your proposed non-coverage ESAs in patients receiving VEGF or EGFR inhibitors. These agents are
known to induce anemia and are often given with other anemia-inducing regimens. There is no evidence that ESA
usage antagonizes the therapeutic effect of VEGF/EGFR inhibitors.

In summary, | believe that the benefits of ESAs have been demonstrated in the literature in over 2000 patients,
correcting anemia and reducing transfusion rates. While cancer patients’ quality of life, functionality, and general
well-being are greatly improved by maintaining hemoglobin concentrations near 12 g/dl, there is no evidence that
transfusions are safer or more effective than ESA use in patients with Hemoglobin levels between 9 —-11. Your
proposed changes could increase the blood demand by 20% and could risk depletion of the national blood supply.

I strongly recommend that you approve use of ESAs: 1) to be started at Hgb < 11 g/dl, 2)
that dose escalation be allowed, 3) that treatment be held with Hgb > 12 and treatment be restarted as soon as Hgb
subsequently drops below 12, 4) include coverage for MDS and Multiple Myeloma, 5) maintain coverage for patients
receiving VEGF and EGFR inhibitors, and 6) coverage be continued for as long as chemo-induced anemia continues up
to 12 weeks after chemotherapy is concluded. Thank you for inviting my comments.

Sincerely,

ZMWW

S. Marcus, MD

FSM:sdg
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OFFICE OF CLINICAL STANDARDS AND QUALITY
CENTERS FOR MEDICARE AND MEDICAID SERVICES
Mailstop C1-12-28 7500 Baltimore, Maryland 21244-1849

ATTENTION: Steve Purrough, MD, MPH
Elizabeth Koller, MD, FACE
Maria Ciccanti, RN

To Whom It May Concern:

I am writing to you on behalf of the Cancer Care Center of Sharon Regional Health System. I am writing in regards to the
proposed national coverage determination for ESA coverage as released by CMS on May 14, 2007. While I am obviously
very supportive of the concept of an NCD for these important agents, I share the concern of my colleagues across the
country that the proposed NCD would reflect a significant coverage limitation that does not appear to be based on current
scientific data. In addition, as supported by The American Society of Clinical Oncology, The American Society of
Hematology, and the NCCN, several limitations seem to conflict with the current standard of care in this country.

Specifically, I believe that the criteria setting a hemoglobin of less than 9 grams as a treatment initiation point is" |
inadequate. There is plenty of evidence to suggest that transfusion avoidance is better accomplished by an early
intervention at a higher hemoglobin level, with a target of less than 11 grams superior to less than 10 grams by measures
in at least six randomized clinical studies. Furthermore, I also believe that the “stopping rule” for a gram or less rise in
hemoglobin at four weeks is not consistent with clinical trial data, which clearly demonstrates that a six to eight week
interval may be required to achieve this one gram rise in hemoglobin. Furthermore, a maximum duration treatment of 12
weeks per year is inadequate for most of my patients. Please recognize that patients with metastatic cancer may be
receiving multiple courses of chemotherapy and may last for many months longer than the 12 weeks. Finally, arbitrary
exclusion of patients receiving VEGF, EGFR, and other critical patient subgroups does not appear to be supported by
clinical evidence. In my personal experience, some of the most dramatic improvements both in hemoglobin responses and
in quality of life were seen among patients with multiple myeloma and MDS.

Obviously, this issue is of significant relevance to practitioners in the field of medical oncology and hematology. Ido
appreciate your hard work at trying to come up with appropriate guidelines for the safe and appropriate use of this class of
drugs. Nevertheless, I do hope that you will strongly reconsider the proposed NCD to accommodate the practical use of
these drugs in clinical experience.

GEORGE C. GARROW, M.D.
GCG/mb D: 06/04/2007 3:00 P/T: 06/09/2007 11:53 A
cc: GEORGE C. GARROW, M.D.
LINDA LOGUE
JOHN ZIDANSEK

ORIGINAL
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June 4, 2007

Maria Ciccanti, RN

Lead Analyst

Centers for Medicare and Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244

RE: NCA Tracking Sheet for Erythropoiesis Stimulating Agents (ESAs) for
non- renal disease indications (CAG-00383N)

Dear Ms. Ciccanti:

| am writing in response to the decision of CMS to consider discontinuing
financial support for patients receiving ESAs (erythropoietin and darbepoietin)
for MDS. These patients experience gradually falling hemoglobin with or
without a diminution of platelet count and WBC. ESAs are the first line of
therapy for most patients with low-risk MDS, in terms of overall response rate
and 2-year survival (1). About 40% of patients will respond to ESAs with a
gradual rise in Hgb. Equally important, ESAs, such as Procrit, cause few side
effects in MDS, as long as the Hgb is not raised above 12 g%. Under these
circumstances, the risk of thrombosis is not increased. Many patients with
MDS depend on ESAs to live a transfusion—free existence. Given the risks and
time requirements inherent in regular transfusions, those of us who care for
these patients strongly urge that ESAs not be removed from those drugs
reimbursed by Medicare and Medicaid.

Sincerely yours,

3Gibbons G. Cornwell i, MD

Professor of Medicine Emeritus
Section of Hematology and Oncology
Dartmouth Medical School

Lebanon, NH 03756

1. Br. J. Haematol 2007 Apr;137(2) : 125-32
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RE: Comments on Proposed National Coverage Determination for Erythropoietin
Stimulating Agents (ESAs) CAG-00383N

As a practicing medical oncologist and hematologist, I would like to comment on several
points addressed in the proposed national coverage determination for erythropoietin
stimulating agents (ESAs). In addition to the points addressed below, I am concerned about
the blood supply in the state of Mississippi. We already have a shortage of blood products that
affects the treatment of my patients. Restricting the use of ESA therapy for our MDS patients
and waiting to start ESA therapy until the patient has a Hg below 9 will cause my patient
population to need significantly more tranfusions. With the blood supply already at a critical
level, I am concerned that this NCD may endanger my other patients who already rely on this
short supply.

Erythropoietin stimulating agents have been used to treat the anemia of myelodysplastic
syndrome (MDS) for many years now. This is an accepted use and has been supported by our
Local Medicare Coverage Determinations for many years. Scientific literature dating back to
1991 has shown ESAs to be safe, despite very high doses given to MDS patients (Stein, Abels,
Krantz 1991). A special article summarizing the “evidence based clinical practice guidelines”
of the American Society of Clinical Oncology and American Society of Hematology stated
that the use of ESAs were supported for patients with myelodysplastic syndrome (Rizzo
2002). Denying coverage for ESA therapy for this patient popuiation will be detrimental to
the health of patient.

Both drugs have FDA approved dose schedules that exceed the limitation suggested in the
coverage memo. Aranesp, for example, has a Q3 week dose schedule that would require a
patient to receive 500 mcg every three weeks. In a month where a patient receives their
Aranesp on week 1 and week 4 of the month the dose will be a total of 1000 mcg during the
month. Procrit has a once weekly dose of between 40,000 and 60,000 units per week. A
patient that receives 60,000 units per week will receive 300,000 units during a month that the
patient happens to come in on 5 Mondays, for example. The FDA approved dose for both of
these drugs exceeds the dose limitation suggested by CMS.

1227 NORTH STATE STREET « SUITE 101 * JACKSON, MS 39202 « 601.355.2485
2969 CURRAN DRIVE NORTH » SUITE 200 « JACKSON, MS 39216 * 601.974.5600
1860 CHADWICK DRIVE ¢ SUITE 301 « JACKSON, MS 39204 « 601.373.4421
2368 GROVE STREET * VICKSBURG, MS 39180 * 601.638.3447
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As a board certified medical oncologist, I prescribe and oversee the administration of many
drugs that require intense safety monitoring for drug toxicity and severe anaphylactic
reactions. All of these drugs require informed consent and safety monitoring. All patients in
our clinic receive informed consent before beginning treatment. It is also extreme to suggest
that a patient being treated in a rural clinic be forced to travel hundreds of miles to the nearest
facility participating in a clinical trial. Creating a policy that would require an anemic patient
to travel to receive ESAs would be unfair to the patient.

Both FDA approved package inserts state that patients should be started on therapy when their
Hg is at least 10. Most carriers now support the use of ESAs starting at a Hg of 11 so that
therapy can be started to keep the patient from dropping to a Hg of 10 or 9. The objective is to
remove the need for transfusion. It takes some time for my patients to respond to the ESA and
waiting initiate treatment will result in clinical outcomes that are undesirable for the patient,
inciuding transfusions and clinical risks and symptoms associated with severe anemia. [ have
been able to start patients at a Hg of 11 for several years now and have noted that our patients
require less medication to reach the target Hg of 12 (I hold ESA treatment at 12 per FDA
guidelines and have for many years). Many studies regarding the use of ESA therapy have
been published and very few even suggested waiting until the patient reached a Hg of 9. The
National Comprehensive Cancer Network expert consensus panel cites multiple randomized
studies that support the initiation of ESAs at hemoglobin levels less than 11g/dL.

A cancer patient receiving a long cycle of chemotherapy over 6 months or multiple cycles of
chemotherapy could need ESA treatment for the entire cycle of chemotherapy. Patients
treated for chemo induced anemia must also be treated long enough for the bone marrow to
recover. It takes some older individuals longer to achieve this recovery of the bone marrow,
so it is even more vital for these patients to receive their ESA treatment until it is no longer
medically necessary.

If you need any additional information regarding these comments, please contact my office at
601-974-5600.

Sincerely,

Guangzhi Qu, MD, PhD

1. Rizzo JD, Lichtin AE, Woolf SH, et al. Use of epoetin in patients with cancer: evidence-based
clinical practice guidelines of the American Society of Clinical Oncology and the American
Society of Hematology (ASH). Blood 2002; 100(7):2303-20.

2. Stein RS, Abels RI, Krantz SB. Pharmacologic doses of recombinant human erythropoietin in
the treatment of myelodysplastic syndromes. Blood 1991; 78(7): 1658-63.

3. Thompson JA, Gilliland DG, Prchal JT, et al. Effect of recombinant human erythropoietin
combined with granulocyte/macrophate colony-stimulating factor in the treatment of patients
with myelodysplastic syndrome. Blood 2000;87(10): 4067-81.



Health Net, Inc. applauds CMS on their reassessment of erythropoiesis stimulating agents
(ESAs) in the treatment of anemia in cancer patients who are undergoing chemotherapy, as
well as other non-cancerous conditions. ESAs have for a long time been touted as effective
at increasing hemoglobin concentrations, reducing the need for transfusion, and improving
quality of life, tumor progression, and survival. Yet, studies of ESA use in patients with
cancer in the last five years have shown that these outcomes do not improve in all patients,
and in some they worsen. Notwithstanding the fact that these research studies titrated ESAs
at a higher than recommended dose (e.g., 40,000 IU every week) to overcorrect anemia to
normal hemoglobin levels (e.g., 12 to 14 g/dL), all of these trials were terminated once it
was realized that subjects treated with ESAs were having poorer clinical outcomes than
placebo. Moreover, there is no way of predicting how individual patients will be affected,
who should and should not use the drug, or even what dose to prescribe. Such fundamental
issues need to be resolved, and urgently. Despite the addition of new black box warnings
were added to the labeling, we are pleased that CMS has taken action to consider the
totality of the evidence to date and consider what's best for patients by issuing this
Proposed Decision Memo to seek public comment regarding the exact settings for future use
of ESAs. It is fitting at this time for CMS to sate publically their revised guidelines and seek
feedback from Managed Care Organizations and Health Plans.

Health Net’'s Current Indications And Usage Guidelines

EPOGEN
Patient is diagnosed with ONE of the following:

e Anemia of chronic renal failure (CRF) (both dialysis and non-dialysis patients)
e Zidovudine (AZT) therapy induced anemia
e Chemotherapy-induced anemia

e Surgery patients at high risk for perioperative allogeneic blood transfusions with
significant, anticipated blood loss during elective, noncardiac, nonvascular surgery
(typically pre-operative use for hip or knee surgery), and patient is not a candidate
for autologous blood donation

e Patient is on combination therapy (pegylated interferon and ribavirin) for treatment
of hepatitis C to maintain the recommended ribavirin dose through the first 20
weeks

e Myelodysplastic syndrome with erythropoietin < 500 mU/ml
AND
Hematocrit (Hct) and hemoglobin (Hgb) values prior to initiation of therapy are:

e Cancer, myelodysplastic syndrome, anemia of CRF, or zidovudine-treated patients:
hematocrit (Hct) < 33% or hemoglobin (Hgb) < 11 gm/dL

e Patients undergoing surgery: Hct range 30%-39% or Hgb range 10 gm/dL-13
gm/dL

e Hepatitis C patients on combination therapy: Hct < 30% or Hgb < 10 gm/dL

AND

(_/f“e!



Documentation of adequate iron stores drawn within 60 days of the request must be
submitted prior to initiation of therapy and when Aranesp dose is increased (Transferrin
saturation should be greater than or equal to 20% and Ferritin greater than or equal to 100
ng/ml).

AND

Documentation of iron supplementation

Further information:

Epoetin is contraindicated in patients with uncontrolled hypertension.

The following new boxed warning was added to Erythropoietin Stimulating Agents (ESAs)
prescribing information, when administered to target a hemoglobin of greater than 12 g/dL:

¢ Increased the risk for death and for serious cardiovascular events;

e Shortened the time to tumor progression in patients with advanced head and neck
cancer receiving radiation therapy; and

e Shortened overall survival and increased deaths attributed to disease progression
at four months in patients with metastatic breast cancer receiving chemotherapy.

e The new boxed warning also states that ESAs increased the risk of death when
administered to target a hemoglobin of 12 g/dL in patients with active malignant
disease receiving neither chemotherapy nor radiation therapy. ESAs are not
indicated for this population. In addition, for patients receiving ESAs pre-operatively
for reduction of allogeneic blood transfusions, a higher incidence of deep venous
thrombosis was documented in patients receiving Epoetin alfa who were not
receiving prophylactic anticoagulation. Aranesp is not approved for this indication.

Dosing Regimen
Anemia in Chronic Renal Failure:

o Dosage should be adjusted to maintain a target hemoglobin not to exceed 12
gm/dL.

e If the Hgb increases by more than 1.0 gm/dl in a 2-week period, the dose should.
be decreased by approximately 25%.

e If the increase hemoglobin is less than 1 gm/dL over 4 weeks and iron stores are
adequate, the dose of Aranesp may be increased by approximately 25% of the
previous dose. Further increases may be made at 4-week intervals until the
specified hemoeglobin is obtained.

Anemia in Chemotherapy-induced Anemia:

e If Hgb increase is < 1 gm/dL after 6 weeks of therapy, the dose should be
increased up to 4.5 mcg/kg.

e If the Hgb increases by more than 1.0 gm/dL in a 2-week period, the dose should
be decreased by approximately 25%.



e If the Hgb exceeds 13 g/dL, doses should be temporarily withheld until Hgb falls to
12 g/dL. Therapy should be reinitiated at @ dose approximately 25% below the
previous dose.

ARANESP
Patient is diagnosed with one of the FDA-approved indications:
e Treatment of anemia associated with chronic renal failure, including patients on
dialysis and patients not on dialysis; or
e Treatment of anemia in patients with non-myeloid malignancies where anemia is
due to the effect of concomitantly administered chemotherapy

AND

Hematocrit (Hct) and hemoglobin (Hgb) values prior to initiation of therapy: Hct < 33% or
Hgb < 11 gm/dL

AND

Documentation of adequate iron stores drawn within 60 days of the request must be
submitted prior to initiation of therapy and when Aranesp dose is increased (Transferrin
saturation should be greater than or equal to 20% and Ferritin greater than or equal to 100
ng/ml). .

AND

Documentation of iron supplementation

AND

Failure or clinically significant adverse effects to Procrit
Further Information:

The following new boxed warning was added to Erythropoietin Stimulating Agents (ESAs)
prescribing information, when administered to target a hemoglobin of greater than 12 g/dL:

e Increased the risk for death and for serious cardiovascular events; and

e Shortened the time to tumor progression in patients with advanced head and neck
cancer receiving radiation therapy; and

e Shortened overall survival and increased deaths attributed to disease progression
at four months in patients with metastatic breast cancer receiving chemotherapy;
and

e The new boxed warning also states that ESAs increased the risk of death when
administered to target a hemoglobin of 12 g/dL in patients with active malignant
disease receiving neither chemotherapy nor radiation therapy. ESAs are not
indicated for this population. In addition, for patients receiving ESAs pre-operatively
for reduction of allogeneic blood transfusions, a higher incidence of deep venous



thrombosis was documented in patients receiving Epoetin alfa who were not
receiving prophylactic anticoagulation. Aranesp is not approved for this indication.

Dosing Regimen

Anemia in Chronic Renal Failure:

Dosage should be adjusted to maintain a target hemoglobin not to exceed 12
gm/dl.

If the Hgb increases by more than 1.0 gm/dl in a 2-week period, the dose should
be decreased by approximately 25%.

If the increase hemoglobin is less than 1 gm/d! over 4 weeks and iron stores are
adequate, the dose of Aranesp may be increased by approximately 25% of the
previous dose. Further increases may be rmnade at 4-week intervals until the
specified hemoglobin is obtained.

Anemia in Chemotherapy-induced Anemia:

If Hgb increase is < 1 gm/dL after 6 weeks of therapy, the dose should be
increased up to 4.5 mcg/kg.

If the Hgb increases by more than 1.0 gm/dl in a 2-week period, the dose should
be decreased by approximately 40%.

If the Hgb exceeds 13 gm/dl, doses should be temporarily withheld until Hgb falls
to 12 gm/dl. Therapy should be reinitiated at a dose approximately 40% below the
previous dose ‘
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June 11, 2007

Steve Phurrough, MD, MPA

Coverage Analysis Group

Centers for Medicare & Medicaid Services
Department of Health and Human Services
7500 Security Blvd., Mailstop: C1-13-18
Baitimore, MD 21244

Dear Dr. Phurrough:

RE: Proposed Decision Memo for Erythropoiesis Stimulating Agents
(ESAs) for Non-Renal Disease Indications (CAG-00383N).

On behalf of over 300 members of the South Carolina Oncology Society, |
am writing to convey our comments and concerns regarding the Proposed
Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for Non-
Renal Disease Indications (CAG-00383N).

Our society realizes there are safety concerns regarding the use of ESAs.
However, the proposed coverage decision inappropriately restricts the use
of ESAs because a number of the proposals are not supported by
scientific evidence based data. The proposals rely on poor quality data, or
are in conflict with expert scientific analysis or recommendations from the
American Society of Hematology and the American Society of Clinical
Oncology. There is also no clinical evidence of EPO receptor involvement
in tumor progression. Linking ESA use in patients with certain types of
cancer is not evidence based. Finally, the proposed policy does not take
into consideration recommendations by the FDA’'s Oncology Drug
Advisory Committee during a May 10™ meeting.

The South Carolina Oncology Society is especially concerned about the
exclusion of use of ESAs with treatment of anemia due to myelodysplasia
(MDS). There is evidence to support the use of ESAs in a significant
number of patients with anemia associated with MDS to decrease the
need for blood transfusions. Unfortunately, there are few effective
treatment options for MDS. Denial for coverage for ESAs will deprive
patients with MDS of an effective therapy for their illness, one on which
many of them already depend.

All of us are dismayed by other aspects of the coverage decision which
are arbitrary, premature, and not based on evidence based medicine or
scientific data. These include the maximum coverage duration of 12 weeks
per year, which is not adequate either for patients who are undergoing
chemotherapy or for those with anemia due to MDS. The proposal of not
starting ESA therapy when hemoglobin is less than 9 grams per deciliter in
the absence of cardiovascular disease will greatly enhance the risks of
blood transfusion and decrease the quality of life.

Executive Office: 11600 Nebel Street ® Suite 201 ¢ Rockville, MD 20852-2557

PHONE: 301.984.9496 o FAX: 301.770.1949
www.scosonline.com




-

Steve Phurrough, MD, MPA

June 11, 2007
Page 2

The maximum four week dosage limits are inadequate, as is the limit of
four weeks of treatment while awaiting response. Most national studies
have demonstrated that it takes at least eight weeks. In addition, as a
result of this NCD, an additional strain will be placed on the Nation's
blood supply.

The State of South Carolina has a very large population of Medicare
beneficiaries. Coverage decisions which resemble the above decision
affect a very significant portion of our patients. Our State Society is
committed to ensuring that cancer patients have access to the entire
continuum of quality cancer care, including access to the most
appropriate cancer therapies in the most appropriate settings. It is our
thought that the under use of appropriate therapies is as detrimental as
over use. Coverage decisions should be guided by the best available
scientific evidence and should adhere to guidelines created through
sound quality based clinical trials. The recommendations of the American
Society of Hematology and the American Society of Clinical Oncology
provide these guidelines. Therapy should be based on the highest degree
of patient access, safety and efficacy and not based solely on economic
considerations.

Your consideration in this matter and reversal of this decision or creation
of a more appropriate proposal is desperately needed.

Sincerely,

Pt B Bewdic) 7 1,

James D. Bearden, Ill, MD
President

Jdb/kst
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May 24, 2007

Steve Phurrough, MD, MPA
Director, Coverage and Analysis Group
Centers for Medicare and Medicaid Services

Re: Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for Non-Renal
Disease Indications (CAG-00383N).

| am writing on behalf of the 40 medical oncologist group Tennessee Oncology, but more importantly on behalf of
the patients for whom we care regarding the Proposed Decision Memo for Erythropoiesis Stimulating Agents
(ESAs) for the Non-Renal Disease Indications (CAG-00383N).

We have followed with great interest the recent publications suggesting a possible safety signal for the ESA class.
Our evaluation shows that of the 7 publications (5 in oncology patients) in every publication with a safety concern,
ESAs were used in a method that is outside the norm for how these agents are used in the community oncology
setting. These studies either investigated the use of ESAs with a high hemoglobin target or investigated the use in
patients with cancer not undergoing chemotherapy and near the end of life, neither of which is a standard practice
in community oncology. The standard of care in the community is to follow accepted national clinical guidelines
such as those published by ASCO and NCCN.

Upon review of the significant literature, we are unable to find any suggestion of a safety signal when these agents
are used while following these accepted clinical guidelines. There is actually a large literature, including pooled
analysis that would strongly suggest that these agents are indeed safe when used according to widely accepted
guidelines. In view of these data, it seems less than reasonable to extrapolate a safety signal seen in an experi-
mental setting that does not apply to current clinical practice. Our assessment shows that the limitations listed in
the proposed NCD are not supported by the available science.

In addition, there are aspects of the proposed NCD that appear completely arbitrary. There is no literature to sup-
port limiting initiation of ESA to hemoglobin of 9 but there is literature that shows the risk of requiring a transfusion
goes up the lower the initiation hemoglobin, with an initiation level of 11 appearing to be optimal. Likewise, there is
no data to support an arbitrary 12 week limit to therapy. Review of the 7 publications showing a safety signal does
not reveal a relationship between length of exposure to ESA and safety. so we are unable to find a scientific expla-
nation for these recommendations. ESA therapy has been recognized as a standard of care for myelodysplasia
(MDS) by national guidelines (ASCO, ASH, and NCCN) for years. We were unable to identify any safety concerns
in any of the MDS literature. It is not clear to us what justification one would propose to change the standard of
care for this disease.

As practicing oncologists, we have all experienced a significant improvement in the quality of life for our cancer
patients since the advent of ESAs. Anyone who would deny that there is significant improvement in the quality of
life of a patient who has an improvement in there baseline hemoglobin from 10 or 11 to 12 has certainly not cared
for patients in the oncology setting. These agents make a significant impact on our patient’s lives and we feel that
limiting our patient’s access to these life improving agents would be tragic. As oncologists, we spend our entire
careers making risk benefit decisions. Based upon our review of the literature and our greater than 10 years of
experience, we feel the benefits greatly outweigh the risks to ESA use to the maijority of our patients with anemia.
To suggest that CMS is better positioned to judge this risk benefit decision is objectionable to our medical profes-
sionals.

We ask that your final NCD be based upon the available scientific evidence and allow us to continue to follow our
evidence based national treatment guidelines.

Sincerely,

Jeff Patton, MD
Chief Medical Officer

Tennessee Oncology

Other Clinics: Ashland City, TN « Carthage, TN « Dickson, TN « Fayetteville, TN « Franklin, TN
Hendersonville, TN « Lawrenceburg, TN » Manchester, TN « McMinnvitle, TN
Pulaski, TN » Shelbyville, TN = Smithville, TN « Smyrna, TN * Springfield, TN » Waverly, TN « Winchester, TN
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May 25, 2007

Steve Phurrough, MD, MPA

Director, Coverage and Analysis Group
Centers for Medicare and Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244

Re:  Proposed Decisions Memo for Erythropoiesis Stimulating Agents for Nonrenal Disease Indications
(CAG-00383N)

Dear Dr. Phurrough:

This letter is being written on behalf of the members of the Massachusetts Society of Clinical Oncologists to
convey our concerns regarding the proposed decision memo for erythropoiesis stimulating agents (ESAs) for
nonrenal disease indications (CAG-00383N).

As medical oncologists we are acutely aware that patient safety must be foremost in the treatment of disease.
We also believe that in as much as possible, scientific data is required to support safety and efficacy of drugs
which are used in the market place. When evaluating drugs, there is always a risk/benefit profile, which needs
to be studied prior to the use of a drug. With regards to the use of ESAs, however, we feel that the proposed
restrictions of their use has not been based upon quality data and in many cases is in conflict with scientific data
supporting the use of ESAs in patients with hematological or oncological illnesses. We are concerned that the
proposed decision memo for ESAs is too harsh in restricting ESAs as proposed. This, we believe, will have a
pejorative effect on a very large number of patients whose quality of life will be severely altered.

Limiting the use of ESAs in patients with underlying myelodysplastic syndromes (MDS) and restrictions in the
treatment of anemia secondary to neoplasia or chemotherapy will place a huge burden on our blood banks, and
they are already overburdened. There is significant data, particularly in the case of MDS that has demonstrated
ESAs as an effective therapy for the illness, wherein many cases no other therapy is available. In addition,
restricting the use of ESAs for patients undergoing chemotherapy will also have a detrimental effect in that
quality of life is often the key issue in treating patients with underlying cancer.

We feel that the decisions which you have proposed are arbitrary and are not based on scientific data. Although
we agree it is vitally important to make sure treatments are safe, it is equally as important to make certain that
patients are not deprived of treatments which have been proven to be effective and safe when used
appropriately.

65 Walnut Street, Fourth Floor
Wellesley, Massachusetts 02481
Tel: 781-237-0700 Fax: 781-239-1569
www.neho.org 2




May 25, 2007

Re: Proposed Decisions Memo for Erythropoiesis Stimulating Agents for Nonrenal Disease Indications
(CAG-00383N)
Page 2

Like many states, Massachusetts has a very large population of Medicare beneficiaries, and we are concerned
that your coverage decision has not been well studied, given the huge impact it will have if the policy is
changed. We ask that you reconsider the importance of the use of ESAs in patients with underlying
hematological and oncological diseases and not develop a policy until this situation has been well studied and
commented upon by experts in the hematology and oncology community.

Sincerely,

Jeffrey S. Wisch, MD
Member Board of Directors
Massachusetts Society of Clinical Oncology

JSW/gm
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Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent:  Tuesday, June 05, 2007 7:30 AM
To: Ciccanti, Maria L. (CMS/OCSQ)
Subject: FW: Public comment on ESA's

From: Jenny Jones [mailto:jjones@utahcancer.com]
Sent: Monday, June 04, 2007 2:51 PM

To: CMS CAGInquiries

Cc: Marsha Fetzer

Subject: Public comment on ESA's

Title of NCA/CAL:

Erythropoiesis Stimulating Agents
(ESAs) for non-renal disease
indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As an employee of Utah Cancer Specialists, and patient care advocate, I am concerned about the proposed erythropoietic stimulating
agent (ESA) guidelines under consideration. While I understand the need for proper use of these medications, the proposal falls
short of providing the best standard of care recommended by oncology organizations such as NCCN, ASCO and ASH. The current
proposals will result in a compromised quality of life for our patients, increased blood transfusion requirements with the associated
co-morbidity and risk and, ultimately, prove more costly to society than judicious use of ESAs. Please reconsider these guidelines
encouraging physicians to carefully weigh the risk/benefit with patients and allow providers to treat this growing population with the
best and most compassionate standard of care.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is quite responsive to ESAs
when iron stores, vitamin B12 and folate deficiencies and other underlying processes have been corrected. Holding initiation of ESA
until the hemoglobin drops to <9mg/d] will delay response and most likely result in transfusion for a greater number of our
chemotherapy patients. Most chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting
the covered treatment duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to any form of ESA under all
circumstances. While a portion of the MDS patients will not respond to ESAs, a greater number benefit from these medications;
reducing the number of necessary blood transfusions, eliminating the complications of iron overload that results from transfusion,
enhanced productivity by limiting time spent in a healthcare facility, and an overall improved quality of life.

We do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive to treatment, however:
e The recommended four weeks is an inadequate timeframe in which to evaluate patient responsiveness. Former
guidelines allow 12 weeks to determine response. Clearly, four weeks is an irresponsible timeframe.
e The proposed maximum treatment dose is insufficient to provide standard doses within the recommended
timeframes. The maximum covered four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
At an average dose of 40,000 units of Procrit each week, we would need 160,000 units in four weeks. The average
dose of Aranesp is 300mcg per 2 weeks - so the 630mcg would be sufficient.

We encourage you to reconsider the list of specified conditions to include other myeloid and erythroid cancers as well as anemia
caused by radiotherapy. Some patients will respond, therefore a trial of an ESA medication seems prudent.

Thank you for your consideration of this request. As a community oncology practice we strive to provide the optimal care to our
patients. Please allow us the support we need to continue this practice.

Respectfully,

06/11/2007 / ¢ zf
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June 8, 2007

Leslie V. Norwalk, Esq.

Acting Administrator

Centers for Medicare and Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244-1850

Subject: Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for non-
Renal Disease Indications (CAG-00383N)

Dear Administrator Norwalk:

The ACOI appreciates the opportunity to comment on the Centers for Medicare and Medicaid
Services’ (CMS) Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for
non-Renal Disease Indications.

The American College of Osteopathic Internists (ACOI), which represents the nation’s
osteopathic internists and medical subspecialists including oncologists, is dedicated to the
advancement of osteopathic internal medicine through excellence in education, advocacy,
research and the opportunity for service. To this end, the ACOI strives to advance federal rules
and regulations which provide osteopathic internists and medical subspecialists the ability to
provide the highest level of quality care to their patients. The Proposed Decision Memo under
consideration will impede this ability and negatively effect the quality of cancer care available to
Medicare beneficiaries.

The administration of ESAs serves an important role in the treatment of patients with cancer and
related conditions. CMS’ effort to determine whether there is sufficient evidence to conclude
that ESA treatment is not reasonable and necessary for certain clinical conditions is too broad
and fails to consider all applicable data. This is evidenced by the fact that the Proposed Decision
Memo leaves open the ability of local contractors to make reasonable and necessary
determinations for conditions not addressed in the memo. This would set the stage for broad
discrepancies in the quality of care available to Medicare beneficiaries across the country. Asa
result, prior to implementing guidelines that will have negative implications for patient care,
CMS should engage in additional reviews of existing studies and of the numerous studies still
under way.

A one-size-fits-all approach to cancer treatment, as set forth in the Proposed Decision Memo,
does not work and does not necessarily result in better quality care. The provisions set forth in
the memo, which would establish strict limits on timing and dosage, do not allow for the
necessary flexibility to treat a patient’s unique conditions. In fact, some of the guidelines
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provided for in the memo are counter to readily available clinical trial data. For instance, a 12
week per-year maximum can be inadequate for many conditions and courses of treatment that
may be necessary to treat and promote recovery from cancer. To this end, careful consideration
must be given to the realities of providing cancer treatment to Medicare beneficiaries.

Implementation of the Proposed Decision Memo will act as a setback to the advancement of
cancer care and the care made available to Medicare beneficiaries. ESA treatment allows a
physician to effectively manage and treat a cancer patient without a strong reliance on blood
transfusions. The reductions in coverage for ESAs will create an increased need for blood
transfusions and will subject cancer patients, many of whom already have suppressed immune
systems, to a much greater risk of infection and other serious side-effects caused by continual
transfusions.  ESAs allow cancer patients to live the highest quality of life possible without
resorting to antiquated and less effective protocols.

CMS is also seeking public comment on whether coverage for ESA therapy for Medicare
beneficiaries with cancer should occur only within appropriately designated clinical research
studies where informed consent and safety monitoring can be assured. The ACOI does not
support this requirement for Medicare beneficiaries to have access to ESAs. This provision
would simply create barriers to care for those who are not able to access “appropriately
designated clinical research studies” under the guise of promoting safety monitoring and the
attainment of informed consent. There are other ways to accomplish these goals without greatly
curtailing the utilization of appropriate ESAs, as determined by the patient and physician.

The ACOI appreciates the opportunity to provide these comments. We look forward to working
with CMS in the future on these and other issues of importance impacting the nation’s health
care delivery system.

Sincerely,

L?QW

Joanna R. Pease, DO, FACOI
President

C: ACOI Board of Directors
ACOI Clinical Practice Committee
ACOI Government Affairs Committee
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June 13, 2007

Steve Phurrough, MD, MPA

Director, Coverage and Analysis Group

Office of Clinical Standards and Quality

Mail stop C1-09-06

Centers for Medicare and Medicaid Services (CMS)
7500 Security Boulevard

Baltimore, MD 21244

Re: Proposed Coverage Decision Memorandum for the Use of Erythropoiesis
Stimulating Agents in Cancer and Related Neoplastic Conditions (CAG-00383N)

Dear Dr. Phurrough:

On behalf of Ortho Biotech Products, L.P., | am pleased to submit comments on the
Proposed Coverage Decision Memorandum for the Use of Erythropoiesis Stimulating
Agents (ESAs) in Cancer and Related Neoplastic Conditions (CAG-00383N). Ortho
Biotech Products, L.P. markets PROCRIT® (Epoetin alfa), a manufactured form of a
naturally occurring hormone (erythropoietin) administered by subcutaneous injection to
stimulate the bone marrow’s production of red blood cells. Clinical studies and
approximately 20 years of clinical experience have demonstrated Epoetin alfa effectively
treats chemotherapy-induced anemia by increasing hemoglobin, reducing red blood cell
transfusion utilization, and reducing anemia-related symptoms, particularly fatigue.

We strongly support CMS’s goal of ensuring that its coverage policies encourage
appropriate and safe use of ESAs, and discourage uses that are known to be
inappropriate. However, we are concerned that the proposed National Coverage
Determination (NCD) would restrict coverage of ESAs for certain conditions that are
medically reasonable and necessary, and would impose dosing and administration
requirements that are incompatible with recently revised product labeling. In particuiar,
the full use described in the labeling for ESAs and other prescription drugs should be
covered whenever those uses are the subject of a NCD. The U.S. Food and Drug
Administration (FDA) approves the product labeling for prescription drugs only after
careful consideration of all available evidence, and a thoughtful determination that the
uses described therein are safe and effective as supported by substantial evidence.




Uses that have been determined by the Secretary of Health and Human Services (HHS)
to be safe and effective on the basis of substantial evidence should not be declared by
CMS to lack necessity or reasonableness. '

Section 1861(t)(2) of the Social Security Act defines the drugs covered by Medicare Part
B as including all drugs and biologics that are: “used in an anticancer chemotherapeutic
regimen for a medically accepted indication.” That provision further defines a medically
accepted indication as including: “any use which has been approved by the Food and
Drug Administration for the drug. . . ”, as well as uses listed in certain compendia,
unless the Secretary of HHS has determined that “the use is not medically appropriate or
the use is identified as not indicated in one or more such compendia.”

The standard for FDA’s approval of an oncology drug product includes a finding by the
Secretary of HHS that the drug is safe and effective for its labeled use, based upon
substantial evidence consisting of adequate and well-controlled clinical trials. This
standard is clearly higher than, and includes the determination of “medically
appropriate”, the Secretary makes in determining coverage of a drug product.

With respect to the compendia indications for PROCRIT, such as myelodysplastic
syndrome there are robust clinical data, as evidenced in our accompanying Clinical
White Paper, by which the Secretary could determine that the compendia listed uses are
medically appropriate. Equally, these data refute any determination that the compendia
listed uses of PROCRIT are not medically appropriate. As such, those uses should not
be the subject of a National Coverage Determination, but should be left to case-by-case
assessments of medical necessity or Local Coverage Determinations (LCD).

The NCD in its draft form may lead to unintended consequences that raise serious public
health and safety concerns. We are particularly concerned that the determination will
increase red blood cell transfusion rates, and result in increased and known transfusion
risks as well as those presently unknown, but likely to emerge. In addition, the impact of
these proposed restrictions on the available blood supply, both nationally and locally, as
well as on transfusion services, should be carefully considered by CMS. Moreover, the
draft determination does not acknowledge the improved patient reported outcomes
associated with the use of ESAs. The implementation of the draft determination would
likely result in a decreased quality of life for Medicare beneficiaries with conditions where
the safety and effectiveness of ESAs have been demonstrated.

Summary of Ortho Biotech’s Recommendations on the Proposed NCD

e The results of clinical studies, outlined in the attached Clinical White Paper,
demonstrate that PROCRIT is safe and effective when used for FDA-approved
indications, and for other medically-accepted uses listed in the DrugPoints®
Compendium (which, in July, 2007, will succeed USP DI®). The final NCD should
allow for the appropriate use of ESAs for these indications.

e We do not object, in principle, to a determination that ESAs are not reasonable and
necessary for the following nine conditions:
- any anemia in cancer or cancer treatment patients due to folate deficiency, B-12
deficiency, iron deficiency, hemolysis, bleeding, or bone marrow fibrosis;
- anemia of myeloid cancers;
- anemia associated with the treatment of myeloid cancers or erythroid cancers;
- anemia of cancer not related to cancer treatment;




- any anemia associated with radiotherapy;

- prophylactic use to prevent chemotherapy-induced anemia;

- prophylactic use to reduce tumor hypoxia;

- patients with erythropoietin-type resistance due to neutralizing antibodies; and,
- anemia due to cancer treatment if patients have uncontrolled hypertension.

However, the final determination should clarify that “myeloid cancers” refers to
acute myeloid leukemia (AML) and chronic myeloid leukemia (CML) but not to
myelodysplasia or multiple myeloma. Additionally, coverage for the use of ESAs
in several of these conditions may be reasonable and necessary when such use
is part of an evidence development program.

CMS should specifically allow coverage of ESA use for these conditions:

- anemia of myelodysplasia or myelodysplastic syndrome (MDS);

- anemia in patients with treatment regimens including anti-angiogenic drugs;

- anemia in patients with treatment regimens including monoclonal/polyclonal
antibodies directed against the epidermal growth factor (EGF) receptor; and,

- patients with thrombotic episodes related to malignancy.

The presence of functional EPO receptors on tumors and tumor proliferation in
response to exogenous EPO has not been demonstrated, and thus should not form a
basis for determining medical necessity or appropriateness for the described tumor
types. Coverage determinations should not be premised on highly theoretical
models. In particular, we believe Medicare should not ignore proven clinical benefits
of ESA treatment while giving greater weight to theoretical risks.

The final coverage determination should cover ESA use in patients with
chemotherapy-induced anemia if they have a hemoglobin concentration below 11
g/dL, and suspend coverage in patients who reach a Hb concentration over 12 g/dL
during a course of treatment, which is consistent with ESA prescribing information.

ESAs may be necessary for a duration longer than 12 weeks annually, particularly
for patients who receive more than one course of chemotherapy in a year. The final
coverage determination should restrict the duration of coverage for ESAs to periods
of ongoing chemotherapy, and for up to a 3 month period following chemotherapy
completion. In most individual cases, ESA treatment duration will be shortened if the
final determination prevents coverage for patients with a hemoglobin concentration
above 12 g/dL, but ESA coverage should be permitted for a full course of
chemotherapy where medically appropriate and necessary.

Coverage for ESAs should not be subject to an arbitrary dosing cap during a
treatment period. The efficacy and safety of ESAs, as demonstrated in controlled
clinical trials, are incumbent upon the dose titration described in approved product
labeling. The final coverage determination should support the use of ESAs starting
with the lowest dose needed to avoid a transfusion, as described in approved
labeling, and increasing the dose as needed and as described in the labeling
information, to obtain a therapeutic effect. The arbitrary dose limits described in the
draft NCD interfere with physicians’ ability to appropriately individualize patient care.
In practice, if CMS limits ESA use with a Hb limit (i.e., suspending coverage for Hb >
12 g/dL), an appropriate patient-specific dose limit will in fact be in place. Moreover,
any arbitrary dose limit will create unintended reimbursement incentives.



e The proposed determination to discontinue coverage if there is evidence of poor drug
response after 4 weeks is inconsistent with FDA approved labeling, clinical trial
evidence, and anemia treatment guidelines. A determination to discontinue
coverage if there is evidence of poor drug response (i.e. hemoglobin/hematocrit rise
<1 g/dl/<3%) at week 8 of treatment (after appropriate dose titration) would be more
consistent with clinical trial evidence and established anemia treatment guidelines.

o The final determination should eliminate the following proposals due to lack of
supporting scientific evidence:
- Non-coverage of continued administration if there is an increase in fluid retention
or weight (5 kg) after 2 weeks of treatment; and,
- Non-coverage if there is a rapid rise in hemoglobin/hematocrit >1 g/dL >3% after
2 weeks of treatment.

« Ortho Biotech (OBI) is interested in discussing further Coverage with Evidence
Development (CED) approaches for patients with anemia of cancer not related to
chemotherapy treatment. We do not believe CED is an appropriate coverage
approach for patients with chemotherapy-induced anemia, given the body of
evidence demonstrating that ESAs are reasonable and necessary for the treatment
of these patients.

¢ In recognition of our shared interest in developing additional evidence on ESA use,
OBl recommends that CMS consider a Pharmacovigilance and Evidence
Development Program for ESAs that will include periodic reports from
manufacturers, consideration of the pharmacovigilance plans developed with the
FDA, and other important elements described in our detailed comments below.

Detailed Comments

Our comments are organized into four sections as outlined below:

A. Background
1. Safety record and benefits of PROCRIT when used for labeled indications and for
indications listed in the DrugPoints Compendium (formerly USP Dl).
2. Safety signals that have emerged from recent ESA clinical trials, particularly those
targeting Hb levels > 12 g/dL
3. Potential risks to the country’s blood supply associated with decreased ESA use
B. Response to CMS Proposed Decision Memorandum
. Clinical conditions for which proposed non-coverage is appropriate
. Clinical conditions for which proposed non-coverage is not appropriate
. Coverage restrictions based on the presence of EPO receptors
. Hemoglobin/hematocrit levels for initiation of ESA treatment
Maximum covered treatment duration of 12 weeks per year
Maximum covered 4 week treatment dose of 126,000 units for erythropoietin and
630 g for darbepoetin
Non-coverage for poor drug response (hemoglobin/hematocrit rise <1 g/dl/<3%)
after 4 weeks of treatment
8. Non-coverage for increase in fluid retention or weight (5 kg) after 2 weeks of
treatment
9. Non-coverage for rapid rise in hemoglobin/hematocrit >1 g/dl/>3% after 2 weeks
of treatment
10. Coverage with Evidence Development (CED)
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C. OBI's recommended coverage policies for PROCRIT coverage and administration
D. Pharmacovigilance and Evidence Development Program
E. Conclusion

As noted throughout this comment letter, additional details and documentation to support
our position are included in the attached Clinical White Paper.

A. Background

1. Safety Record and Benefits of ESAs

Medicare has provided coverage for patients receiving Epoetin alfa since 1989, when it
was first approved to avoid transfusions in end-stage renal disease patients treated with
dialysis. Epoetin alfa was subsequently approved by FDA for use in chronic renal
failure patients (pre-dialysis) and zidovudine-treated HIV-infected patients (1990), as
well as for cancer patients receiving chemotherapy (1993), and for patients scheduled
for elective, noncardiac, nonvascular surgery (1996) who are not able or willing to
donate autologous blood despite significant anticipated blood loss. Since 1989, the
DrugPoints Compendium (formerly USP DI) has reviewed evidence in the peer-reviewed
literature and, in addition to the FDA-approved indications, currently lists PROCRIT as
beneficial for use in anemia related to treatment of hepatitis C, critical illness, MDS,
chronic/ neoplastic disease, and blood unit collection for autotransfusion.

ESAs are an important beneficial therapeutic option for anemia treatment in patients who
might otherwise require transfusions. Multiple randomized and non-randomized clinical
trials involving approximately 15,000 patients treated with ESAs for chemotherapy-
induced anemia have been performed over the past 20 years. ESAs have been
demonstrated to reduce transfusion risks by approximately 50% and have an acceptable
safety profile when used according to label.

It is estimated that over four million patients worldwide have been treated with epoetin
alfa. While transfusions are certainly necessary and beneficial in acute situations, many
risks associated with transfusion have been well documented, including allergic
reactions, transmission of infectious agents, and immunomodulation effects such as
TRALI (transfusion-related acute lung injury), especially in patients who are already
compromised. Despite high safety standards for the blood supply, many patients still
view transfusions with distress and anxiety and clearly want to avoid them.

We share CMS’ concerns for safety, but urge CMS to give appropriate consideration to
the benefits of ESAs, particularly the widely studied benefits of patient-reported
outcomes. According to the General Methodological Principles that are described in
numerous national coverage decision memos:

CMS determines whether an intervention is reasonable and necessary by
evaluating its risks and benefits. For all determinations, CMS evaluates
whether reported benefits translate into improved net health outcomes.
CMS places greater emphasis on health outcomes actually experienced
by patients, such as quality of life, functional status, duration of disability,
morbidity and mortality, and less emphasis on outcomes that patients do
not directly experience, such as intermediate outcomes, surrogate
outcomes, and laboratory or radiographic responses.



In the case of ESAs, patients have benefited from the reduction in fatigue that is
associated with anemia treatment, in addition to transfusion avoidance. While the FDA
has not accepted patient-reported outcomes as labeling claims for ESAs in the United
States, its thinking on such claims has been, and is constantly, evolving. The FDA
issued draft guidance on patient reported outcomes (PROs) for purposes of labeling
claims in March 2006, but has since stated publicly its intent to make significant
revisions to the guidance when finalized

(http://www fda.gov/cder/present/DIA2006/Burke_Rock.pdf). Other regulatory bodies
have a higher level of acceptance of the ocutcomes data generated from randomized
controlled trials. The EMEA and Health Canada have included symptom-based, patient
reported outcomes data in the product labeling for ESAs. CMS should carefully consider
the large body of evidence of improved PROs that have been reported with ESA use in
patients with chemotherapy-related anemia when finalizing its coverage determination.
This type of anemia is a common complication of myelosuppressive chemotherapy, with
the frequency of occurrence dependent on the underlying malignancy and the regimen
and intensity of chemotherapy utilized.

Anemia is highly associated with fatigue and diminished patient-reported health status in
patients with cancer who are receiving chemotherapy. The impact of fatigue on the lives
of patients with cancer is significant, with the vast majority reporting that it prevented
them from leading a “normal” life, required alterations in their activities of daily living, and
was more significant than cancer-related pain. Cancer-associated fatigue also has
economic repercussions for both employed patients with cancer, who miss an average
of 4.2 workdays per month, and their caregivers, who take time off from work to assist
them.

The causes of fatigue are multifactorial and the relationship between hemoglobin
concentration and intensity of fatigue is not well understood. However, since patient-
reported levels of fatigue in patients who had cancer have been shown to correlate
directly with the degree of anemia, anemia is often treated for palliation of symptoms as
per guidelines established by the National Comprehensive Cancer Network (NCCN).

2. Safety Signals from Investigational Studies

Recent safety signals, including an increased risk of thromboembolic events (TVE),
reduced survival, and possible tumor growth, have emerged from investigational cancer
studies, particularly when ESAs were used beyond the correction of anemia (target Hb
> 12g/dL.

The risks of ESAs in cancer patients are described in product labeling. An increased
incidence of thrombotic events has been observed when ESAs are used for the
correction of chemotherapy-induced anemia. Adverse effects on survival and tumor
progression are observed when ESAs are used off-label. With the exception of the
Amgen Anemia of Cancer Trial (Glaspy 2007), all the studies below evaluated patients
with higher Hb initiation levels (> 12 g/dL) and/or targeted higher Hb levels (> 12 g/dL)
than currently recommended. The Amgen Anemia of Cancer Trial evaluated a patient
population that is currently excluded in the FDA approved ESA labeling information. The
table below summarizes these studies:



Hb Hb FDA-
Trial - N Patient Population initiation | target approved
(g/dL) (g/dL) use?
Potentiation of radiation therapy
Head and neck cancer
fﬂ?&ﬁ%ﬁos) 351 | patients wthradiaton 12113 | 14115 No
erapy
Head and neck cancer
[()ét':;g‘a%‘r\ 42007) | 522 | patients with radiation 145 155 No
therapy
Potentiation of chemotherapy
BEST Breast cancer patients with
(Leyland-Jones 939 | chemotherapy 13 14 No
2005)
Anemia of cancer
Amgen Anemia of Anemia of cancer
cancer (Glaspy 985 11 12 No
2007)
EPO CAN 20 Anemia of cancer
(Wright 2007) 70 12 14 No

More detailed summaries of these and other studies that investigated the use of ESAs
outside the uses described in the current label are included in the recently revised
prescribing information. In collaboration with the FDA, Ortho Biotech and Amgen Inc.,
another marketer of ESAs, updated the safety information in the product labeling for their
ESAs to reflect these safety signals in March 2007. Additionally, it should be noted that
an active epoetin alfa pharmacovigilance program is ongoing under the direction of
Johnson and Johnson Pharmaceutical Research and Development. This program
involves ongoing discussions, updates of clinical trial results, and post-marketing
surveillance in collaboration with the FDA.

The extensive evidence base indicates that ESAs, when used according to product
labeling (the treatment of anemia caused by concurrent chemotherapy, with a target
hemoglobin concentration not to exceed 12g/dL), have no negative effect on survival or
tumor growth. While there is an increased risk for TVEs, this risk is well described in
product labeling, and is understood by health care providers.

As proposed, the NCD relies upon safety signals from the investigational studies to
unduly limit uses of ESAs that have been shown to be reasonable and necessary. The
final determination should cover all uses of ESAs described in approved product
labeling, for which there necessarily exists substantial evidence of the safety and
effectiveness of those uses, and any other use for which safety signals have not been
observed and there is a body of evidence supporting the use, such as there is for MDS.
Any other approach threatens patient access and health outcomes.

3. Potential Risks to the Nation’s Blood Supply Associated with Decreased ESA Use

The nation’s blood supply is a limited resource that could be further strained by the
increased demand for transfusions that would likely result from an overly restrictive
coverage policy on the use of ESAs. From 1987 to 1997, the collection of allogeneic
blood declined from a high of 13.6 million to 11.9 million units. Although supply of blood



has increased since then, so has demand, and the current margin between supply and
demand has shrunk.

Additionally, processes used for qualifying fully screened units further exacerbate this
situation. In 2004, 240,000 units were rejected after screening, leaving a margin of only
648,000 units or 4.5% of the available supply. Based on the 2005 Nationwide Blood
Collection and Utilization Survey Report, 8.5% of surveyed hospitals reported
postponement of elective surgeries on 1 or more days in 2004 because of blood
inventory shortages (range: 1 to 39 days a year). Sixteen percent of hospitals reported
they were not able to meet their non-surgical blood needs on at least one day. Although
demand is fairly constant, the blood supply is actually highly variable throughout the
year. This has led to transient shortages during holiday periods typically associated with
low donation.

Ortho Biotech performed a modeling simulation to estimate the impact that limiting the
use of ESAs in chemotherapy-induced anemia would have on the U.S. blood supply
(data on file). The excess number of units that would be required if patients were not
treated with ESAS, was contrasted with the 2004 marginal blood supply data (most
recent data available). Model inputs were drawn from the published literature or expert
opinion where literature was lacking. Estimates were developed for a range of scenarios
and incorporated into appropriate sensitivity analyses.

The model predicts that up to a third of the marginal U.S. blood supply would be required
to cover the incremental demand for blood that would arise from a 25% decrease in the
use of ESAs (see attached model). Nearly two-thirds of the marginal blood supply could
be compromised with a 50% reduction of ESA use in patients with chemotherapy-
induced anemia. Recently, Wall Street analysts reported their estimates that
implementation of the draft NCD may decrease ESA utilization from 25% to 70%
(Porges 2007, Werber 2007, Ende 2007, Hopkins 2007). Such changes in ESA
utilization would be associated with an incremental demand of 118,000-237,000 units of
“blood. This added pressure on the blood supply could be even larger due to regional
variations in the number of available units, and the variable frequency of donation.

We urge CMS to consider the potential negative consequences on the nation’s blood
supply by restricting the use of ESAs.

B. Response to CMS Proposed Decision Memo

1. Clinical Conditions for which Proposed Non-Coverage Is Appropriate

CMS proposes thirteen clinical conditions for which ESA treatment would not be
reasonable and necessary.

We agree, in principle, and do not object to a determination that ESAs are not
reasonable and necessary for the following nine uses:

1. the treatment of any anemia in cancer or cancer treatment patients due to folate
deficiency, B-12 deficiency, iron deficiency, hemolysis, bleeding, or bone marrow
fibrosis;

2. the treatment of anemia of myeloid cancers;

3. the treatment of anemia associated with the treatment of myeloid cancers or
erythroid cancers;
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the treatment of anemia of cancer not related to cancer treatment;

the treatment any anemia associated with radiotherapy;

prophylactic use to prevent chemotherapy-induced anemia;

prophylactic use to reduce tumor hypoxia;

use in patients with erythropoietin-type resistance due to neutralizing antibodies;
and,

treatment of anemia due to cancer treatment if patients have uncontrolled
hypertension.

The determination should clarify that the term “myeloid cancers” refers to acute myeloid
leukemia (AML) and chronic myeloid leukemia (CML), and not to myelodysplasia or
multiple myeloma. Additionally, coverage for the use of ESAs in several of these
conditions may be reasonable and necessary when such use is part of an evidence
development program.

2. Clinical Conditions for which ESAs are reasonable and necessary

CMS should allow coverage for the following four conditions based on the body of
evidence demonstrating ESAs are reasonable and necessary:

The anemia of myelodysplasia or myelodysplastic syndrome (MDS)

MDS is not considered a myeloid cancer but rather a disorder of ineffective
hematopoesis. Anemia is the most frequent complication of this irreversible
chronic bone marrow disorder that requires long-term transfusions, and is
commonly treated with ESAs. Transfusion dependency has been associated
with reduced survival and morbidity, including iron overload. ESA benefits
include reduced dependency on transfusions, especially in MDS patients
presenting with serum erythropoietin levels < 500 mUnits/mL. |n addition, studies
of EPO use in low risk MDS patients have suggested that survival is improved
compared to historical controls. The natural history of MDS is associated with a
proportion of patients transforming to acute leukemia, although there is no
evidence that use of EPO accelerates this transformation.

No safety signal has emerged regarding ESAs use in anemia of MDS. Currently,
the anemia of MDS is covered by virtually every carrier under LCDs that were
recently revised to withdraw coverage for the anemia of cancer. Carriers should
continue to exercise discretion when covering the use of ESAs to treat the
anemia of MDS based on the existing body of clinical trial evidence, and the fact
that no safety signal has emerged. Treatment guidelines, e.g., ASH/ASCO,
NCCN, British and Italian national guidelines, and major compendia (DrugPoints -
(formerly USP DI) and AHFS), have endorsed the use of EPO for MDS.
Additionally, CMS appears to have recognized the value of ESA treatment by
incorporating evaluation of iron stores for MDS patients undergoing ESA
treatment as a physician quality measure under the Physician Voluntary
Reporting Program (PVRP).

Anemia in patients with treatment regimens including anti-angiogenic drugs such
as bevacizumab and monoclonal/polyclonal antibodies directed against the
epidermal growth factor (EGF) receptor e.g., cetuximab (Erbitux®) and
panitumumab (Vectibix™)



The proposal to restrict coverage for patients whose chemotherapy regimens
include an anti-angiogenic or anti-epidermal growth factor receptor agent lacks a
sufficient scientific foundation. No safety signals have been identified with the
concomitant use of ESAs in the clinical settings where these approved regimens
are widely utilized, e.g., colorectal and lung cancer. Furthermore, ESAs for the
treatment of anemia are allowed in the ongoing clinical trials evaluating potential
new indications for these agents in combination with chemotherapy. This policy
would adversely affect many patients for whom anti-angiogenic agents are
administered in combination with myelosuppressive chemotherapy regimens that
commonly cause anemia.

The final coverage determination should be based upon scientific evidence and
not on theoretical concerns of overlapping toxicity, which, based on the data from
the large registration trials and pharmacovigilance program, remain
unsubstantiated. Because there is no basis to conclude that the use of ESAs is
not reasonable and necessary in every patient receiving anti-angiogenic drugs,
the final national coverage determination should rely on local carrier discretion to
determine coverage. We believe CMS would set a new precedent in its
coverage of treatments by ignoring the proven benefits of anemia treatment in
these patients while giving greater weight to theoretical risks. We recommend
that this proposal be withdrawn.

* Patients with thrombotic episodes related to malignancy

While ESAs are known to increase the risk of thromboembolic events, the
determination of the acceptability of such risk should be made in the ordinary
course of the practice of medicine, after discussion between healthcare
practitioners, patients, and families about the known risks and benefits. Such
informed decision-making should not be usurped through a national coverage
determination.

3. Coverage restrictions based on the presence of EPO receptors (EPO-R)

There is inadequate scientific evidence upon which to base ESA coverage
restrictions concerning selected tumor types that may express EPO-R on the surface
of their cells. While we recognize the theoretical concerns raised by the presence of
such EPO-R on tumor cells, there is no evidence that these receptors are functional
at pharmacologic ESA doses, nor have they been demonstrated to cause tumor
growth in the presence of EPQ in any in vivo model. We discuss the serious
scientific limitations of this theoretical rationale underlying the proposed coverage
restrictions in the attached Clinical White Paper.

Briefly stated, the scientific data supporting the presence of functional EPO-R on the
surface of tumor cells has significant limitations and are thus unreliable as a basis for
selecting specific tumor types for coverage restrictions. The biologic relevance of
detecting EPO-R in tumor cells is uncertain, given the lack of antibody specificity for
cell surface expression of the EPO-R on tumor cells. The antibody utilized in cited
assays recognizes multiple proteins and is unable to differentiate between
cytoplasmic and cell surface EPO-R expression. Furthermore even when such
receptors are "present” in the tumor cells, there is no evidence of signaling from
these receptors even in the presence of exogenous EPO at concentrations that are
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nearly 2 logs greater than the maximal concentration achieved after labeled doses of
EPO are administered. This, coupled with the fact that no studies have been able to
derive a binding coefficient (Ky) for the affinity of EPO to the receptors on tumor cells,
suggests that, even if such receptors are present, they are irrelevant to the biology of
the tumor. In fact, no studies, including those in the CMS proposed decision
memorandum, have shown that exogenous EPO leads to increased tumor growth in
vivo. Investigators reported less favorable tumor outcomes in EPO-treated head and
neck cancer patients whose tumors "express" the EPO-R, have acknowledged such
uncertainties.

“... if we assume that SC695 (commercially available EPO-R antibody) lacks
specificity & sensitivity, as claimed by a recent publication, interpretation of our data
would become a real challenge...” Henke (2006)

EPO effects on tumor oxygenation and microvasculature have been hypothesized as
an alternative mechanism for explaining tumor progression in those studies designed
to treat patients to high target Hb levels to potentiate a radiotherapy effect [e.g. 14-15
g/dL, Henke (2003), DAHANCA (Overgaard 2007)]. Specifically, maximal tumor
oxygenation in squamous cell carcinoma of the head and neck has been observed at
normal gender-specific Hb values. Above this optimal Hb range, studies have
demonstrated that tumor oxygenation begins to worsen, potentially counteracting the
anti-tumor effectiveness of localized radiotherapy delivered to the tumor (Vaulpel
2006).

FDA scientists have also reviewed this area and described the following:

e “_.adirect relationship between the presence of EPO receptors on tumors and
tumor proliferation in response to exogenous EPO has not been established...”
(see, FDA briefing book, ODAC, May 2007).

e “._.Invitro and in vivo data do not provide convincing evidence that EPO
promotes tumor growth and proliferation...” (see, FDA briefing book, ODAC,
May 2007)

An alternative explanation for the tumor progression observed when head and neck
cancer patients receiving radiotherapy were treated to high Hb targets, based on
ESAs detrimental effect on tumor oxygenation and viscosity at high Hb levels, is
more strongly supported by the scientific evidence than the EPO-R mechanism. In
summary, the use of an unreliable and unapproved immunoassay to detect the
presence of non-functional EPO-R on tumors has significant limitations, and thus,
should not form the basis of coverage restrictions for chemotherapy-induced anemia
in selected tumor types.

4. Coverage limitation to documented hemoglobin concentrations below 9 ga/dL.

This limitation proposed in the draft NCD is inconsistent with the scientific evidence
demonstrating the safety and efficacy of ESAs, the current standard of care, and
established anemia treatment guidelines. None of the trials relied upon by FDA to
establish the safety and efficacy of ESAs included entry criteria consistent with the draft
NCD limitations. ESA pivotal trials, reviewed by the FDA, required initial hemoglobin
concentrations to be below 10.5 -11.5 g/dL. We do not have a sufficient basis upon
which to assess the utility of ESAs when treatment is limited to instances in which
hemoglobin falls below 9 g/dL.
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Indeed, peer-reviewed, published meta-analyses reported a lower risk of transfusions
when ESA treatment is initiated at a baseline Hb level of 10-12 g/dL as compared with
Hb < 10g/dL (see table below).

Baseline Hb at ESA initiation Relative risk for transfusion (95% ClI)
Hemoglobin < 10 g/dI 0.70 (0.65, 0.7)
Hemoglobin 10-12 g/di 0.46 (0.40, 0.53)

Clinical trial and observational study evidence has demonstrated significantly lower
transfusion frequency in patients with chemotherapy-induced anemia who are initiated at
higher hemoglobin levels within anemia treatment guidelines recommending ESA
initiation at Hb < 11 g/dL. These findings are consistent when patient groups are
compared investigating those initiated with ESAs at Hb < 9 g/dL versus Hb 9-11 g/dL or
Hb < 10 versus Hb 10-11 g/dL. Analyses from several studies show that ESA initiation
closer to the Hb < 11 g/dL level is associated with lower transfusion frequency and are
described more completely in the attached Clinical White Paper.

We recommend coverage for Hb < 11 g/dL at ESA initiation with target hemoglobin not
to exceed 12 g/dL, which is consistent with labeling information and established anemia
treatment guidelines. These suggested limitations are for the ESA treatment course
rather than monthly initiation. Ciinical trials have not investigated interrupted ESA
treatment.

Coverage for ESAs should be suspended whenever hemoglobin concentrations exceed
12 g/dL in patients with chemotherapy-induced anemia. This is in contrast to the current
CMS coverage policy on erythropoietin use in end-stage renal disease (ESRD) patients.
For this very different patient population, Medicare’s coverage policy is to maintain a
target hematocrit level between 30% and 36%. However, because of variability in
response to erythropoietin, CMS does not require monitoring by its contractors until the
hematocrit level reaches 39.0 (or hemoglobin of 13.0). We recommend in the oncology
population, which has a much shorter treatment duration and a differing physiologic
state, that Hb level should not exceed 12 g/dL and coverage should be suspended
whenever Hb exceeds 12 g/dL.

5. Coverage limitations to 8 maximum treatment duration of 12 weeks/year

Many standard chemotherapy regimens that are associated with chemotherapy-induced
anemia are administered for greater than12 weeks. In addition, patients may receive
more than one chemotherapy treatment regimen in a year, particularly those patients
with metastatic or recurrent disease. Frequently, chemotherapy-induced anemia
persists for 1-3 months following discontinuation of treatment.

The proposed coverage limitation by duration of treatment fails to account for the
heterogeneity of chemotherapeutic regimens, co-morbid conditions, and patient
responsiveness. Additionally, patients who require more than one course of
chemotherapy in a year will be disadvantaged. A far better approach to limiting
treatment duration is based upon individualized outcome measures, such as an upper
hemoglobin concentration limit. A final coverage determination limiting coverage in
instances where hemoglobin concentration exceeds 12 g/dL would have the practical
effect of limiting treatment duration in most patients, but would permit longer uses of
ESAs where medically reasonable and necessary. We recommend no annual restriction
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on the number of weeks covered. CMS could, however, restrict ESA treatment to
periods of ongoing chemotherapy plus three months following chemotherapy completion.

6. The maximum covered 4 week treatment dose is 126,000 units for erythropoietin and
630 ug for darbepoetin

Patient, tumor type, and treatment heterogeneity preclude definition of a maximum
dosing limit that is premised on medical necessity and reasonableness. The proposed
dosing limit is counter to the recommended epoetin alfa dosing in the prescribing
information (e.g., a 100 kg patient would require 180,000 Units of EPO over 4 weeks
based on 150 Units/kg TIW or 160,000 Units over 4 weeks based on 40,000 U QW).
The prescribing information appropriately recommends dose escalation based on the
initial response to the starting doses (e.g., a 100 kg patient may require 360,000 Units of
EPO over 4 weeks based on 300 Units/kg TIW or 240,000 Units over 4 weeks based on
60,000 Units QW). Such escalations are based upon the adequate and well-controlied
clinical trials demonstrating safety and effectiveness and supporting approval of ESAs.
These escalations would be precluded under the proposed maximum limits in the
proposed NCD . A far better approach to limiting dose is to use individualized outcome
measures, such as an upper hemoglobin concentration limit. A final coverage
determination limiting coverage in instances where hemoglobin concentration exceeds
12 g/dL would have the practical effect of limiting treatment dose in most patients, but
would permit appropriate dose escalation of ESAs where medically reasonable and
necessary.

We also note that the application of a dose cap could shift treatment selection to the
agent with a maximum dose that accommodates the most patients, which could in turn
be the higher priced ESA. As shown in the table below, the dose cap outlined in the
proposed NCD (PROCRIT 126,000 Units and ARANESP 630 mcg) would result in a
66% higher payment when ARANESP is utilized compared to PROCRIT, without any
additional clinical benefit (based on 2nd quarter 2007 Average Selling Price (ASP+ 6%)).

ESA Dose Payment Limii ARANESP Price Premium
(ASP + 6%)
PROCRIT 126,000 Units $1,190.95 66%
0
ARANESP 630 mcg $1,980.09
NOTE: 2™ Qtr Payment Limit: PROCRIT -$9.452/1,000 Units; ARANESP - $3.143/mcg

This proposed NCD, ifimplemented, may have the unintended effect of establishing an
arbitrary advantage for one product over another in a therapeutic category, limiting
choice, costing more than it would otherwise, and increasing beneficiary co-pays. The
only way to avoid providing an arbitrary advantage to one product is to not set maximum
dose limits on either product. ESA dose can and will be appropriately and effectively
constrained through implementation of an ESA initiation hemoglobin of < 11 g/dL and a
hemoglobin level not to exceed 12 g/dL. This would obviate the need for separate
maximum dose limits, which interfere with patient care.

Because ESAs should remain a covered treatment for beneficiaries with MDS, and
because patients with MDS frequently require higher ESA doses than those needed by
patients with chemotherapy-induced anemia, maximum doses for the latter would also
impede effective doses for the former.
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7. Limitations on use of ESA in patients with evidence of poor drug response
{hemoglobin/hematocrit rise <1 g/dl/<3%) after 4 weeks of treatment

As described in the attached Clinical White Paper, Waltzman reported that 29% of
patients without a 1 g/dL Hb rise at week 4 went on to have at least a 1 g/dL Hb rise by
the end of the study. This demonstrates that a significant proportion of patients have
continued improvements throughout ESA treatment. Dose escalations at 4 or 8 weeks
based on lack of response are recommended as per the ESA prescribing information
and national treatment guidelines. Placebo-controlled trials have indicated that poor
drug response at week 4 is not predictive of hematologic response by the end of the
trials. As currently proposed, this limitation would result in inadequate patient care.

We recommend the final coverage determination cover patients being treated with
epoetin alfa in accordance with the dosing strategy described in approved product
labeling and supported by substantial clinical evidence. In patients experiencing an
initial poor response (hemoglobin improvement < 1 g/dL over baseline at four weeks),
the dose should be escalated as described in approved product labeling. In those
patients with continued poor response following an additional four weeks of treatment at
the escalated weekly dose, (8 weeks of treatment), epoetin alfa should be discontinued.
This allows an 8-week epoetin alfa treatment duration to assess individual patient
response. Alternatively, patients treated with the epoetin alfa three times weekly are
dose escalated for poor response after eight (8) weeks. In those patients with continued
poor response following four weeks at the escalated dose, epoetin aifa should be
discontinued. This allows a 12-week epoetin alfa treatment duration for the assessment
of individual patient response.

We recognize that this clinically appropriate policy might be difficult to implement as a
national coverage policy. Therefore, we believe that 8 weeks is an adequate and
rational time period for treatment response assessment before coverage is withdrawn,
given that the majority of epoetin alfa patients receive weekly dosing.

8. Limitations in the setting of an increase in fluid retention or weight gain (5 kg) after 2
weeks of treatment

There is no evidence upon which to conclude that use in the setting of an increase in
fluid retention is not reasonable and necessary in at least some patients. The final
determination should offer local carriers discretion to determine medical necessity and
reasonableness on a case-by-case basis.

9. Limitations in instances where there is a rapid rise in hemoglobin/hematocrit >1
a/dl/>3% after 2 weeks of treatment

There is no evidence to support this proposal. We recommend that it be withdrawn.
If there is a rapid rise in hemoglobin/hematocrit, the PROCRIT (epoetin alfa) dose
should be reduced by 25%, not discontinued (as per prescribing information in the label).
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10. Coverage with Evidence Development (CED)

The proposed NCD expressed interest in comments on whether coverage for ESAs for
Medicare beneficiaries “with cancer” should occur only within appropriately designed
clinical research studies where informed consent and safety monitoring can be assured.

Given that recent evidence from a clinical trial in patients with anemia of cancer (Glaspy
2007) showed excess mortality from ESA treatment, such treatment does not support
coverage under section 1862(a)(1)(A). However, the impact of ESA treatment is
unknown for anemia of cancer patients who have earlier stage disease or are in
remission and not receiving concurrent chemotherapy, such as low grade lymphoma or
multiple myeloma. We encourage CMS to explore coverage for treatment of anemia of
cancer under CED.

We do not believe CED is an appropriate coverage approach for patients with
chemotherapy-induced anemia, given the body of evidence demonstrating that ESAs are
reasonable and necessary for the treatment of these patients. Applying Coverage with
Study Participation to chemotherapy-induced anemia suggests that the current level of
evidence is inadequate and, in the past, would have prompted a non-coverage decision.
This is an extreme, overreaching and unprecedented interpretation of the current body of
evidence, one that is simply without merit or support from a wide range of interested
parties, including health care practitioners, patients and the organizations that represent
them, manufacturers, researchers, and commercial insurers.

C. OBI’s recommended coverage policies for PROCRIT coverage and
administration

Current Medicare drug coverage policies are appropriate and, in general, the safeguards
inherent in the LCD process are working. Medicare drug coverage policy is described in
Chapter 15, “Covered Medical and Other Health Services”, of the Medicare Benefit
Policy Manual. As stated in section 50.4: “Drugs or biologicals approved for marketing
by the Food and Drug Administration (FDA) are considered safe and effective for
purposes of this requirement when used for indications specified on the labeling.”

The coverage of an unlabeled use of a drug is described in section 50.4.2: “FDA
approved drugs used for indications other than what is indicated on the official label may
be covered under Medicare if the carrier determines the use to be medically accepted,
taking into consideration the major drug compendia, authoritative medical literature
and/or accepted standards of medical practice.?

' The standard for FDA’s approval of an oncology drug product includes a finding by the Secretary of HHS
that the drug is safe and effective for its labeled use, based upon substantial evidence consisting of adequate
and well-controlled clinical trials. This standard is clearly higher than and includes the determination of
“medically appropriate” the Secretary makes in determining coverage of a drug product.

2 with respect to the compendia indications for PROCRIT, there is robust clinical data, as evidenced in our
accompanying Clinical White Paper, by which the Secretary could determine that the compendia uses are
medically appropriate. Equally, these data refute any determination that the compendium uses of
PROCRIT are not medically appropriate. As such, those uses should not be the subject of a National
Coverage Determination, but should be left to case-by-case assessments of medical necessity or local
coverage determinations.
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Finally, in the case of drugs used in an anti-cancer chemotherapeutic regimen,
unlabeled uses are covered for a medically accepted indication as defined in section
50.5: “Effective January 1, 1994, unlabeled uses of FDA approved drugs and biologicals
used in an anti-cancer chemotherapeutic regimen for a medically accepted indication are
evaluated under the conditions described in this paragraph. A regimen is a combination
of anti-cancer agents, which has been clinically recognized for the treatment of a specific
type of cancer. For purposes of this provision, a cancer treatment regimen includes
drugs used to treat toxicities or side effects of the cancer treatment regimen when the
drug is administered incident to a chemotherapy treatment.”

These existing policies should remain the foundation on which any NCD is shaped.
Thus, coverage for the anemia of MDS, which is listed in the USP and already covered
under LCDs, should remain in place. Local discretion for coverage of conditions not
listed in the label or in one of the recognized compendia, also would remain in place in
the absence of exceptions specified in an NCD. in the case of ESAs, those exceptions
would include non-coverage for the following conditions:

1. any anemia in cancer or cancer treatment patients due to folate deficiency, B-12

deficiency, iron deficiency, hemolysis, bleeding, or bone marrow fibrosis;

2. the anemia of myeloid cancers;
the anemia associated with the treatment of myeloid cancers or erythroid
cancers;
the anemia of cancer not related to cancer treatment;
any anemia associated with radiotherapy;
prophylactic use to prevent chemotherapy-induced anemia;
prophylactic use to reduce tumor hypoxia;
patients with erythropoietin-type resistance due to neutralizing antibodies; and,
anemia due to cancer treatment if patients have uncontrolled hypertension.

CoNOOA

CMS should clarify that the term “myeloid cancers” refers to acute myeloid leukemia
(AML) and chronic myeloid leukemia (CML), and not to myelodysplasia or multiple
myeloma.

In addition, guidance regarding dosing and administration could be included in an NCD
but, as described above, that guidance should be limited to:

1) Specifying hemogiobin/hematocrit levels prior to initiation of dosing;

2) Specifying target hemoglobin/hematocrit levels;

3) Denying continued coverage after adequate treatment exposure and a poor
response to therapy; and,

4) Restricting ESA treatment to periods of ongoing chemotherapy plus three
months following chemotherapy completion.

These four items are sufficient to assure patient safety and obviate the need for
guidance on the issues of treatment duration and treatment dose. To be consistent with

3 Section 1861(t)(2) of the Social Security Act, 42 U.S.C. § 1395x(t)(2), defines the drugs covered by
Medicare Part B as including all drugs and biologics that are “used in an anticancer chemotherapeutic
regimen for a medically accepted indication.” That provision further defines a medically accepted
indication as including “any use which has been approved by the Food and Drug Administration for the
drug. . . ” as well as uses listed in certain compendia unless the Secretary of HHS has determined that “the
use is not medically appropriate or the use is identified as not indicated in one or more such compendia.”
ld
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labeling information, established anemia treatment guidelines, and ESA clinical trial
designs, we recommend the following:
¢ The hemoglobin/hematocrit concentrations immediately prior to ESA
initiation of therapy should be <11 g/dL/33%;
+ The target hemoglobin/hematocrit concentrations for patients with
chemotherapy-induced anemia should not exceed 12.0 g/dL/36%;
o Coverage should be denied for continued use of ESAs if there is evidence
of poor drug response (hemoglobin/hematocrit rise <1 g/di/<3%) after 8
weeks of treatment (including appropriate dose escalation); and,
+ The treatment of cancer patients with ESAs for chemotherapy-induced
anemia should be restricted to periods of ongoing chemotherapy and
three months following chemotherapy completion.

The administration of ESAs in treatment of chemotherapy-induced anemia in patients
who do not meet these requirements is not reasonable and necessary, and should not
be covered.

D. Pharmacovigilance and Evidence Development Program

Both Amgen and Ortho Biotech take safety concerns seriously. Both companies are
working closely with the FDA in the area of pharmacovigilance. Each company has
pharmacovigilance programs underway to investigate ESA-related safety signals. The
epoetin alfa pharmacovigilance program involves clinical trials updates, safety-related
discussion and post-marketing surveillance that are accomplished in collaboration with
the FDA. Our work with the FDA should reassure CMS that proper studies and safety
monitoring of ESAs are underway.

We propose to CMS a Pharmacovigilance and Evidence Development Program, which

would incorporate the following measures:

e Ongoing pharmacovigilance studies, with data on long-term safety of ESAs, which
will be available over the next 12-18 months

s Additional pharmacovigilence studies resulting from discussions with FDA. We will
ensure that CMS is aware of our plans for additional studies as these discussions
proceed.

e Reports to CMS on the results of these studies, plans for additional studies, and our
efforts to keep physicians and patients informed through ongoing communications.

s Coverage with evidence development in off-label uses. We aim to discuss the use
of CED in developing better evidence for certain uses. Any development of a CED
proposal will include a consultation process that includes physician and patient
groups and other scientific stakeholders.

E. Conclusion

Ortho Biotech shares the concerns of CMS for the safety of Medicare beneficiaries and
we support the development of policies regarding the appropriate use of ESAs. While
we agree with several of the proposed coverage changes, we also believe that some of
the proposed coverage changes:

« Are not supported by the available scientific and clinical evidence,

e Are inconsistent with section 1861(t)(2) of the Social Security Act, which defines
the drugs covered by Medicare Part B as including all drugs and biologics that
are: “used in an anticancer chemotherapeutic regimen for a medically accepted
indication”;
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¢ Do not consider the substantial heterogeneity inherent in oncology patients and
their treatments;

e Are contrary to current prescribing information in the FDA-approved label and
independent, established national treatment guidelines;

e Expose beneficiaries to known and unknown risks of blood transfusions while
putting significant pressure on the already constrained national biood supply and
transfusion services; and,

* Unduly restrict coverage and access to ESAs, which will deny Medicare
beneficiaries the benefits of ESA treatment, including improved quality of life.

We have identified the important benefits associated with ESA use, and highlighted the
potential risks to the country’s blood supply associated with decreased ESA use.

Finally, we have recommended coverage policies for ESA treatment that build on
existing Medicare drug coverage policy and are based on published medical literature
demonstrating the safety, effectiveness and benefits of ESAs when used according to
labeling, and as indicated in the most recent DrugPoints compendium (formerly USP DI).

Thank you for your consideration of our comments and recommendations. The
references cited in the attached Clinical White Paper will be sent in three binders directly
to you (hard copy due to size). If you have any questions, please contact Cathleen
Dooley at 202-589-1008 (cdooley@obius.jnj.com).

Yours Sincerely,

79(:{:/ ree Do

Joaquin Duato
President, Ortho Biotech Products, LP

Attachments: Clinical White Paper developed for CMS, June 2007
Impact of transfusion model

cc: Maria Ciccanti, RN, Lead Analyst
Shamiram Feinglass, MD MPH, Medical Officer
Louis Jacques, MD, Division of Items and Devices
Elizabeth Koller, MD, FACE, Medical Officer
LCDR Tara Turner, PharmD
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June 5, 2007

Steve Phurrough, MD, MPA

Elizabeth Koller, MD, FACE

Maria Ciccanti, RN

Coverage Analysis Group

Office of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Mail Stop C1-12-28

7500 Baltimore, MD 212444-1849

Re: Comment Regarding Changes in Medicare Policy re: Erythropoiesis Stimulating Agents (ESAs) for

Non-renal Disease Indications (CAG-00383N)

Thank you for inviting comment regarding your proposed changes in Medicare policy re: ESAs. | have been in the
practice of Hematology and Medical Oncology in California and Hawaii for over 14 years, treating patients with a broad
spectrum of malignancies and blood disorders. | agree that growth factors have made a huge (positive) difference in our
treatments and | agree that there is a need for national coverage standards as well as a rational, evidence-based response
to FDA warnings about ESAs (and all drugs).

It is my experience that both darbepoetin alfa and epoetin alfa have equal efficacy in treating selected forms of anemia
and | believe that CMS should therefore establish the same list of indications to support medical necessity. This list should
include all indications where evidence shows that ESAs are safe and effective.

| believe that Quality of Life, reduced morbidity and side effects secondary to our antineoplastic therapies, and
transfusion avoidance are relevant, important endpoints for patients living with cancer. Transfusions carry both expense
(cost of blood, blood bank personnel time, nursing time, transfusion bed time, and the patient’s time) and considerable
risk (of reactions, HIV, and Hepatitis).

| disagree with discontinuing ESAs for failure to achieve a 1 g/dl Hemoglobin increase in four weeks; 1 do not believe
that this is evidence-based. Clinical studies consistently show that the optimal response takes 8 — 12 weeks to occur.




Neither darbepoetin alfa nor epoetin alfa reliably achieves and increase of 1 g/dl in 4 weeks at standard doses.
Standard doses usually require 5 — 7 weeks for 1 g/dl response.

| believe that there must be a provision for dose escalation in non-responders — it has been the standard of care of
ten years to dose escalate in non-responders at 6 — 8 weeks. There has been no evidence showing a safety risk
associated with dose escalation.

| agree with restricting the use of ESAs in most people who have a hemoglobin level of > 12 g/dl. Trials that pushed
hemoglobin above the limit (in the hopes of improving patients’ response rates to treatment) showed an increased risk
of thrombotic events, clearly nogin the patients’ best interest. However, in patients who are currently undergoing
chemotherapy, who have a hemoglobin level of 12.0 or 12.1 and who will be receiving myelosuppressive treatments |
within the next week, should receive ESAs with the goal of keeping the hemoglobin at the 12.0 g/di level.

| disagree with your suggested change to not cover multiple myeloma, MDS, and chronic anemia of cancer.
Transfusion avoidance is as important for people who are currently not receiving chemotherapy (such as people
multiple myeloma, myelodysplastic syndromes, or metastatic cancers) as for those who are receiving chemotherapy.
Studies that showed significant and life-threatening events in certain patients who have taken ESAs for non-renal
diseases, do not appear to have included any patients with bone marrow failure (such as MDS). Most patients with
MDS are elderly; many have comorbidities that make alternative treatments such as chronic transfusions and
aggressive chemotherapy, very risky. ESAs have been found to be safe and beneficial (therapeutic as well as
supportive) in all subtypes of MDS.

I disagree with a 12 week maximum allowance for ESA usage. When the original studies that formed the basis for
FDA approval of ESAs in chemo-related anemia were done, they were done with a 12 week course of chemotherapy.
In the last 20 years, the duration of antineoplastic therapies has increased due to the availability of supportive agents.
as well as the number of active agents available. For patients undergoing first, second, and third line regimens lasting
even 6 -12 months in a given year, the 12 week maximum allowance is grossly inadequate. Also, there is no evidence
suggesting that the use of ESAs for more than 12 weeks is associated with more safety issues (as there is with greatly
elevated hemoglobin levels).

| disagree with your proposed non-coverage ESAs in patients receiving VEGF or EGFR inhibitors. These agents are
known to induce anemia and are often given with other anemia-inducing regimens. There is no evidence that ESA
usage antagonizes the therapeutic effect of VEGF/EGFR inhibitors.

In summary, | believe that the benefits of ESAs have been demonstrated in the literature in over 2000 patients,
correcting anemia and reducing transfusion rates. While cancer patients’ quality of life, functionality, and general
well-being are greatly improved by maintaining hemoglobin concentrations near 12 g/dl, there is no evidence that
transfusions are safer or more effective than ESA use in patients with Hemoglobin levels between 9 —-11. Your
proposed changes could increase the blood demand by 20% and could risk depletion of the national blood supply.

I strongly recommend that you approve use of ESAs: 1) to be started at Hgb < 11 g/dl, 2)
that dose escalation be allowed, 3) that treatment be held with Hgb > 12 and treatment be restarted as soon as Hgb
subsequently drops below 12, 4) include coverage for MDS and Muitiple Myeloma, 5) maintain coverage for patients
receiving VEGF and EGFR inhibitors, and 6) coverage be continued for as long as chemo-induced anemia continues up
to 12 weeks after chemotherapy is concluded. Thank you for inviting my comments.

Sincerely,

John A. Hayward, MD

JAH:sdg



Physicians

Hematology & Oncology

Thomas A. Alberico, MD

Burton F. Alexander, 111, MD

Daniel M. Atie?\za, MD V . . .

Bruce W. Booth, MD

Robert L. Burger, MD, FACP I rgl n I a

Paul R. Conkling, MD .
Scott 1. Cross, MD O I A t
ncology Associates
Edward R. George, MD, FACP

Elizabeth A. Harden, MD, FACP

John R. Howard, jr., DO

John F. Kessler, MD, FACP

Scott Kruger, MD, FACP

Michael E. Lee, MD

John Q. A. Mattern, Il, DO

Dean S. McGaughey, ll, MD

John C. Paschold, MD, FACP

David M. Powell, MD

Christina W. Prillaman, MD, FACP

John J. Regan, MD

Ronald J. Ruszkowviski, MD

S. George Saman, MD

Josep §. Schulz, MD
Michael S, Steinberg, MD, FACP June 5, 2007

Alexander K. Su, M
Valiant D. Tan, MD

Gynecological Oncology Stephen Phurrough, MD, MPA

ooy e, N, FACOG Elizabeth Koller, MD, F.A.C.E.

Roben C it faco Marsha Ciccanti, RN

Radiation Oncology Covex"age Analysis Group/office of Clinical Standards
Michael L. Miller, DO Quality Center for Medicare and Medicaid Services
Office Locations Mall.Stop Cl-12-28 7500

Southside Baltimore, Maryland 21244-1849

5900 Lake Wright Drive

Norfolk, VA 23502 B .

{757) 466.6683 Re: ESA Guidelines
FAX (757) 466.8892

1950 Glenn Mitchell, Ste. 102 .

Virginia Beach, VA 23456 Dear Committee:

(757) 368.0437

FAX (757) 368.0492

5818 Harbour View Bhvd, Suite 230 1 @M writing to express my concerns regarding the proposed
Suffolk, VA 23435 g

(7577686.1042 ESA regulations.

FAX (757) 686.1055

;ﬁ;ﬁ@:gg?ﬁ I am very much concerned about these proposals and feel

737 560970 2 that my group and ; haye done a good job in beipg careful
300 Medical Parkway, Suite 314 and even conservative in the use of ESA’s. I think they
Chesapeake, VA 23320 have been a blessing to cancer and hematologically

FAX (757 $46.4332 disordered patients and have allowed us to minimize

150 Burnett's Way, Suite 330 transfusions and the complications of transfusions

e 00 (transfusion reactions and iron overload issues). I
FAX1757)539.1062 believe that we have tried to follow appropriate guidelines
i:ﬂ&ﬁﬁwmmwm%wo and pathways in the use of these agents and have not overly
Newport News, VA 23606 used same. I believe we have followed the guidelines for
S 0 initiation of ESA’s and also the discontinuation of ESA’s
3000 Coliseum Dr, Suite 104 and am concerned that if the thresholds for starting ESA’s
il e AN is lowered significantly more patients will be put in harms
FAX (757) 827.9320 way from the standpoint of needing transfusions and the
Wil VA 2185 difficulties of same and will experience clinical symptoms
o e o that cancer patients or hematologic disorder patients do
876 Main Street not need to experience. I believe there is ample medical
3&;33@”%1 evidence to support the continued use of ESA’s and while

FAX (804) 693.3342 some adjustment in the guidelines for the use of any drug
North Carolina needs to be looked at periodically, I believe that the
giigg&ﬁfgwg current proposed regulations will take away from the

(252) 331.2044 quality of life for the cancer or blood disordered patient
zgi1§$32w as well as significantly stress the quantity of blood

Kitty Hawk, NC 27949 products available for transfusion of our patients.

{(252) 261.5800
FAX (252) 261.5301

Central Business Office

5900 kake Wright Dr, Suite 300
Norfolk, VA 23502

(757) 213.5700

FAX (757) 213.5701

TOLL FREE (800) 998.3450

Web Address

www.virginiacancer.com .



Re: ESA guidelines
June 5, 2007
Page 2

I respectfully request that your group continue to look at
the rationale for use of these agents and not significantly
adjust the current guidelines or recommendations, but
continue to evaluate clinical data as it becomes available
in peer review articles.

Respectfully submitted,

iz

John Q.//A. Mattern, II,D.O.

JQAM/ch



Dartmouth Medical School

Office of Student Affairs Remsen 302 -
Hanover, NH 03755-3%3
Tel: 603 650-1509
Fax: 603 650-1169

June 1, 2007

Maria Ciccanti, RN

Lead Analyst

Centers for Medicare and Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244

RE: NCA Tracking Sheet for Erythropoiesis Stimulating Agents (ESAs) for non-renal
disease indications (CAG-00383N)

Dear Ms. Ciccanti:

I am writing to give my opinion on restricting the use of erythropoeitin in
patients with myelodysplastic syndromes. I am strongly against this. I am a hematologist-
oncologist practicing at Dartmouth and its affiliated VA Hospital. I have been in practice
for 29 years after training at the NCI.

Although erythropoeitin doesn't work for all patients with MDS, I have seen it
have dramatic effects for some, improving their quality of life enormously. I believe it is
both safer and less disruptive to patients’ lives than frequent transfusions have been and
would urge that it be approved for patients in whom it has demonstrated efficacy.

Thank you very much.
Sincerely yours,
J oséph O'Donnell, MD
Professor of Medicine
JOD/lcm

%A Dartmouth-Hitchcock Medical Center

Dartmouth Medical School * Dartmouth-Hitchcock Clinic « Mary Hitchcock Memorial Hospital
White River Junction Veterans Affairs Medical Center
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Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGinquiries

Sent:  Tuesday, June 05, 2007 11:25 AM

To: Ciccanti, Maria L. (CMS/OCSQ)

Subject: FW: COMMENT: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

From: Karen Kellogg [mailto:kkellogg@utahcancer.com]

Sent: Tuesday, June 05, 2007 10:31 AM

To: CMS CAGInquiries

Subject: COMMENT: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Title of NCA/CAL: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As an employee of Utah Cancer Specialists, and patient care advocate, I am concerned about the proposed erythropoietic stimulating
agent (ESA) guidelines under consideration. While I understand the need for proper use of these medications, the proposal falls
short of providing the best standard of care recommended by oncology organizations such as NCCN, ASCO and ASH. The current
proposals will result in a compromised quality of life for our patients, increased blood transfusion requirements with the associated
co-morbidity and risk and, ultimately, prove more costly to society than judicious use of ESAs. Please reconsider these guidelines
encouraging physicians to carefully weigh the risk/benefit with patients and allow providers to treat this growing population with the
best and most compassionate standard of care.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is quite responsive to ESAs
when iron stores, vitamin B12 and folate deficiencies and other underlying processes have been corrected. Holding initiation of ESA
until the hemoglobin drops to <9mg/dl will delay response and most likely result in transfusion for a greater number of our
chemotherapy patients. Most chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting
the covered treatment duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to any form of ESA under all
circumstances. While a portion of the MDS patients will not respond to ESAs, a greater number benefit from these medications;
reducing the number of necessary blood transfusions, eliminating the complications of iron overload that results from transfusion,
enhanced productivity by limiting time spent in a healthcare facility, and an overall improved quality of life.

We do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive to treatment, however:
e  The recommended four weeks is an inadequate timeframe in which to evaluate patient responsiveness. Former
guidelines allow 12 weeks to determine response. Clearly, four weeks is an irresponsible timeframe.
e  The proposed maximum treatment dose is insufficient to provide standard doses within the recommended
timeframes. The maximum covered four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
At an average dose of 40,000 units of Procrit each week, we would need 160,000 units in four weeks. The average
dose of Aranesp is 300mcg per 2 weeks - so the 630mcg would be sufficient.

We encourage you to reconsider the list of specified conditions to include other myeloid and erythroid cancers as well as anemia
caused by radiotherapy. Some patients will respond, therefore a trial of an ESA medication seems prudent.

Thank you for your consideration of this request. As a community oncology practice we strive to provide the optimal care to our
patients. Please allow us the support we need to continue this practice.

Respectfully,

Karen Kellogg BS Pharm RPh
Director of Pharmaceutical Services

06/11/2007 | /
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' Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent:  Tuesday, June 05, 2007 7:30 AM

To: Ciccanti, Maria L. (CMS/OCSQ)

Subject: FW: COMMENT ON PROPOSED ESA GUIDELINES

From: Kendell Brinkmann [mailto:kbrinkmann@utahcancer.com]
Sent: Monday, June 04, 2007 4:16 PM

To: CMS CAGInquiries

Subject: COMMENT ON PROPOSED ESA GUIDELINES

Title of NCA/CAL: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As an employee of Utah Cancer Specialists, and patient care advocate, I am concerned about the proposed erythropoietic stimulating
agent (ESA) guidelines under consideration. While I understand the need for proper use of these medications, the proposal falls
short of providing the best standard of care recommended by oncology organizations such as NCCN, ASCO and ASH. The current
proposals will result in a compromised quality of life for our patients, increased blood transfusion requirements with the associated
co-morbidity and risk and, ultimately, prove more costly to society than judicious use of ESAs. Please reconsider these guidelines
encouraging physicians to carefully weigh the risk/benefit with patients and allow providers to treat this growing population with the
best and most compassionate standard of care.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is quite responsive to ESAs
when iron stores, vitamin B12 and folate deficiencies and other underlying processes have been corrected. Holding initiation of ESA
until the hemoglobin drops to <9mg/dl will delay response and most likely result in transfusion for a greater number of our
chemotherapy patients. Most chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting
the covered treatment duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to any form of ESA under all
circumstances. While a portion of the MDS patients will not respond to ESAs, a greater number benefit from these medications;
reducing the number of necessary blood transfusions, eliminating the complications of iron overload that results from transfusion,
enhanced productivity by limiting time spent in a healthcare facility, and an overall improved quality of life.

We do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive to treatment, however:
¢ The recommended four weeks is an inadequate timeframe in which to evaluate patient responsiveness. Former
guidelines allow 12 weeks to determine response. Clearly, four weeks is an irresponsible timeframe.
e The proposed maximum treatment dose is insufficient to provide standard doses within the recommended
timeframes. The maximum covered four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
At an average dose of 40,000 units of Procrit each week, we would need 160,000 units in four weeks. The average
dose of Aranesp is 300mcg per 2 weeks - so the 630mcg would be sufficient.

We encourage you to reconsider the list of specified conditions to include other myeloid and erythroid cancers as well as anemia
caused by radiotherapy. Some patients will respond, therefore a trial of an ESA medication seems prudent.

Thank you for your consideration of this request. As a community oncology practice we strive to provide the optimal care to our
patients. Please allow us the support we need to continue this practice.

Respectfully,

Hendell L Bunbkbmarnn, RN, BC, OCN

Director of Clinical Services

06/11/2007
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| CANCER INSTITUTE
|

1331 Union Ave, Suite 800
Memphis, TN 38104

June 11, 2007
TO: Centers for Medicare and Medicaid Services (CMS)

SUBJECT: CMS proposal for Erythropoiesis Stimulating Agents (ESA)

The University of Tennessee Cancer Institute supports the scientific
medical evidence, clinical studies, and comments from the American
Society of Clinical Oncology (ASCO), the National Comprehensive
Cancer Network (NCCN), and the American Society of Hematology
(ASH) concerning the upcoming CMS decision on ESA treatment
guidelines for patients with cancer and ether life-threatening ilinesses.

Major questionable points for consideration:

1. Discontinuing treatment if no change in hemoglobin levels after four
weeks is not sufficient time to allow production of red blood cells, the
body takes four to six weeks, or to increase the ESA dosage per
manufacturer prascribing guidelines.

2. Waiting for the hemoglobin level to be below 9g/dL Hgb to start ESA
treatment is not recommended and studies have shown to reduce the
occurrence of blood transfusions is to start treatment at < 11b/dL Hgb.

3. The limitation of ESA {reatments to twelve weeks per year is not
acceptable due to the variable regimen treatments, change in regimen

therapy due to progression of disease, or the overall length of
treatment time.

Our Oncologists and Hematologists must be able to use their knowledge,
training, and judgment in order to give our patients the best treatments and
possible outcomes. ESA treatments for our patients are an extremely
important part of their success to fight these diseases, reduce the number
of blood transfusions, and improve their quality of life.

Sincerely,

Kevin Kramer
Pharmaceutical Utilization Manager

For the Physicians of the University of Tennessee Cancer Institute
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Texas Society of Medical Oncology

June 13,2007

Steve Phurrough, MD, MPA

Coverage Analysis Group

Centers for Medicare & Medicaid Services
Department of Health and Human Services
7500 Security Blvd., Mailstop: C1-13-18
Baltimore, MD 21244

Dear Dr. Phurrough:

Re: The Use of Erythropoiesis Stimulating Agents (ESAs) in Cancer and Related
Neoplastic Conditions (Administrative File: CAG #000383N)

The Texas Society of Medical Oncology (TSMO) represents over 330 practicing
oncologists, many of whom engage in clinical research in or outside of academic
institutions. The Centers for Medicare and Medicaid Services (CMS) has heard from
some individuals as well as the organizations such as American Society of Clinical
Oncology (ASCO), the American Society of Hematology (ASH), the Association of
Community Cancer Centers (ACCC), various other state oncology organizations and
US Oncology. These organizations gave appropriate documentation to show the
following, and TSMO supports these points:

1. The use of Hgb. <9g is unreasonable and should be increased to 11g.

The “stopping rule” at 4 weeks is unreasonable and dose escalation should be
indicated.

3. Maximum treatment duration of 12 weeks per year may be totally inadequate
and might be considered, in practice, substandard care.

4. Exclusion of patients receiving VEGF and EGRF is not supported by
evidence.

5. Non-coverage off Myelodysplastic Syndrome (MDS) and multiple myeloma
contradicts adequate randomized studies.

6. There is no evidence that ESA use in patients with possible erythropoietin
(EPO) receptors on tumors or neutralizing antibodies results in tumor
progression. Evaluation of EPO receptors and antibodies are not standard
and would escalate costs dramatically.

Not considered in the National Coverage Determination (NCD) is the morbidity and
rare mortality from the increased use of blood transfusions and the cost involved,
especially if hospital admission is required. Similarly, not studied is the adverse
effect on the immune system and increased mortality as suggested by operative
transfusion in patients with colon cancer.

Executive Office: 11600 Nebel Street » Suite 201 « Rockville, MD 20852-2557

PHONE: 301.984.9496 « FAX: 301.770.1949
www.tsmo-texas.com



TSMO Board Members .

April 26,2007
Page 2

The proposed changes may set cancer care back fifteen years, thus
increasing the strain on the nation’s blood supply. Blood banks and
hospitals do not need the increased costs of administering lengthy blood
transfusions when ESA treatment can accomplish the same goals in a
manner easier for the patients.

In addition, CMS must remember that by taking ESAs, and increasing a
patient’s hemoglobin level, physicians are attempting to increase the
quality of life of their patients that are undergoing very difficult treatments.
To ask a patient to undergo a long blood transfusion, and one that can not
be given in the same office that they are receiving their chemotherapy
treatment, is a potential further detriment to their quality of life.

Increased tendency for Deep-Vein Thrombosis (DVT) is always a
consideration in patients with malignancy and possible appropriate
prophylactic measures vs. avoiding ESA’s is a clinical decision not to be
micromanaged by regulation. The problem is noted in the FDA insert as
well as the medical literature.

One would hope that a physician would not inappropriately give any
medications including ESAs. Guidelines are available through medical
organizations, such as ASH and ASCO, which are more responsive to
changing indications and contraindication than are federal regulations. In
cases of apparent inappropriate use of current guidelines, Medicare
(Trailblazer) has had a program of education, and, if indicated, suspension
from the program.

Sincerely,

Lewis Hellerstein, MD, FACP
Immediate Past President, and
Oncology CAC Representative for Texas



 Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent: Tuesday, June 05, 2007 7:29 AM
To: Ciccanti, Maria L. (CMS/OCSQ)
Subject: FW: aranesp

>-----Original Message-----

>From: Lisa Anderson [mailto:landerson®@utahcancer.com]

>Sent: Monday, june 04, 2007 7:03 PM

>To: CMS CAGInquiries

>Cc: mfetzer@utahcancer.com

>Subject: aranesp

>

>Title of NCA/CAL:  Erythropoiesis Stimulating Agents (ESAs) for non-renal
>disease indications

>

>

>Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines
>

>As an employee of Utah Cancer Specialists, and patient care advocate, |
>am concerned about the proposed erythropoietic stimulating agent (ESA)
>guidelines under consideration. While | understand the need for proper
>use of these medications, the proposal falls short of providing the
>best standard of care recommended by oncology organizations such as
>NCCN, ASCO and ASH. The current proposals will result in a compromised
>quality of life for our patients, increased blood transfusion
>requirements with the associated co-morbidity and risk and, ultimately,
>prove more costly to society than judicious use of ESAs. Please
>reconsider these guidelines encouraging physicians to carefully weigh
>the risk/benefit with patients and allow providers to treat this
>growing population with the best and most compassionate standard of care.

>

>Chemotherapy-induced anemia is a well-known side effect of

>myelosuppressive therapy. Furthermore it is quite responsive to ESAs

>when iron stores, vitamin B12 and folate deficiencies and other

>underlying processes have been corrected. Holding initiation of ESA

>until the hemoglobin drops to <9mg/dl will delay response and most

>likely result in transfusion for a greater number of our chemotherapy

>patients. Most chemotherapy regimens last a minimum of 16 weeks (and

>many are much longer). Therefore, limiting the covered treatment

>duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

>

>According to the proposed guidelines, the Myelodysplastic Syndrome

>population will be denied access to any form of ESA under all

>circumstances. While a portion of the MDS patients will not respond to

>ESAs, a greater number benefit from these medications; reducing the

>number of necessary blood transfusions, eliminating the complications

>of-iron overload that results from transfusion, enhanced productivity

>by limiting time spent in a healthcare facility, and an overall

>improved quality of life.

>

>We do not dispute the recommendations to discontinue use of the ESAs if

>the patient is non-responsive to treatment, however:

>e The recommended four weeks is an inadequate timeframe in which to

>evaluate patient responsiveness. Former guidelines allow 12 weeks to

>determine response. Clearly, four weeks is an irresponsible timeframe.

-

1



-

>e ° The proposed maximum treatment dose is insufficient to provide
>standard doses within the recommended timeframes. The maximum covered
>four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
>At an average dose of 40,000 units of Procrit each week, we would need
>160,000 units in four weeks. The average dose of Aranesp is 300mcg per
>2 weeks — so the 630mcg would be sufficient.

>

>We encourage you to reconsider the list of specified conditions to
>include other myeloid and erythroid cancers as well as anemia caused by
>radiotherapy. Some patients will respond, therefore a trial of an ESA
>medication seems prudent.

>

>Thank you for your consideration of this request. As a community
>oncology practice we strive to provide the optimal care to our

>patients. Please allow us the support we need to continue this practice.

>

>Respectfully,

>

>

>

>Lisa Anderson

>Lead RN

>



www.oNncologyconsultants.com

June 11, 2007

Steve Phurrough, MD, MPA
Director, Coverage and Analysis Group
Centers for Medicare and Medicaid Services

LUIS T. CAMPOS, M.D.
American Board of Internal Medicine
American Board of Medical Oncology

CHARLES E. MANNER, M.D.

American Board of Internal Medicine
American Board of Hematology

DAVID B. SANFORD, M.D.

American Board of Internal Medicine
American Board of Medical Oncology
American Board of Hematology

ASHA MURTHY, M.D.
American Board of internal Medicine
American Board of Medical Oncology
American Board of Hematclogy

ALEX P. NGUYEN, M.D.
American Board of Internal Medicine
American Board of Medical Oncology

MIGUEL MIRO-QUESADA, M.D.

American Board of Internal Medicine
American Board of Medical Oncology
American Board of Hematology

PALUL Y. HOLOYE, M.D.
American Board cf Internal Medicine
American Board of Medical Oncology

HARRY R. PRICE, M.D.
American Board of Ingernal Medicine
American Board of Medical Oncology

ANNA BELCHEVA, M.D.
American Board of internal Medicine
American Board of Medicat Oncology

WIHLLIAM S. VELASQUEZ, M.D.

American Board of Internal Medicine
American Board of Medical Oncology

This is Oncology Consultants, P.A. of Houston, Texas formal comment to the Centers for
Medicare and Medicaid Services (CMS) Proposed National Coverage Decision (NCD)

MEMORIAL CITY ST. CATHERINE

820 Froatwood
Suite 780
Houaton, Texas 77024
(713)827-9525
Fax [713) 488-3581

Memorandum (CAG 00383N) for the use of Erythropoetin Stimulating Agents (ESAs) in cancer
and related neoplastic conditions.

We believe that CMS should not restrict access to ESAs for proven Food and Drug
Administration (FDA) indications, compendia listings and NCCN guidelines. We also disagree
with the decision to enforce clinical limitations on ESAs usage regarding dose and period of
administration as such decision should be left to the practicing physicians following approved
guidelines.

As a result of the above proposal by CMS, more patients with myelodysplastic syndrome (MDS)
and chemotherapy induced anemia will require blood transfusions, producing an additional
burden on the already strained blood banks, notwithstanding the inherited potential
complications of blood transfusions.

The proposed NCD use of hemoglobin under 9 (Hb < 9/dl) as the treatment initiation point is
inadequate. Current data shows that many patients who receive ESAs after Hb < 9/d1 will
require blood transfusions because ESAs usually work six to eight weeks after the initiation of
therapy. Evidence suggests that transfusion avoidance is better accomplished by an earlier
intervention at a higher hemoglobin level.

Furthermore, limiting the maximum treatment duration to twelve weeks per year is arbitrary and
grossly inadequate for most patients and their care will be seriously impacted, especially for
those being treated with chemotherapy for metastatic disease or those with anemia of MDS.

Exclusion of patients receiving VEGF and EGFR inhibitors regardless of administration of
concurrent chemotherapy is also an erroneous decision.
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Non coverage of MDS and patients with multiple myeloma is not based on clinical data. Initial
treatment for anemia of MDS with ESAs is recommended in most guidelines and it is an
effective therapy in over 25% of patients. Multiple randomized trials have shown evidence of
efficacy of ESAs in both diseases without any serious adverse events.

We recognize the presence of safety issues regarding the use of ESAs such as hypertension, fluid
retention, thromboembolism and others that may occur in very few cases of rapid hemoglobin
raise, all of which the clinician should be aware. However, the proposed restrictions are not
strongly supported by scientific data and conflict with expert scientific analysis. Moreover, the
proposed policy disregards recommendations made by the FDA’s Oncology Drug Advisory
Committee during the May 10", 2007 meeting,

Present guidelines based on hemoglobin levels may not be perfect, but they are adequate and
easy to implement. The proposed changes will place the practice of oncology where it was
fifteen years ago when the supportive therapies were in their inception, forcing many patients to
repetitive hospitalizations. The blood banks of the nation do not need this burden of increased
transfusions that inexorably will be a product of this erroneously proposed policy.

It appears that the scientific motivation for this proposed policy is not strong enough at this time.
Unfortunately, it will disrupt the care of the patients, reflecting in their wellbeing.

We support the American Society of Clinical Oncology (ASCO) and the American Society of
Hematology (ASH), as well as other national organizations that have given their unfavorable
opinipn about CAG 00383N.

Oncology Consultants, P.A.
Houston, Texas

Luis T. Campos, MD
Miguel V. Miro-Quesada, MD
Charles E. Manner, MD
Paul Y. Holoye, MD

David R. Sanford, MD
Harry R. Price, MD

Asha Murthy, MD

Anna Belcheva, MD
William S. Velasquez, MD
Alex P. Nguyen, MD



Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent: Tuesday, June 05, 2007 7:30 AM

To: Ciccanti, Maria L. (CMS/OCSQ)

Subject: FW: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

>-----Original Message---- ,

>From: Dixie Lyons [mailto:dlyons@utahcancer.com]

>Sent: Monday, June 04, 2007 2:43 PM

>To: CMS CAGinquiries

>Subject: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease
>indications

>

>Title of NCA/CAL:  Erythropoiesis Stimulating Agents (ESAs) for non-renal
>disease indications

>

>

>Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

>

>As an employee of Utah Cancer Specialists, and patient care advocate, |
>am concerned about the proposed erythropoietic stimulating agent (ESA)
>guidelines under consideration. While | understand the need for proper
>use of these medications, the proposal falls short of providing the

>best standard of care recommended by oncology organizations such as
>NCCN, ASCO and ASH. The current proposals will result in a compromised
>quality of life for our patients, increased blood transfusion

>requirements with the associated co-morbidity and risk and, ultimately,
>prove more costly to society than judicious use of ESAs. Please
>reconsider these guidelines encouraging physicians to carefully weigh
>the risk/benefit with patients and allow providers to treat this

>growing population with the best and most compassionate standard of care.
>

>Chemotherapy-induced anemia is a well-known side effect of
>myelosuppressive therapy. Furthermore it is quite responsive to ESAs
>when iron stores, vitamin B12 and folate deficiencies and other
>underlying processes have been corrected. Holding initiation of ESA
>until the hemoglobin drops to <9mg/dl will delay response and most
>likely result in transfusion for a greater number of our chemotherapy
>patients. Most chemotherapy regimens last a minimum of 16 weeks (and
>many are much longer). Therefore, limiting the covered treatment
>duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

>

>According to the proposed guidelines, the Myelodysplastic Syndrome
>population will be denied access to any form of ESA under all
>circumstances. While a portion of the MDS patients will not respond to
>ESAs, a greater number benefit from these medications; reducing the
>number of necessary blood transfusions, eliminating the complications
>of iron overload that results from transfusion, enhanced productivity

>by limiting time spent in a healthcare facility, and an overall

>improved quality of life.

>

>We do not dispute the recommendations to discontinue use of the ESAs if
>the patient is non-responsive to treatment, however:

>e The recommended four weeks is an inadequate timeframe in which to
>evaluate patient responsiveness. Former guidelines allow 12 weeks to
>determine response. Clearly, four weeks is an irresponsible timeframe.

1
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>e The proposed maximum treatment dose is insufficient to provide
>standard doses within the recommended timeframes. The maximum covered
>four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
>At an average dose of 40,000 units of Procrit each week, we would need
>160,000 units in four weeks. The average dose of Aranesp is 300mcg per
>2 weeks - so the 630mcg would be sufficient.

>

>We encourage you to reconsider the list of specified conditions to

>include other myeloid and erythroid cancers as well as anemia caused by
>radiotherapy. Some patients will respond, therefore a trial of an ESA
>medication seems prudent.

>

>Thank you for your consideration of this request. As a community
>oncology practice we strive to provide the optimal care to our

>patients. Please allow us the support we need to continue this practice.

>

>Respectfully,

>

>Dixie Lyons RN

>



THE INIVERSITY OF TEXAS

MD ANDERSON
CANCER CENTER

June 12, 2007

Steve Phurrough, MD, MPA

Director

Coverage and Analysis Group

Centers for Medicare & Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244

By Electronic Delivery and Overnight Delivery

Re: Proposed Coverage Decision Memorandum for the Use of Erythropoiesis Stimulating Agents
(ESAs) in Cancer and Related Neoplastic Conditions (CAG-00383N)

Dear Dr. Phurrough, M.D., MPA:
Summary

The University of Texas M. D. Anderson Cancer Center is the largest center devoted exclusively to cancer
prevention, research and treatment. In 2006, we served over 79,000 patients including 27,000 new patients. The
use of the ESAs included approximately 4000 unique Medicare beneficiary patients for 2006 at the institution. Based
on our concern that proposed rules may affect the quality of care and may compromise our patients, the institution is
submitting the following comments for consideration.

While some of the proposals follow the FDA recommendations, others are not well thought out and do not appear to
be supported by the evidence presented to the FDA. Standard of care for cancer patients include not only the FDA
approved indication, but also, indications supported by references and in medical compendia. Many oncology
groups across the nation have reviewed the literature and provide clinical guidance for the use of these drugs. We
believe CMS should rely on best practices and evidence based guidelines to structure their payment program that
includes but not limited to the following reviews by the Alliance for Dedicated Cancer Centers, National
Comprehensive Cancer Network, American Society of Clinical Oncology, and US Oncology Physician Network

The following response provides an evidence-based response and adds clinical experience information to your
proposal. Please be advised that comments reflect the need for continued coverage to provide the best and most
appropriate care for our patients. Unsuitable limitations in coverage and reimbursement will affect our ability to care
for our patients.

Elements for comment
I. Insufficient evidence to support use of ESAs for below conditions:
1. Any anemia in cancer or cancer treatment patients due to folate deficiency, B-12 deficiency, iron
deficiency, hemolysis, bleeding, or bone marrow fibrosis.
Comments:
 Many other co-morbid conditions may co-exist with chemotherapy-induced anemia. That does not

preclude a benefit from ESAs for these patients. This is an area that has not been studied sufficiently to
rule out any benefit. In fact, many of the studies of ESAs in cancer patients did not routinely screen

TEXAS MEDICAIL CENTER
1515 HOLCOMBI: BOULEVARD « HOUSTON, TEXAS 77030 « (713) 792-4144




patients for folate, B-12, or iron deficiency. As with many published guidelines, correction of concurrent
deficiencies or factors should be included in the treatment plan.

2. The anemia of myelodysplasia.
Comments:

e This should continue to be an indication for coverage based on published evidence.

e There is sufficient evidence to support the use of ESAs as supportive therapy for patients with
myelodysplastic syndrome, with or without myeloid growth factors.

e Use of ESAs is clearly supported in national guidelines, such as NCCN.

References to support MDS as an appropriate indication for ESAs:

Casadevall N, Durieux P, Dubois S, et al: Health, economic, and quality-of-life effects of erythropoietin and
granulocyte colony-stimulating factor for the treatment of myelodysplastic syndromes: A randomized,
controlled trial. Blood 104:321-327, 2004.

Stein RS, Abels RI, Krantz SB: Pharmacologic doses of recombinant human erythropoietin in the treatment
of myelodysplastic syndromes. Blood 78:1658-1663, 1991.

Hellstrom-Lindberg E, Gulbrandsen N, Lindberg G, et al: A validated decision model for treating the anemia
of myelodysplastic syndromes with erythropoietin + granulocyte colony-stim ulating factor: Significant effects
on quality of life. Br J Haematol 120:1037-1046, 2003.

Goy A, Belanger C, Casadevall N, et al: High doses of intravenous recombinant erythropoietin for the
treatment of anaemia in myelodysplastic syndrome. Br J Haematol 84:232-237, 1993.

Mannone L, Gardin C, Quarre MC, et al: High-dose darbepoetin alpha in the treatment of anaemia of lower
risk myelodysplastic syndrome results of a phase Il study. Br J Haematol 133:513-519, 2006.

Stasi R, Abruzzese E, Lanzetta G, et al: Darbepoetin alfa for the treatment of anemic patients with low- and
intermediate-1-risk myelodysplastic syndromes. Ann Oncol 16:1921-1927, 2005.

Musto P, Lanza F, Balleari E, et al: Darbepoetin alpha for the treatment of anaemia in low-intermediate risk
myelodysplastic syndromes. Br J Haematol 128:204-209, 2005.

Clavio M, Balleari E, Garrone A, et al: Haemopoietic growth factors in myelodysplastic syndromes: Towards
patient-oriented therapy? J Exp Clin Cancer Res 24:5-16, 2005.

Balleari E, Rossi E, Clavio M, et al: Erythropoietin plus granulocyte colony-stimulating factor is better than
erythropoietin alone to treat anemia in low-risk myelodysplastic syndromes: Results from a randomized
single-centre study. Ann Hematol 85:174-180, 2006.

Arshad M, Seiter K, Bilaniuk J, et al: Side effects related to cancer treatment: CASE 2. Splenic rupture
following pegdfilgrastim. J Clin Oncol 23:8533-8534, 2005.

Tsimberidou AM, Giles FJ, Khouri |, et al: Low-dose interleukin-11 in patients with bone marrow failure:
Update of the M. D. Anderson Cancer Center experience. Ann Oncol 16:139-145, 2005.

Kaushansky K: Lineage-specific hematopoietic growth factors. N Engl J Med 354:2034-2045, 2006.
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Anemia of myeloid cancers.
Comments:
e There is literature to support the benefit of ESAs in CML.

Cortes J, O’'Brien S et.al., Erythropoietin is Effective in Improving the Anemia Induced by Imatinib Mesylate
Therapy in Patients with Chronic Myeloid Leukemia in Chronic Phase. Cancer 2004, 100:2396-2402.

e There is no literature to demonstrate a deleterious effect on AML patient
s Needs to be studied in clinical trials.

Anemia associated with the treatment of myeloid cancers or erythroid cancers.
Comments:

¢ See comments for “Anemia of myeloid cancers.”
* Needs to be studied in clinical trials.

The anemia of cancer not related to cancer treatment.
Comments:

e More research required. This research should target lower hemoglobin levels (< 12 g/dL). Previous
studies that demonstrate potential risk were for a higher targeted hemoglobin level.

Any anemia associated with radiotherapy.

Comments:

o If the patient is concurrently receiving chemotherapy, then the patient should be a candidate for ESAs.
i.e. chemoradiation treatment.

* Needs to be studied in clinical trials.

Prophylactic use to prevent chemotherapy-induced anemia.

Comments:

o Needs to be studied in clinical trials.

Prophylactic use to reduce tumor hypoxia.

Comments:

» Needs to be studied in clinical trials.

Patients with erythropoietin-type resistance due to neutralizing antibodies.

Comments:

¢ We do not have a mechanism to test patients for neutralizing antibodies in the general population.
e There is no clinical situation in which this would be checked outside the context of a clinical trial.

TEXAS MEDICAL CENTER
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10. Patients with treatment regimens including anti-angiogenic drugs such as bevacizumab.
Comments:

s There is no evidence that ESAs antagonize the therapeutic effect of anti-angiogenisis drugs, therefore
there is no clinical rationale for non-coverage.

e Selected agents in this group are known to produce anemia and are often given with myelosuppressive
chemotherapy.

« It should be noted that a consistent method of coding be utilized to differentiate between receiving
chemotherapy and receiving anti-angiogenic drugs.

11. Patients with treatment regimens including monoclonal/polyclonal antibodies directed against the
epidermal growth factor (EFG) receptor.

Comments:
« There is no evidence that ESAs antagonize the therapeutic effect of monoclonal/polyclonal antibodies
therefore, there is no clinical rationale for non-coverage.
» Patients frequently receive these drugs concurrently with chemotherapy. These patients should be
candidates for ESAs.
12. Anemia due to cancer treatment if patients have uncontrolled hypertension.
Comments:
¢ Uncontrolled hypertension needs to be defined.
e Any patient that is initiated on anti-hypertensive therapy and is subsequently controlled should be eligible
for treatment with ESAs.
13. Patients with thrombotic episodes related to malignancy.

Comments:

» Patients treated with active or preventive anticoagulants are not at higher risk, therefore should be
eligible for coverage.

1L Proposed Reasonable and Necessary Indication for Anemia in cancers with the presence of
erythropoietin receptors:

Comments:

¢ Previous information released by the FDA does not support the conclusion to exclude these
malignancies.

e The clinical relevance of receptors is unknown. Receptors exist in normal epithelial cells. No clinically
meaningful level of over expression has been established.

e There are no available methods that establish sensitive and specificity for erythropoietic receptors.

. Proposed limitations:

1. Less than 9g/dl/27% in patients without known cardiovascular disease or less than 10g/dl/30% in patient
with documented symptomatic ischemic disease.

Comments:
¢ Most systematic reviews and international guidelines for the use of ESAs clearly state that an optimal
hemoglobin level for initiating ESA therapy cannot be determined with the current evidence. Most of
these publications also state a level of 9-11 g/dL as an appropriate starting point. Below 9 g/dL, most
patients would be eligible for a red cell transfusion, if blood is available. However, with the shortage of

TEXAS MEDICAL CENTER
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blood and blood products, it is prudent to try to begin therapy earlier to avoid the use of a scarce
resource. Of course, preventing the hemoglobin level from rising above 12 g/dL.

Blood product availability is of utmost importance. This is a finite commodity that is fraught with
shortages and availability issues with relatively few eligible donors due to necessary, extensive
screening. Blood transfusions also carry a risk of long term consequences including iron overload,
infection and/or alloimmunization.

In addition to a hemoglobin level as an initiation parameter, it is important that patient symptom also
included the decision to initiate ESA therapy. Studies demonstrate quality of life indicators are
associated with improved outcomes and minus any data to the contrary, existing guidelines should be
accepted for coverage.

2. Maximum covered treatment duration is 12 weeks/year.

Comments:

The maximum covered treatment needs to be for the duration of the chemotherapy; and 90 days post
last dose of chemotherapy to allow for the bone marrow recovery.

There is a potential for cyclic chemotherapy that may be months apart, with other modalities in between,
so the 12 weeks/year is not reasonable.

It is not possible to determine administratively how many weeks of therapy a patient have received
across institutions and sometimes even across geographic regions.

There is no mechanism in place to determine and monitor 12 weeks of therapy, on a rolling calendar
basis.

There is not data to support this restriction. Most chemotherapies are continued for many months and
most patients with solid tumors receive first, second and third-line therapy or more with significant
benefit. Therefore, this grossly underestimates the need for ESA therapy in chemotherapy-induced
anemia.

3. Maximum covered 4 week treatment dose is 126,000 units for erythropoietin and 630 mcg. for
darbepoietin.

Comments:

Standard dosing for epoetin alpha is 40,000 units per week (approved dosing). The dosage of 126,000
units per 4 weeks is too low for this dosing schedule and needs to be increased. Maximum dosing
based on an average i.e. 70 kg patient is not clinically applicable.

For 10 years, clinical practice utilized a dose-escalation strategy in patients who did not have early
response. Over the years, this practice has been questioned, but not clearly answered. Some meta-
analyses have attempted to address the question of efficacy with this practice, but it is not clearly
answered with the available data. Nonetheless, escalation has not been shown to be detrimental if the
stopping point of 12 g/dL is followed. Only with targeting higher hemoglobin levels did they begin to see
problems. So, this is not a dose-response phenomenon, it is @ hemoglobin response phenomenon.
Again, there is no data to refute to safety of dose escalation. There is equivocal evidence to support
improved outcomes with this approach to dosing. Further research is needed.

Additionally, darbepoetin dosing is not consistent. Generally patients will receive up to 600 mcg/week.

4. Continued use of the drug is not reasonable and necessary if there is evidence of poor drug response
after 4 weeks of treatment.

Comments:

Most responses to ESAs are seen at around 5-7 weeks. Therefore, a stopping point of 4 weeks without
response seems more reasonable and evidence-based, since most of the clinical trials used this as a
primary endpoint.
Reported hemoglobin levels are not always reflective of drug activity Hemoglobin level can also be
affected by fluid status and is not always accurate given a specific clinical situation.
Previous studies show that ESAs have the majority of response after the fifth week of therapy.
Discontinuation of treatment prior to the needed time to response will have negative patient
consequences.
TEXAS MEDICAIL CENTER
1515 HOLCOMBE BOULEVARD « HOUSTON, TEXAS 77030 « (713) 792-4144



+ The ability to measure and track levels will be difficult to operationalize.

5. Continued administration of the drug is not reasonable and necessary if there is an increase in fluid
retention or weight after 2 weeks of treatment.

Comments:

» These are very nebulous and subjective criteria. These symptoms can be associated with many different
clinical scenarios, including toxicity from chemotherapy (e.g., docetaxel fluid retention). It does not seem
reasonable to discontinue therapy that has very little likelihood to cause these problems (the ESA). The
incidence of these adverse effects related to ESAs is very low and is usually not clinically relevant.

+ Administrative pitfalls exist in implementation: need to identify specific ICD-9 codes for this condition.

6. Continued administration of the drug is not reasonable and necessary if there is a rapid rise in
hemoglobin/hematocrit after 2 weeks of treatment.

Comments:

¢ |t would be more prudent to state that, in the absence of a recent transfusion, perhaps the dose of ESA
should be lowered by 50% and the patient monitored closely. If the hemoglobin level reaches 12 g/dL,
the ESA should be stopped and reinitiated when it falls below 10g/dL.

Iv. Limiting coverage of ESAs to clinical studies:

Comments:

¢ Clinical studies are not feasible for every situation. FDA is responsible for monitoring safety and efficacy
of drug products. Existing methods to reach a clinical decision should continue through the existing
methods.

o Clinical trials should not be used as a method to further restrict coverage for ESAs in cancer patients.
Conclusion

CMS’s proposal to limit reimbursement for accepted standard of care is infringing on the clinical decision making
process. Reimbursement policy should not be used to replace FDA’s responsibility for appropriate review of drug
indication, dosing, scheduling, monitoring and safety. The use of expert panels to determine appropriate use should
be continued without interference from CMS. ESAs should be used judiciously with patient safety and benefit as the
guiding principle. We recommend withdrawal of the proposal until further information and recommendations come
from the FDA.

Sincerely,
M- Qo Ao GO
M. Alma Rodriguez, M.D., F.A.C.P., Vice President of Medical Affairs, Professor of Medicine, Lymphoma/Myeloma

Tejpal Grover, M.D., MBA, Associate Professor, Chairman, Pharmacy Committee
Joel D. Lajeunesse, M.S., R.Ph., Vice President, Pharmacy
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Dear Dr. Phurrough:

RE:  National Coverage Analysis for Erythropoiesis Stimulating Agents (ESAs) for Non-
Renal Disease Indications (CAG-00383N)

With a membership of over 26,000 basic, translational, and clinical researchers; healthcare
professionals; cancer survivors; and patient advocates, the American Association of Cancer
Research (AACR) is the oldest and largest professional organization dedicated to cancer research
and the conquest of cancer. The AACR appreciates the opportunity to comment on the Proposed
Decision Memorandum for Erythropoiesis Stimulating Agents (ESAs) for non-renal disease
indications (CAG-00383N).

The AACR recognizes the need to carefully consider the appropriate use of ESAs; however, we
have significant concerns regarding the lack of sound scientific and clinical data to support
certain conditions of the proposed decision memorandum. We have therefore prepared the
accompanying commentary and analysis of existing data on this topic from our perspective as
cancer researchers and clinical investigators in the academic setting, focused on the science of
cancer biology. It is of paramount importance that all coverage decisions are guided by the best
available scientific evidence such that treatments with optimum benefit and safety can be
delivered to cancer patients.

Erythropoietin Receptors

The AACR is particularly concerned with CMS’ decision to base several provisions of the
proposed coverage decision memorandum upon an evidence review that appeared to indicate that
the presence of erythropoietin receptors (EPO-R) expressed by human tumor cells may predict
increased risk for tumor progression and poorer overall survival in patients suffering from
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cancer. The AACR strongly believes that the available evidence does not support a link between
the expression of EPO-R by human tumor cells and poorer clinical outcomes.

It is apparent from the detailed background review included in the proposed decision
memorandum that CMS quite appropriately hopes to ground the agency’s updated ESA coverage
recommendations upon the highest quality clinical evidence available. One commonly accepted:
definition of evidence-based medicine (EBM) is as follows: “Evidence-based medicine de-
emphasizes intuition, unsystematic clinical experience, and pathophysiologic rationale as
sufficient grounds for clinical decision-making, and stresses the examination of evidence from
clinical research.” ! Despite this definition, CMS’ concerns about EPO-R in cancer appear to be
based primarily on pathophysiologic rationale, and not on robust clinical evidence.” In addition,
much of the existing body of literature regarding EPO-R expression in human cancer has
recently been shown to be flawed, as several independent groups have now demonstrated that the
reagents used to detect EPO-R in the majority of published studies actually have suboptimal
staining properties, detecting cellular proteins other than EPO-R.™ 34 Therefore, coverage
decisions based on theoretical concern about EPO-R expression in tumor cells cannot be
considered to be EBM at present.

EPO-R mRNA has been reported in many normal tissues (e.g., brain’, muscle®, vascular
endothelium’, endometrium® ), albeit detected at levels much lower than those erythropmetlc
marrow cells that rely on endogenous or recombinant erythropoietin as a growth and survival
factor. Studies of both primary cancer cells and immortalized cells in culture have not
demonstrated higher levels of EPO-R mRNA when compared to these healthy tissues.

Additionally, the presence of EPO-R mRNA does not indicate the presence of functional cell
surface EPO-R, as most EPO-R protein is not expressed on the cell surface, and that which is
expressed on the cell surface can only be functional if it is present in the proper conformation
and is associated with the intracellular Janus Kinase (JAK) tyrosine kinases. Although
immunoblot analysis has detected moderate amounts of possible EPO-R in cancer cell lines, little
or no receptor was detectable on the cell surface.’ Consistent with that finding, in several
studies, erythropoietin levels 10- to 1000-fold greater than the maximum plasma level observed
in patients receiving doses of epoetin approved by the Food and Drug Administration (FDA)
have been necessary in order for EPO-R stimulation to be observed in neoplastic cells in vitro. 10
In one such study, investigators had to culture cancer cells in a medium containing erythropoietin
at an extraordinary high concentration — 250,000 U/L — before EPO-R-mediated tyrosine
phosphorylation was observed."!

Currently, only polyclonal affinity-purified rabbit antibodies are commercially available for the
putative detection of EPO-R on immunoblots and in immunochemical preparations. The three
polyclonal antisera most widely used by investigators in the past 10 years include C-20 and M-
20 (both marketed by Santa Cruz Biotechnology, Santa Cruz, California), and 07-311 (Upstate
Biotechnology, Lake Placid, New York). When the sensitivity and specificity of the two Santa
Cruz Biotechnology antlbodles were recently analyzed in non-hematopoietic tissues, they
performed quite poorly.* The C-20 antibody detected 3 proteins in tumor cell lines (35, 66 and
100 kDa); none of these proteins were within the predicted range for EPO-R (56-57 kDa).* The
66-kDa protein turned out to be a heat shock protein (HSP70) to which antibody binding was
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abrogated in peptide competition experiments. Antibody M-20 identified a 59-KDa protein,
potentially consistent with EPO-R, but neither M-20 nor C-20 proved suitable for detection of
EPO-R using immunohistochemical methods: both demonstrated a positive signal in tissue
sections taken from EPO-R knockout mice, where no EPO-R at all was present. With respect to
the 07-311 antibody, Upstate Biotechnology recently withdrew this reagent from the market after
its limitations were recognized by their scientists.

Of the 21 publications cited by CMS in the agency’s evaluation of EPO-R expression in human
tumor cells, 12 used the flawed Santa Cruz C-20 antibody, 3 used the withdrawn Upstate
antibody or antisera similar to the Upstate reagent, 1 used an uncharacterized EPO-R antibody, 2
were reviews, and 3 publications dealt primarily with normal tissue or with erythroleukemia
cells. Notably, the widely cited EPO-R analysis of the German Head & Neck Cancer study by
Henke and colleagues, published in the Journal of Clinical Oncology in 2006, also used the
flawed C-20 antibody. 0, 12 Therefore, these data have significant limitations, and the AACR
believes that this body of evidence cannot be used to make a coverage determination about the
use of ESAs in clinical practice.

Myelodysplastic Syndromes

The AACR also has serious concerns about the decision by CMS to discontinue coverage of
ESAs in conjunction with anemia of myelodysplastic syndrome (MDS). In MDS, erythroid
progenitor cells are commonly part of the disease clone. Therefore, if any clinical disorder were
to exhibit an undesired cell proliferative effect in the presence of ESAs, it might be expected to
be MDS. However, this theoretical concern has not been borne out by clinical experience.
Moreover, there exists abundant evidence of salutary clinical effect of ESAs in MDS. Indeed,
ESA use in patients with MDS is part of a quality-of-care metric recently supported by CMS,
and the use of ESA therapy in this setting is an integral part of expert guidelines and is uniformly
supported by the clinical community. The AACR acknowledges and fully supports the efforts of
CMS to limit the use of ESAs in clinical settings in which the potential for benefit is limited or
does not outweigh the potential risks; however, select hematologic malignancies, such as MDS,
represent a distinct exception.

Red blood cell (RBC) transfusion-dependence develops in the majority of MDS patients over
time, and is recognized to adversely impact overall survival with a corresponding increased r1sk
of leukemia progression that is incrementally proportionate to rises in RBC transfusion burden."

* Unlike non-hematologic malignancies, ESA treatment in MDS directly targets the malignant
clone, and both prospective randomized phase 111 trial data and retrospective case control studies
provide strong support for a significant survival benefit with reduction in leukemia potential in
ESA responders. For patients with MDS, ESAs positively affect not only patient quality of life
through reduction in transfusions and consequent organ complications related to overload, but
also favorably impact overall survival and the risk for progression to acute myeloid leukemia
(AML).

The only Phase III clinical trial evaluating hematologic response and the long-term benefit and
safety of ESA treatment in MDS was performed by the Eastern Cooperative Oncology Group.
(ECOG). This study included 105 MDS patients randomized to treatment with either supportive
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care alone or supportive care with recombinant human erythropoietin (rhuEPO) administered at a
dose of 150 wkg/d. The dose of rhuEPO was increased to 300 wkg/d in the absence of
hematologic response after four months of treatment. Patients randomized to supportive care
alone could cross over to the thuEPO arm after 4 months if they had a documented 50% or
greater increase in transfusion requirement. Bone marrow aspirate and biopsy, as well as
assessments of iron stores were evaluated before there was any change in treatment. Overall,
35% of patients treated with thuEPO achieved an erythroid response compared to 9% in the
supportive care arm (p=.002). Of the patients who crossed over to thuEPO treatment, 30%
responded. Transformation to AML occurred in 3.6% of patients on supportive care and 0% of
patients receiving rhuEPO with no difference in the frequency or distribution adverse events in
either arm. Of particular importance, there was a significant survival advantage for erythroid
responders who had a median survival of 53 months compared to 26 months for non-responders
(p=.009). Neither rhuEPO nor the addition of G-CSF was associated with an increase in the rate
of transformation to acute leukemia."’

Jadersten et al. reported on the cumulative results from three Nordic MDS Group trials involving
129 MDS patients treated with ESAs that were followed for a minimum of 45 months after the
last study entry. In this analysis, 129 patients treated with ESAs were followed for a minimum
of 45 months after the last study entry. These trials evaluated treatment with thuEPO at varied
doses, with or without G-CSF. 39% of patients achieved a major erythroid response,
characterized by an increase in hemoglobin >115 g/L. without need for RBC transfusion, and
with a durable median duration of response of 23 months. 29% of the transfusion-dependent
patients became transfusion independent during the study. Patients with a favorable response
profile, as characterized by serum EPO concentration (<500mU/ml) and transfusion frequency
(<2 units/month), had a response rate of 60% and a median response duration of 24 months.
Only 1 of 20 long-term responders developed AML. This study assessed the effect on long-term
outcome by comparing treated patients with untreated patients selected from the IPSS database
using multivariate Cox regression analysis, adjusting for major prognostic variables. There was
no difference in survival (odds ratio [OR], 0.9; 95% confidence interval [CI], 0.7-1.2; P =.55) or
risk of AIIE/IL evolution (OR, 1.3; 95% CI, 0.7-2.2; P = .40) between treated and untreated
patients.

A second analysis performed by the Nordic Group compared treatment outcome with ESA to
case matched, untreated controls from the University of Pavia database. All patients were
anemic (Hgb <10 g/dl) or transfusion dependent. Patients were matched for RBC transfusion
burden, WHO category, and International Prognostic Scoring System (IPSS) risk score.
Treatment with rhuEPO +G-CSF was associated with a significant improvement in survival in
those MDS patients with low transfusion requirement compared to the untreated patients (HR
0.44, P <0.001). Moreover, ESA treatment response was associated with a lower risk of AML
transformation compared to non-responders and untreated matched controls (HR 0.39, P =
0.001). Although limited by its retrospective design, these data are consistent with the results of
the ECOG prospective Phase III trial, and they support the notion that treatments such as ESA
that effectively restore erythroid maturation potential in MDS are safe, and perhaps of greater
importance may favorably impact the natural history of disease and lower the risk for AML
progression.
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Similar findings were reported from an analysis of the Groupe Francophone des Myélodysplasies
(GFM) experience involving 419 patients treated with ESAs in clinical trials performed between
1998 and 2005, which were compared to case matched MDS patients managed solely with
supportive care in the IPSS/IMRAW database.'® RhuEPO introduction was modeled as a time-
dependent covariate. After S years follow-up, 8% of patients receiving rhuEPO and 16% of
untreated patients in the IMRAW cohort progressed to AML (p=0.0002). Multivariate analysis
showed that EPO treatment (HR=0.2, C195% 0.1-0.3) was independently associated with a lower
risk for progression to AML in addition to favorable karyotype (HR=0.6, CI195% 0.4-0.8).
Overall survival from diagnosis of MDS was significantly longer in the ESA-treated cohort with
a S-year overall survival of 82% vs. 47% for the IMRAW groups, respectively (p<0.0001).
These data further support the notion that response to ESA treatment is associated with a reduced
risk of AML progression and improved survival in MDS patients.'®

In addition to the positive impact on survival and transformation to AML, accumulating data in
MDS indicate that debilitating fatigue and transfusion dependence significantly negatively
impact patients’ quality of life.” MDS primarily affects the elderly (median age: 65-70).
Advanced age and conditions preclude the majority of MDS patients from receiving potentially
curative treatment. Therefore, the AACR contends that symptomatic relief from anemia with
ESAs should remain a therapeutic option for those MDS patients who have been shown to
benefit from such treatment. The currently proposed policy of CMS would have significant
adverse consequences for patients with MDS. We endorse the prior National Comprehensive
Cancer Center Network (NCCN) recommendations for ESA use in the management of
symptomatic anemia in MDS patients with low or intermediate-1 risk IPSS risk score (NCCN
MDS Practice Guidelines v.1.2007) with a target hemoglobin of up to 12gm/dl.

Other Proposed Indications

Moreover, the AACR also has serious reservations regarding the treatment restrictions outlined
by CMS, including the guidelines for hemoglobin/hematocrit levels prior to initiation of therapy,
the dosage and treatment duration recommendations, and indications for discontinuation of use
following non-responsiveness at 4 weeks or in the case of fluid retention, as there is a profound
lack of scientific data or clinical rationale to support these proposed restrictions.

In Conclusion

The above analysis supports the view of the AACR that, to date, there is no credible scientific
evidence to support the contention that human solid tumor cells express functional surface
receptors for erythropoietin or that exposure to recombinant human erythropoietin promotes the
survival or proliferation of human nonmyeloid malignancies, nor is there is any evidence that
recombinant erythropoietin promotes leukemic progression in myelodysplastic states. Indeed,
based on the available evidence, ESA therapy in MDS is clearly beneficial in terms of
hemoglobin and transfusion endpoints. Furthermore, treatment of MDS patients with ESA may
improve survival and the rate of progression to acute leukemia has been shown to be either
unaltered or decreased. Therefore, the AACR supports the use of ESAs in these instances.
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The AACR has serious concerns about CMS’ proposed National Coverage Decision on the use
of ESAs. Based on scientific evidence and the expert consensus of cancer researchers and
physician-scientists, the AACR differs with the proposed restrictions and limitations on the use
of ESAs. While current safety concerns suggest the need for CMS to review its policies
concerning ESAs, the AACR believes that a number of the proposals in the NCA are not
supported by scientific data in the literature and they are in conflict with expert scientific
analysis.

The AACR respectfully asks that CMS take under consideration the scientific data cited above,
as well as, the current and future deliberations of the FDA on this matter before finalizing its
NCA for the use of ESAs. In addition, the AACR is partnering with the American Society of
Hematology in a joint Task Force of experts to definitively clarify the risk-benefit of ESAs; this
group of knowledgeable scientists is currently performing a rigorous analysis of the scientific
and clinical issues surrounding their use for certain indications. Our scientific societies will be
preparing these findings for submission to a peer-reviewed scientific publication in the near
future.

We look forward to working with CMS as the agency examines the evidence for its proposed
coverage policy and its implications for patients. Please do not hesitate to contact the AACR at
foti@aacr.org if we can answer any questions or provide assistance to CMS on this vitally
important subject.

Sincerely yours,
W Q W w g

Kenneth C. Anderson, MD
Director, Jerome Lipper Multiple Myeloma Center,
Dana-Farber Cancer Institute, Boston, MA

David P. Steensma, MD, FACP
Associate Professor of Medicine
Mayo Clinic, Rochester, MN

Alan F. List, MD
Division Chief Malignant Hematology
H. Lee Moffitt Cancer Center & Research Institute, Tampa, FL
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Disclaimer

William N. Hait, MD, PhD, is President of the American Association for Cancer Research and a
Senior Vice President with Johnson & Johnson Pharmaceuticals. Recognizing the possibility of
a conflict of interest with respect to AACR’s scientific analysis of data relating to the use of
ESAs, Dr. Hait has recused himself from all discussion, deliberation, and actions taken by the
AACR in this matter. Further, Dr. Hait has transferred all Presidential authorities relevant to this
issue to AACR President-Elect, Raymond N. DuBois, MD, PhD, Professor, Vanderbilt-Ingram
Cancer Center.
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Steve Phurrough, MD, MPA

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mailstop: C1-09-06

7500 Security Boulevard

Baltimore, MD 21244

RE: Proposed Coverage Decision Memorandum for the Use of Erythropoiesis
Stimulating Agents in Cancer and Related Neoplastic Conditions (CAG-60383N)

Dear Dr. Phurrough,

I am writing as the Director of Norris Cotton Cancer Center at Dartmouth-Hitchcock Medical
Center in Lebanon, New Hampshire to indicate my strong opposition of the proposition by
CMS to discontinue re-imbursement for erythropoietin stimulating agents used to treat
patients with Myelodysplastic Syndrome (MDS). The proposed change by CMS strongly
contradicts evidence-based research that demonstrates a clear improvement in hemoglobin
levels, quality of life measures, and a decrease in the transfusion requirements for these
patients.

If this proposal should be passed into law, a significant number of our MDS patients will
need to receive pack red blood cell transfusions to remain alive. The impact of increased
transfusion requirements for our numerous MDS patients, in a setting of red blood cell
shortages, along with increased risk of infections to our patients (hepatitis virus, HIV), and a
marked increased in costs required to provide transfusions, need to be seriously considered
due to their impact on patient wellness and healthcare costs. The implementation of the
proposed change will affect a large proportion of MDS patients and result in both increased
suffering tor these patients and for signiticant additional costs to our heaith care system.

Respectfully submitted,

/ ;; § f 3 5
) wmfi/éxi%w .C,'gr’é;/w Wé/{;‘f

Mark A. Israel, MD

Professor of Pediatrics and Genetics
Dartmouth Medical School

Director, Norris Cotton Cancer Center

A Comprehensive Cancer Center Designated by the National Cancer Institute
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Coverage Analysis Group

Office of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Mail Stop C1-12-28

7500 Security Boulevard,

Baltimore, MD 21244

RE: Comments on Proposed National Coverage Determination for Erythropoietin
Stimulating Agents (ESAs) CAG-00383N

Dear Coverage Analysis Group:

As a practicing medical oncologist in the state of Mississippi, I would like to submit the
following comments regarding this coverage determination. In addition to the points
addressed here, I am concerned about the blood supply in our state. We already have a
shortage of blood products that affects the treatment of my patients. Restricting the use of
ESA therapy for our MDS patients and waiting to start ESA therapy until the patient has a Hg
below 9 will cause my patient population to need significantly more tranfusions. With the
blood supply already at a critical level, I am concerned that this coverage determination will
have an adverse affect on the blood supply and endanger my other patients who already rely
on this short supply.

Please note my additional comments regarding this National Proposed Coverage
Determination:

1. “We are interested in public comment on whether coverage for ESA therapy for
Medicare beneticiaries should only occur within appropriately designated clinical
research studies where informed consent and safety monitoring can be assured.”

a. [have some patients that are treated in a rural setting. These patients should
not be forced to travel hundreds of miles to the nearest facility participating in
a clinical trial. Patients requiring ESA therapy are anemic and many suffer
from extreme fatigue. Asking these patients to travel even more to receive
ESA therapy would be detrimental to their overall quality of life and
wellbeing. CMS should not consider allowing ESA therapy to only be
available within the clinical research community.

b. As aboard certified medical oncologist, I prescribe and oversee the
administration of many drugs that require intense safety monitoring for drug
toxicity and severe anaphylactic reactions. All of these drugs require informed
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consent and safety monitoring. All patients in our clinic receive informed
consent before beginning treatment.

“CMS is seeking public comment on whether there is sufficient evidence to conclude
that ESA treatment is not reasonable and necessary for beneficiaries with certain
clinical conditions including the anemia of myelodysplasia.”  Erythropoietin
stimulating agents have been used to treat the anemia of myelodysplastic syndrome
(MDS) for many years. This is an accepted use and has been supported by our
Medicare carrier. Scientific literature beginning in1991 has shown ESAs to be safe,
despite very high doses given to MDS patients (Stein, Abels, Krantz 1991). A special
article summarizing the “evidence based clinical practice guidelines” of the American
Society of Clinical Oncology and American Society of Hematology stated that the use
of ESAs were supported for patients with myelodysplastic syndrome (Rizzo 2002).
Denying coverage for ESA therapy for this patient population will be detrimental to
the health of patient.

= Stein RS, Abels RI, Krantz SB. Pharmacologic doses of recombinant human
erythropoietin in the treatment of myelodysplastic syndromes. Blood 1991,
78(7): 1658-63.

= Rizzo JD, Lichtin AE, Woolf SH, et al. Use of epoetin in patients with
cancer: evidence-based clinical practice guidelines of the American Society
of Clinical Oncology and the American Society of Hematology (ASH).
Blood 2002; 100(7):2303-20.

“ESAs are reasonable and necessary with the following limitations: the Hg levels
immediately prior to initiation of dosing for the month should be <9 g/dl in patients
without known cardiovascular disease and <10 in patients with documented
symptomatic ischemic disease that cannot be treated with blood transfusion.” Both
FDA approved package inserts state that patients should be started on therapy when
their Hg is at least 10. Most carriers now support the use of ESAs starting at a Hg of
11 so that therapy can be started to keep the patient from dropping to a Hg of 10 or 9.
It takes some time for my patients to respond to the ESA and waiting initiate treatment
will result in clinical outcomes that are undesirable for my patient, including
transfusions and clinical risks and symptoms associated with severe anemia. I have
been able to start patients at a Hg of 11 for several years now and have noted that our
patients require less medication to reach the target Hg of 12 (I hold ESA treatment at
12 per FDA guidelines and have for many years). Many studies regarding the use of
ESA therapy have been published and very few even suggested waiting until the
patient reached a Hg of 9. The National Comprehensive Cancer Network expert
consensus panel cites multiple randomized studies that support the initiation of ESAs
at hemoglobin levels less than 11g/dL.

= Rizzo JD, Lichtin AE, Woolf SH, et al. Use of epoetin in patients with
cancer: evidence-based clinical practice guidelines of the American Society
of Clinical Oncology and the American Society of Hematology (ASH).
Blood 2002; 100(7):2303-20.
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= Stein RS, Abels RI, Krantz SB. Pharmacologic doses of recombinant human
‘ erythropoietin in the treatment of myelodysplastic syndromes. Blood 1991;

78(7): 1658-63.

=  Thompson JA, Gilliland DG, Prchal JT, et al. Effect of recombinant human
erythropoietin combined with granulocyte/macrophate colony-stimulating
factor in the treatment of patients with myelodysplastic syndrome. Blood
2000;87(10): 4067-81.

= Rose EH, Abels RI, Nelson RA, et al. The use of r-HuEpo in the treatment of
anaemia related to myelodysplasia (MDS). BrJ Haematol 1995;89:831-

4. “The maximum covered treatment duration is 12 weeks/year.” Some of my Medicare
beneficiaries require a long cycle of chemotherapy over 6 months or multiple cycles of
chemotherapy. These patients would need ESA treatment to be available to them for
the entire cycle of chemotherapy and for long enough following chemotherapy to
allow the bone marrow to recover. Please note it takes some older patients longer to
achieve this recovery of the bone marrow, so it is even more vital for these patients to
receive their ESA treatment until it is no longer medically necessary.

= Rizzo JD, Lichtin AE, Woolf SH, et al. Use of epoetin in patients with
cancer: evidence-based clinical practice guidelines of the American Society
of Clinical Oncology and the American Society of Hematology (ASH).
Blood 2002; 100(7):2303-20.

5. “The maximum covered treatment dose is 126,000 units for erythropoietin and 630 g
for darbepoetin.” Both drugs have FDA approved dose schedules that exceed this
limitation. Aranesp, for example, has a Q3 week dose schedule that would require a
patient to receive 500 mcg every three weeks. In a month where a patient receives
their Aranesp on week 1 and week 4 of the month the dose will be a total of 1000 mcg
during the month. Procrit has a once weekly dose of between 40,000 and 60,000 units
per week. A patient that receives 60,000 units per week will receive 300,000 units
during a month that the patient happens to come in on 5 Mondays, for example. The
FDA approved dose for both of these drugs exceeds the dose limitation suggested by
CMS.

Thank you for the opportunity to submit these comments. I hope that CMS will continue to
create coverage guidelines based on accepted science and in the best interest of the patient.

Please feel free to contact me at 601-373-4421.

Sincerely,

Ny bz

Martin Newcomb, MD
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May 29, 2007

Congressman John Campbell
610 Newport Center Drive, Suite 330
Newport Beach, CA 92660

U.S. Department of Health & Human Services
Centers for Medicare & Medicaid Services
7500 Security Blvd.

Baltimore, MD 21244

Subject: Proposed coverage decision memorandum for the use of
Erythropoiesis Stimulating Agents (ESAs) in cancer and related
Neoplastic Conditions (CAG-0038N).

We have reviewed the CMS proposed coverage pclicy changes for ESAs. These
changes would adversely affect our ability to care for gynecologic cancer patients.

Problems in the proposal include:
1) Ovarian cancer needs to be clearly specified as a covered malignancy.

2) Patients treated for hypertension or undergoing anti-angiogenic therapy
(e.g., Bevacizumab) or monoclonal antibodies that target epidermal growth
factor should be eligible for treatment/coverage with ESAs. Their
physicians will explain the risk/benefit issues and the patient/physician
should decide if they want treatment with ESAs. Medicare should not
decide this.

3) We currently treat patients with hemogiobin/hematocrit levels <10g/dl/30%
they are all symptomatic. Some patients are symptomatic at 11g/di/33%
and we would also treat them. The suggested new baseline of 9g9/dl/27%
is simply too low and patients would be suffering unnecessarily.
Furthermore, many would require transfusions, interrupting their treatment
regimens.

4) Maximum proposed coverage is 12 weeks/year. However, our ovarian
cancer patients are often on treatment regimens that exceed one year.
Many patients with ovarian cancer live normal lives, despite their persistent
disease. Therefore, ovarian cancer is often considered a chronic disease,
like renal failure. You would not consider telling renal failure patients that
they could only receive ESAs for 3 months a year. Similarly, you should not
dictate the frequency in which ovarian cancer patients can be treated with
ESAs.

5) The maximum proposed dose coverage for a 4-week treatment cycle of
Erythropoietin is 126,000 units and Darbepoetin is 630 mg. Standard
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Erythropoietin treatment is 40,000 units/week. Since 4 weeks of treatment
is 160,000 units, how do you propose to pay for only 126,000 units?

6) Fluid retention / weight gain issues should be addressed by the physicians
and patient. Those specific clinical issues cannot be effectively legislated
or mandated.

7) Non-coverage for patients with a history of thrombotic episodes related to
malignancy is not reasonable. These patients are on Coumadin and have
either inferior vena caval filters in place or are treated with various anti-
thrombotic agents. Having a stroke or heart attack is not their main
concern, whereas dying of cancer is. The choice to use ESAs in this
situation should be between the doctor and the patient, and not by
legislative fiat.

We appreciate both your concern for the patients and need to control the Medicare
budget. However, let's not go overboard of this EPA issue, as the proposed
changes would cause much more harm than good.

Sincerely,

John Paul Micha, M.D.

Chairman v

Women’s Cancer Research Foundation

Website: www.womenscancerfoundation.com
Email: research@gynoncology.com
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- Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for non-renal disease
indications (CAG-G0383N)

Dear Dr. Phurrough,

With great sympathy I read the above mentioned memo. It impresses by responsibility for the patients
and by scientific seriousness and merits particular credit because it illustrates major weaknesses of the
current discussion: (1) ESA studies that were not adequately designed to address safety issues and (2)
studies terminated prematurely before generating unwanted results!

I am convinced that ESA treatment negatively affects disease control and survival of head and neck
cancer patients. Own (published in 2003) and confirmative findings (RTOG 99-03 and DAHANCA-
10) support this view. Comparable safety concerns can be assumed for other cancer sites as well:
Leyland-Jones (2005) and Wright (2007) suggest breast and lung cancer.

Unfortunately, we cannot — at present — reliably identify diagnoses, drug dose or potential mechanisms
where and how ESAs should be of harm. But the findings from randomized, properly designed and
well-controlled trials of more than 2,500 patients (see above) are of major concern and should urge us
to address the questions as phrased in your memo (p7/47).

Meanwhile I and many others feel that it is clinically and ethically wise to restrict the use of ESAs for
cancer patients. I’d suggest not prescribing ESAs to patients with curable cancer because cure may be
hampered. If adequately informed, however, patients receiving palliative cancer treatment and
suffering from symptomatic anemia may receive ESAs.

T understand that prescription patterns differ in between countries. Thus, the decision as proposed by
CMMS seems to balance necessary restrictions and current US practice. Finally, addressing receptor-
positive cancer it encourages dealing more with potential mechanisms how ESAs affect treatment

efficacy.

Hopefully patient’s safety will rule the ongoing discussion. In case I could support CMMS please let
me know.

Sincerely,

Professor of Medicine/Radiooncology
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Steve Phurrough, MD, MHA

Director

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244-1850

Maria Ciccanti, RN

Lead Analyst

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244-1850

Shamiram Feinglass, MD, MPH

Lead Medical Officer

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244-1850

Re: NCD: NCA for Erythropoiesis Stimulating Agents (ESAs) for non-renal
disease indications (CAG-00383N)

Dear Drs. Phurrough and Feinglass and Ms. Ciccanti,

On behalf of the oncologists of the US Oncology National Policy Board, the oncologists
of the Pharmacy & Therapeutics Committee of the US Oncology National Policy Board
and all of the oncologists in the US Oncology network, we are pleased to offer comments
in response to the Centers for Medicare and Medicaid Service (“CMS”) proposed
National Coverage Determination (“NCD”) for use of Erythropoiesis Stimulating Agents
(“ESAs”) in non-renal diseases.

US Oncology, Inc. - 16825 Northchase Drive, Suite 1300 « Houston, Texas 77060 - (832) 601-8766
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The US Oncology National Policy Board (NPB)

The US Oncology National Policy Board (the "NPB") advises the US Oncology network
and the US Oncology network affiliated practices on policies and strategic initiatives that
affect the US Oncology's network of affiliated physician groups. The NPB's charter
embraces a commitment to ensuring that neither access to, nor quality of care is
compromised for cancer patients in America. The NPB is composed of the physician
practice presidents of each of the US Oncology network affiliated practices. The NPB
provides an essential platform for physician and management engagement within the US
Oncology network and also serves as a platform for the US Oncology physician
network’s national government relations and public policy voice.

The US Oncology Pharmacy and Therapeutics (P&T) Committee

The P&T Committee of the US Oncology National Policy Board is the physician body
that sets quality and efficiency standards for all aspects of drug use in the offices of over
1000 community-based oncologists in 38 states. The P&T Committee has been in place
for over 10 years, providing quality of care guidance to the care of over 12% of the
nation’s cancer patients who are seen in the US Oncology network annually. Of most
importance, the primary goal of the P&T Committee is to advance evidence-based
pathways to assure the delivery of the highest quality care, with optimal patient
outcomes, throughout the network.

Overview

The US Oncology network is committed to national quality of care standards through
evidence-based pathways. We strongly support the development of an NCD for ESA
use. While the safety issues associated with ESA use are currently being reviewed by the
Food & Drug Administration (“FDA”), any NCD promulgated by CMS should be
supported by strong clinical evidence and should not rely on speculative theories or
hypotheses as to the cause of the safety signals being reviewed by FDA. To protect the
integrity of the drug approval and reimbursement process, the final NCD should be based
on the total body of evidence, not on a selective review of the evidence or on
unpublished, non-public evidence.

It is imperative that the NCD be based on the same evidentiary standards used by
professional organizations, reflecting only publicly available medical evidence. It should
also respect the patient/physician relationship permitting reasonable discretion in making
patient-specific decisions. Specifically, when use of an ESA could provide benefits such
as a reduction in transfusion requirements or improved quality of life, the patient and
physician should be allowed to weigh those benefits against any risks and make an
individual decision as to whether an ESA should be administered. Non-coverage or
restricted coverage should only apply when the risks so far outweigh the benefits that no
reasonable prudent physician would ever consider administering ESAs.
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Therefore, the US Oncology network supports the following CMS proposals:

Non-coverage of ESAs for use in any anemia in cancer or cancer treatment
patients due to folate deficiency, B-12 deficiency, iron deficiency, hemolysis,
bleeding, or bone marrow fibrosis.

Non-coverage on anemia associated with radiotherapy.

Non-coverage of prophylactic use of ESAs to prevent chemotherapy-induced
anemia and to reduce tumor hypoxia.

However, the US Oncology network has grave concerns about a number of other CMS
proposals that the rest of this comment letter will discuss in detail. They are as follows:

1.

CMS appears to have based many of its proposals on an unsubstantiated theory
that the alleged presence of erythropoietin (“Epo”) receptors on cancer cells in-
vitro causes tumor progression and mitigates the tumorigenic effects of certain
anti-cancer agents when used clinically.

The draft NCD appears to ignore virtually all the clinical evidence and clinical
experience substantiating the safety of ESAs when they are used according to
their FDA labeled indications.

The proposed coverage for chemotherapy induced anemia (“CIA™) is not
consistent with the evidence and the initiation point of less than 9g/dl is too low
to avoid most transfusions. Moreover, the policy does not address the black
box warning concerning the risks of attaining a Hgb level that exceeds 12g/dl.

The proposed treatment duration limit of 12 weeks/yr is grossly inadequate and
the proposal to not cover any dose escalation is not consistent with the medical
evidence.

CMS has ignored the clinical evidence showing that ESAs are safe and
effective when used to treat Myelodysplasia (“MDS”) and Multiple Myeloma
(“MM™).

CMS appears to have misinterpreted the safety signals under FDA review; the
signals are limited to off-label uses of ESAs such as prevention of anemia and
obtaining hemoglobin levels above 12g/dl but CMS assumes that those safety
signals also exist when ESAs are used according to their labeled indications.

CMS appears to have not taken into account the effect of its proposal on the US
blood supply nor on the number of patients who will catch transmissible
illnesses through receipt of blood transfusions that were medically unnecessary
but required by its ESA coverage policy.

CMS seems not to have considered the effect on patients who for religious or
other reasons do not wish to have blood transfusions (e.g., Jehovah’s
Witnesses).

The proposed CMS policy inappropriately interferes with the patient/physician
relationship because it substitutes CMS’ judgment about the benefits and risks
of ESAs for the judgments patients and physicians need to make in order to
optimize care.

3

US Oncology, Inc. - 16825 Northchase Drive, Suite 1300 - Houston, Texas 77060 - (832) 601-8766



receptor proteins such as heat shock proteins (Elliott, Blood 2006; 107:1892-1895;
Brown, Stem Cells 25:718-722; Osterborg, Eur J Cancer 2007; 43:510-519; Agarwal,
JCO 2007; 25:1813-1814; Ragione, JCO 2007; 25:1812-1813, Jelkmann, JCO 2007,
25:1627-1628). Heat shock proteins are known cancer promoters that are found in high
concentrations in aggressive tumors. This is a significant confounding factor that arises
from the very studies that purport to detect Epo-receptors in cancer cell lines.

(2) If Epo-receptors are found in the supernatant of a test tube, are they soluble receptors
in the cytosol or are they on the cell membrane where an ESA might bind to them and
initiate cell signaling? Investigators who have used Western Blot to specifically detect
Epo-receptors have found little evidence that the receptor is membrane bound and
accessible to ESA (Sinclair, Proc AACR 2005; 46:5457; Abdalla, Blood 2005;
106:4268). Most of the Epo receptors are found in the cytosol where the receptor is
inaccessible to exogenously administered ESAs.

(3) If expression of Epo-receptor mRNA can be detected in cancer cells in vitro, does
incubation with ESAs stimulate cancer cell growth? Westphal tested 27 human tumor
cell lines and found that ESA did not increase the growth rate of Epo receptor positive
tumors (Westphal, Tumori 2002; 88:150-159). Gerwitz demonstrated no tumor
proliferation and no interference with Taxol, Adriamycin, or tamxoifen in breast tumor
cells in vitro (Gerwitz, Clin Ca Res 2006; 12:2232-2238).

(4) Do tumors transplanted into animal models show progression under the influence of
ESAs? We were able to find several animal models that studied syngeneic (mouse tumor
into mice) or xenografts (human tumors into mice). None of these tumors showed any
effect from ESA administration on tumor growth or progression (xenograft models:
LaMontagne, Mol Ca Ther 2006; 5:347-355; Tovari, Ca Res 2005; 65:7186-7193;
syngeneic models: Hardee, Mol Ca Ther 2006; 5:356-361; Bianchi, Eur J Cancer 2007;
43:710-717; Hardee, Br J Cancer 2005; 93:1350-1355). In some of these studies, an
enhanced effect of chemotherapy was observed.

In summary, there is no clinical evidence to support the CMS theory that cancer cells
which may have Epo receptors in vitro will be stimulated to grow by administration of
ESAs. However, in spite of this lack of clinical evidence showing that these receptors, if
they exist, are functional or promote tumor growth, CMS has proposed to dramatically
restrict the use of ESAs for these tumors.

Furthermore, in meetings with the US Oncology network, CMS staff stated that they
believed that their theory that tumor progression mediated by erythropoietin receptors on
cancer cells explained the data in all the clinical trials showing worse outcomes in
patients receiving erythropoietin. CMS staff further stated that the burden was on
commenters to disprove their theory with clinical data.

No clinical data exist to disprove the CMS theory. This is because until CMS recently
devised this theory there was no reason to study it. Therefore, the theory can not be
disproven with clinical evidence. However, it is equally important to note that no studies
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of ESA use in CIA have demonstrated an adverse impact on tumor progression. The one
trial that alluded to tumor progression under the influence of an ESA was the Henke trial
of ESA use in non-anemic patients undergoing radiation treatment where the ESA was
used as a radiosensitizer, not as a treatment for chemotherapy-induced anemia.

Extrapolation of data from the Henke study to use of ESAs in CIA is inappropriate and is
not evidence based. Further, the CMS theory assumes that if Epo receptors exist in one
cancer of a certain tissue type then all cancers from that tissue type will have Epo
receptors. There is no evidence to support such an assumption. It is well known that
cancer cells express proteins not made in normal tissue of the same type and that they
may lose the ability to make proteins that the normal tissue makes. Does CMS have
evidence not yet shared with the medical community that every lung tumor has Epo
receptors? Unless the NCD requires testing of each tumor for Epo receptors, the proposal
makes no sense and is inconsistent with its own premise. Further, if CMS finalized the
proposal, what will happen in 5 years when a single tumor cell line is newly discovered
to have Epo receptors in vitro? Will this tumor type be added to the restricted coverage
list even if there is no clinical evidence the receptors are functional or that administration
of ESAs has an adverse effect?

Lastly, it seems that CMS has not considered other explanations for tumor progression in
the trials showing poorer outcomes for patients receiving ESAs. As most of these trials
were not designed to test for survival, patient stratification was designed for other
endpoints (e.g., to achieve a Hgb concentration well above 12g/dl)and the trial arms were
not appropriately balanced for a survival analysis. As presented at the ODAC meeting, a
number of the trials in question had unbalanced patient groups and drawing conclusions
about the effect of ESAs on survival is inappropriate. Additionally, CMS seems not to
have considered that disease stage or other patient characteristics may have been causally
related to the outcomes or that EPO receptors, if they were present, may have been a
marker for some other cause of tumor progression.

RECOMMENDATION: Withdraw this proposal.

2. The draft NCD appears to ignore virtually all the clinical evidence
and clinical experience substantiating the safety of ESAs when they
are used according to their FDA labeled indications.

The safety of ESA use in CIA is established from both meta-analyses of over 20,000
patients in trials and one recent large well-designed Phase III clinical trial adds more
weight to the safety data.

Two large meta-analyses by different groups were provided with our previous comments
(see Exhibit C). The Meta Works analysis looked strictly at CIA trials and found no
significant effect of ESAs on overall survival (all cause mortality OR, 1.00; 95% CI 0.69-
1.44) ( Ross, Clin Ther 28:801-831). The Cochrane analysis looked at trials conducted in
both anemia of cancer and CIA and included the trials under review by the FDA by both
Henke and Leyland Jones (Bohlius, Cochrane Database of Systematic Reviews 2006,
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Issue 3, Art No. CD003407). The unadjusted hazard for overall survival was 1.08; 95%
CI10.99to 1.18.

Since this publication, there has been one large randomized placebo-controlled trial of
darbepoetin in 600 SCLC patients receiving chemotherapy where overall survival was a
primary endpoint. Presented at AACR 2007, this study found no statistically different
risk of death (HR 0.93,95% CI 0.78 to 1.11). The Cochrane group has not yet updated
the ESA analysis to include this large trial but it can be anticipated that these data would
move the HR closer to 1.0 (Amgen 145, AACR 2007, abstract LB3).

RECOMMENDATION: Cover ESA use in CIA consistent with the US Oncology
network clinical pathway for ESA use (See Exhibit A).

3. The proposed coverage for chemotherapy induced anemia (“CIA”) is
not consistent with the evidence and the initiation point of less than
9g/dl is too low to avoid most transfusions. Moreover, the policy does
not address the black box warning concerning the risks of attaining a
Hgb level that exceeds 12g/dl.

The 1initiation point for ESA administration, as proposed, places patients at risk of both
suboptimal drug performance as well as unnecessary transfusions. Studies have shown
that if ESAs are initiated at a Hgb of less than 11g/dl, only 26 % of patients will require
transfusions. On the other hand, if ESAs are administered at a Hgb of less than 9g/dl
then 78% of patients will require transfusions. An analysis of the darbepoetin Phase III
trials in CIA shows clearly the impact of delaying the administration of ESAs as Hgb
declines under the influence of chemotherapy. The lower the Hgb at the time of ESA
initiation, the higher the likelihood of transfusion (Amgen presentation to ODAC, 2007).
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Absolute Risk of Transfusion Depends on Hb Level
at Time of ESA Initiation (Phase 3 CIA Studies)
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These observations reflect the fact that it often takes 6 weeks for ESAs to increase Hgb
level. In patients receiving chemotherapy, Hgb levels keep dropping and once they reach
9g/di they will continue to drop to lower levels even with ESA administration.

The recent evidence shows that use of a Hgb initiation point at <11g/dl both reduces
transfusion requirements and maximizes patient quality of life. Lyman published a
systematic review of the literature that evaluated the effect of early versus late
intervention on transfusion incidence. Three Phase III trials directly compared the impact
of early versus late intervention. The results from all three are depicted below (Lyman,
Cancer 2006;106:223-233).

Randomized Trials of Erythropoietic Agents to Evaluate Early versus Late Intervention: Effsct on Transfusion Incidence

Straus et al, 2005 Crawford et al. 2003% Rearden et al. 2004*
rHuEPO QW  tHuEPO oW Darhepoetin alfa (3%
Early (# = 133) Late (n = 134) Early (= 106} Late (1 = 105) Early (n = 99) Late (n = 102
Hb entry criteria in gfdL > 10 but = 12 <9 2 bur<15 =16 = 165 hut < 124 =1
Baseline Hb in g/dL Mean (8D HESEDLT H28E0T 131018 13 {82} {L1100 1.2 (0.6}
Xo. patients treated 135 % 106 48 94 84
Transfision incidence 18% %% 12% 2% 1% 2%

Hb: hemoghobir; SE: standard ervor, HuEPO: recombinant human etythropoietin.
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Because optimal transfusion avoidance is achieved by early ESA intervention, the
preponderance of the clinical trials used a 10-12g/dl as the Hgb initiation point.

Patient quality of life benefits are also optimized when ESAs are used early before
transfusion rescue becomes inevitable. Crawford performed a cross-sectional analysis on
two large community-based trials of epoetin use for CIA and showed a significant
positive correlation between Hgb improvement and quality of life (Crawford, Cancer
2002;95:888-895).
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This is precisely why, over the last 15 years, oncologists have been administering ESAs
when Hgb levels reach 11 g/dl. This standard of care optimizes the benefit from ESAs in
minimizing the risk of transfusion. Numerous clinical trials and 3 different meta analyses
(Cochrane, MetaWorks, and AHRQ) have shown that this use of ESAs is perfectly safe.
The studies reviewed by ODAC in May, do not represent this community oncology
standard of care. There are no safety signals in chemotherapy induced anemia when
ESAs are initiated at Hgb <1 1g/dl and target Hgb concentrations are 12g/dl or less.

We would also like to point out that the draft NCD is missing a crucial element: a
stopping point. The safety signals currently under review by the FDA are seen when Hgb
levels rise to greater than 12g/dl after ESA administration. For this reason, we believe
that CMS should not cover ESA administration to patients when their Hgb level is greater
than 12g/dl.

RECOMMENDATION: Cover ESA use in CIA consistent with the US Oncology
network clinical pathway for ESA use (See Exhibit A).
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4. The proposed treatment duration limit of 12 weeks/yr is grossly
inadequate and the proposal to not cover any dose escalation is not
consistent with the medical evidence.

The CMS proposal limits ESA use in ways that are inconsistent with the clinical evidence
and will greatly restrict the number of patients who may benefit from the ESAs. The
restriction of coverage to a maximum of 12 weeks per year is grossly inadequate for
current medical oncology practice. Many anemia-inducing, life extending regimens
extend beyond 12 weeks. A good example is the standard of care dose dense regimen for
adjuvant treatment of breast cancer (Burstein, JCO 2005; 23:8340-8347). This regimen is
given over 16 weeks and has a 13 % risk of transfusion. Patients should not be forced to
decide between risking transfusion and seeking a cancer cure from this regimen. In
addition, a large proportion of patients with later stage cancers achieve benefit from two
to three courses of chemotherapy given sequentially within a year. Not only are these
patients at risk for anemia while receiving chemotherapy but they are also at risk for up to
12 weeks after chemotherapy is completed. The US Oncology network believes that 12
weeks of ESA therapy is grossly inadequate for current standard of cancer care.

Additionally, the specification that the ESA should be stopped after 4 weeks if a 1g/dl
rise is not achieved does not reflect the clinical trial data for the ESAs. Although there
are suggestions that the best responders may be those who achieve a 1g/dl rise in 4
weeks, the average time required to achieve a 1g/dl rise is 5 to 7 weeks (Waltzman, The
Oncologist 2005; 10:642-650; Schwartzberg, The Oncologist 2004; 9:696-707). In
addition, the NCD does not allow for even a single dose escalation which is the standard
of care, is safe, and has been an inherent component of almost every clinical trial. The
number of patients who respond is dramatically increased in every trial where dose
escalation was permitted.

RECOMMENDATION: Cover ESA use in CIA consistent with the US Oncology
network clinical pathway for ESA use (See Exhibit A).

5. CMS has ignored the clinical evidence showing that ESAs are safe and
effective when used to treat Myelodysplasia (“MDS”) and Multiple
Myeloma (“MM?”).

Both of these are diseases of the elderly where anemia becomes prominent in a majority
of patients. Without ESAs, patients are likely to require chronic transfusions earlier and
many will experience iron overload and associated organ toxicities. In fact, ESAs are
considered to be therapeutic, not supportive, for MDS patients.

CMS seems to have ignored the 59 trials, 4 of which were randomized, showing that
ESAs actually improve survival in MDS as provided in our previous comment letter
(Randomized trials: Italian Coop Group, Br J Hematol 1998; 103:1070-1074; Casadevall,
Blood 2004; 104:321-327; Thompson, Blood 2000; 95:1175-1179; Miller, Blood;104;
Abstract 70). In aggregate, 2106 patients were studied over 17 years and no adverse
outcomes were reported. It appears that the basis for the CMS proposal was a single case
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report of erythroleukemia related to ESA use. Even if CMS does not believe the trials
conducted .on MDS patients were optimal, the number of patients studied over a long
period of time is strong clinical evidence that should outweigh a single case report.

RECOMMENDATION: Cover ESA use in MDS consistent with the US Oncology
network clinical pathway for MDS (Exhibit B).

6. CMS appears to have misinterpreted the safety signals under FDA
review; the signals are limited to off-label use of ESAs such as
prevention of anemia and obtaining hemoglobin levels above 12g/dl
but CMS assumes that those safety signals also exist when ESAs are
used according to their labeled indications.

We reiterate that all the data showing safety signals were collected in trials that are well
out of the mainstream of oncology therapy. There is no evidentiary basis for
extrapolating those findings to mainstream therapy. Numerous trials and 20 years of
clinical experience support ESA use in patients with Hgb levels less than 11g/dl with the
intention of attaining a Hgb level of 12g/dl.

7. CMS appears to have not taken into account the effect of its proposal
on the US blood supply nor on the number of patients who will catch
transmissible illnesses through receipt of blood transfusions that were
medically unnecessary but required by its ESA coverage policy.

As noted in our previous comments, the effects of the proposed policy on the US blood
supply will be dramatic. In 2006, the American Association of Blood Banks published
the results of a nationwide blood collection and utilization survey showing that the
percentage difference between red cell collection and transfusion was 4.5% in 2004, the
smallest margin ever noted since these surveys have been conducted (The 2005
Nationwide Blood Collection Utilization Survey Report DHHS, Contract
HHSP22320042202TE Whitaker BI, Henry R and Sullivan M). ’

This percentage works out to approximately 1 million surplus units of blood, most of
which consists of excess, unneeded Type A blood that will be discarded.! Therefore,
even with a conservative estimate of the number of MDS, MM, and CIA patients who
will require transfusions pursuant to the proposed policy, the US blood supply will be
stressed beyond the breaking point and blood will be unavailable either to victims of
trauma who will die without it or to cancer patients with crippling anemia.

Thousands of elderly cancer patients who are among the nation’s most vulnerable will be
unnecessarily exposed to transmissible blood-borne illnesses, known and unknown.
Although HIV and Hepatitis C are now detectable in blood, many physicians remember a
time in the 1970s, 1980s and 1990s when that was not so and many patients who received
blood transfusions thought to have been perfectly safe, got AIDS or Hepatitis

! Excess Type A blood is collected because it is a common blood type in people who are most likely to
donate blood (e.g., Caucasians).
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(Blajchman, NEJM 2006; 355:1303-1305; Schricbner, NEJM 1996; 334:1685-1690).
Infectious diseases are still transmitted through blood transfusions and not all of them are
known. CMS cannot assure the public that an unknown fatal illness is not currently being
transmitted through blood transfusions. Physicians have had patients die from tainted
blood thought to be safe in recent years. The proposed policy could result in the needless
deaths of many patients. Physicians and CMS, as a public health agency, must consider
this risk and must help safeguard our blood supply.

RECOMMENDATION: Cover ESA use consistent with the US Oncology network
clinical pathways for CIA and MDS to avoid unnecessary blood transfusions (See
Exhibits A and B).

8. CMS seems not to have considered the effect of its policy on patients
who for religious or other reasons do not wish to have blood
transfusions (e.g., Jehovah’s Witnesses).

There are patients who, for religious or other reasons refuse to have transfusions. The
proposed policy would require them to be left untreated. These people could be forced to
endure severe anemia and to delay potentially life saving therapy while they wait for the
anemia to resolve enough to continue treatment. Again, the proposed policy would have
a devastating effect on the quality of care.

9, The proposed CMS policy inappropriately interferes with the
patient/physician relationship because it substitutes CMS’ judgment
about the benefits and risks of ESAs for the judgments patients and
physicians need to make in order optimize care. '

Cancer care is by its very nature a constant juggling of risks and benefits. The currently
available supportive care agents often make it possible and tolerable for patients to
undergo high risk outpatient treatments for their cancers in hopes of a cure or
prolongation in survival. Many times a patient’s willingness to complete aggressive
treatment is directly related to our ability to manage the effects of the chemotherapy on
his or her well-being. '

Patients and physicians are used to and well equipped to evaluate the risks and benefits of
drugs like ESAs. The FDA black-box warning for ESAs is a good example. Oncologists
commonly treat patients with drugs that have black box warnings. They inform patients
of the benefits and risks and work with the patient to make the most appropriate medical
decision for that patient. The proposed CMS policy would take that away. Instead of
allowing patients and physicians to make individualized decisions about ESAs that
include consideration of the black box warning, CMS would dramatically restrict
coverage and in some cases, non-cover ESAs because of the black box warning. Such
action is not only unwarranted it is tantamount both to practicing medicine and usurping
the authority of the FDA.
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The proposed policy would have a devastating effect on certain patients. For example,
the proposed CMS policy would not allow physicians to administer ESAs at all to
patients receiving vascular endothelial growth factor (VEGF) or epidermal growth factor
receptor (EGFR) inhibitors. The inability to weigh the benefits and risks of ESA therapy
‘on an individualized basis could result in many patients refusing life saving therapy out
of fear of transfusions.

More specifically, this policy would require physicians to inform patients for whom
VEGF inhibitors and EGFR inhibitors could be life saving therapy that they would not be
allowed to have ESAs if they became anemic (e.g., due to concurrently administered
chemotherapy such as bevacizumab administered with 5 fluorouracil). The effect of this
policy will be to limit access of Medicare beneficiaries to lifesaving cancer therapy and to
decrease the overall quality of care.

CMS should only restrict coverage or non-cover ESAs when the risks so far outweigh the
benefits of ESAs that no reasonable prudent physician would consider administering
them. We believe the US Oncology pathways for ESA, which are based on the available
medical evidence reflect the reasonable, prudent use of ESAs and should form the basis
of the CMS coverage decision.

RECOMMENDATION: Cover ESA use consistent with the US Oncology network
clinical pathways for CIA and MDS to avoid unnecessary blood transfusions (See
Exhibits A and B).

10. The US Oncology network believes that CMS is bound by law and its
longstanding policy to cover all FDA labeled indications for ESAs
irrespective of whether the label carries a block box warning.

The US Oncology network counsel has researched the history of CMS policy regarding
coverage of cancer drugs. It is our understanding that there was a GAO Report
suggesting that restrictive reimbursement policies were having a negative affect on
patient access to medically appropriate off-label use of anti-cancer therapies.2 In
response to this report, Congress passed Section 1861(t) of the Social Security Act.
Section 1861(t)(2) of the Act was intended to require that Medicare cover anti-cancer
drugs when used in accordance with the labeled indications or with off-label indications
supported in specified compendia.

Section 1861(t)(2) of the Social Security Act (SSA), in pertinent part, defines drugs and
biologics as follows:

(2)(A) For purposes of paragraph (1), the term “drugs” also includes any
drugs or biologicals used in an anticancer chemotherapeutic regimen for a
medically accepted indication (as described in subparagraph (B)).

2 «Off-Label Drugs: Reimbursement Policies Constrain Physicians in Their Choice of Cancer Therapies,”
Sept. 1991. Report to the Chairman, Senate Committee on Labor and Human Resources (GAO/PEMD-91-
14).
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(B) In subparagraph (A), the term “medically accepted indication”, with
respect to the use of a drug, includes any use which has been approved by
the Food and Drug Administration for the drug, and includes another use
of the drug if—

(i) the drug has been approved by the Food and Drug Administration; and
(ii)(I) such use is supported by one or more citations which are included
(or approved for inclusion) in one or more of the following compendia: the
American Hospital Formulary Service-Drug Information, the American
Medical Association Drug Evaluations, the United States Pharmacopoeia-
Drug Information, and other authoritative compendia as identified by the
Secretary, unless the Secretary has determined that the use is not
medically appropriate or the use is identified as not indicated in one or
more such compendia.

As stated above, this provision was enacted in 1993 specifically for the purpose of
ensuring that CMS would cover all anti-cancer drugs when used in accordance with the
labeled indications or when used in accordance with off-label compendia supported
indications.

Consistent with Congressional intent, CMS promulgated the following Carrier
instructions to implement Section 1861(t)(2)° (emphasis added):

“Use of the drug or biological must be safe and effective and otherwise

reasonable and necessary. (See the Medicare Benefit Policy Manual,

Chapter 16, “General Exclusions from Coverage,” §20.) Drugs or

biologicals approved for marketing by the Food and Drug

Administration (FDA) are considered safe and effective for purposes of

this requirement when used for indications specified on the labeling.”
and

“For purposes of this provision, a cancer treatment regimen includes
drugs used to treat toxicities or side effects of the cancer treatment
regimen when the drug is administered incident to a chemotherapy
treatment.”

This policy has been uniformly implemented by all Medicare Part B contractors since
1993. Specifically, Medicare Part B contractors have covered anticancer treatments,
including ESAs, for their labeled and off-label compendial supported indications since
the enactment of the statute.

However, in spite of its own longstanding policy, it appears from our conversations with
CMS staff that CMS is now reversing this policy and no longer feels it is obligated to
cover labeled indications for ESAs. This raises the question as to whether CMS no
longer believes that ESAs are “part of a cancer treatment regimen.”

3 Medicare Benefit Policy Manual 100-02, Chapter 15, Sections 50.4.1 and 50.4.5 (Rev. 1, 10-01-03)
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As physicians dedicated to treating cancer patients, we strongly disagree with this
position. Many patients can not tolerate otherwise life saving chemotherapy without the
use of ESAs. The addition of ESAs to chemotherapy transformed cancer care and was
responsible for enabling patients to function normally while undergoing chemotherapy
and for enabling oncologists to treat patients in their offices instead of the hospital.

Neither the law nor the Carrier manual addresses conditional or limited coverage of ESAs
-- or any other cancer drug. Therefore, we support counsel’s belief that CMS does not
have the authority to limit its coverage of any labeled indication, even with a block box
warning on the label.

CMS should not reverse its policy on ESAs.

RECOMMENDATION: Cover ESA use in CIA consistent with the US Oncology
network clinical pathway for ESA use (See Exhibit A).

Summary

The National Policy Board of the US Oncology physician network and its Pharmacy and
Therapeutics Committee appreciate the opportunity to submit these comments to CMS.
The final proposal must be supported by strong clinical experience, current medical
evidence and valid “best practices”. The US Oncology network clinical pathways for
ESA use, appended to this letter, meet that evidentiary standard. These should be
considered as a model for CMS for the final NCD. We believe that if CMS finalizes an
NCD in accordance with our recommendations, that it will facilitate the improvement of
cancer care and will promote the establishment of national standards of care.

If you have any questions regarding our recommendations or review of the medical
literature on ESAs please feel free to contact us.

Sincerely,

b & -4’{*”'87 ,Lp )’l % s
Michael Kolodziej, M.D. Fred Ekery, M.D.

Chairman Chairman

Pharmacy & Therapeutics Committee National Policy Board

National Policy Board US Oncology

US Oncology

15

US Oncology, Inc. - 16825 Northchase Drive, Suite 1300 - Houston, Texas 77060 - (832) 601-8766



EXHIBIT A CONFIDENTIAL AND PROPRIETARY

()nmﬁ;gy Red Cell Growth Factor Pathway
Patient:L :I DOB: :‘ Physician: L 1
ICD-9 Code(s) Stage: :] PS(ECOG): [::]

Chemotherapy Induced Anemia:
o Hgb< 11gm/dl

e Draw transferrin saturation & seum ferritin; If Tsat < 25% and if serum ferritin
<200ng/ml (450pmol/1), consider iron repletion; then begin darbepoetin 100mcg q
1wk or darbepoetin 200mcg q 2wks or darbepoetin 300mcg q 3wks.

* Assess response at 6wks. If Hgb does not increase by 1gm/dl, dose increase to
300mcg q 2wks (or 500 q 3wks or 150mcg q wk)

¢ If no response (transfusion dependent or falling Hgb despite Epo) DC darbepoetin.

e [f patient responding or stable, continue until 8wks after DC of chemotherapy.

Hold darbepoetin for patients with Hgb > 12; restart if Hgb drops below 11.

This pathway excludes Heme malignancies.
Use of epoetin-a (Prcorit) is considered off pathway.

Physician Signature/Date: l

Revised (to suspend AoC )

Anemia of Cancer:

Suspended by the Pathways Task Force Until Further Notice

CONFIDENTIAL AND PROPRIETARY

2/07 by PTF Copyright US Oncology 2006

Unauthorized Copying Prohibited
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EXHIBIT B
Confidential and Proprietary

US Oncology Myelodysplastic Syndrome Pathway

Patient:

DOB: | Physician: | |

ICD-9 Code(s)

Stage: I:l PS(ECOG): l:l

Low risk, Intermediate risk-1

a
a
a

Q
Q

Clinical Trial

darbepoetin{ Aranesp™} (see rules below)*: Hgb less than 11 and epo level less than 500
azacitadine{ Vidaza™}: Hgb less than 10 and epo level greater than 500; and/or
neutropenia; and/or thrombocytopenia

lenalidomide{Revlimid™}: 5q-minus karyotype(simple or complex)

Supportive care only

Intermediate risk-2, high risk

ocoopoo0oDOQ

Clinical trial

Hematopoeitic Stem Cell Transplantation (HSCT), if candidate.
azacitadine {Vidaza™}

decitabine {Dacogen™}

lenalidomide {Revlimid™}: 5g-minus karyotype (simple or complex)
darbepoetin{ Aranesp™} (see rules below)*

Supportive care only

CMML

o

000 o

Clinical Trial
azacitadine {Vidaza™}
decitabine{ Dacogen™ }
hydroxyurea{ Hydrea™}
Supportive care only

*Darbepoetin{ Aranesp™} rules for MDS

Hgb < 11 as starting point

Serum Epo level < 500 mU/ml

darbepoetin{ Aranesp™} starting dose of 100ug/week or 200ug/qow (6-8 week trial for
response) ‘

If no response increase dose by 50% (150ug/qweek or 300ug/qow)

If no response then discontinue (further dose escalation requires written pathway
exception).

G-CSF can be added to darbepoetin, particularly if patient is neutropenic, but should
potentially be avoided in patients with excess blasts in bone marrow.

Physician Signature/Date: J

Reviewed by the USON P&T Committee

(4/07)

Confidential and Proprietary
Copyright US Oncology 2006-12-19
Unauthorized Copying Prohibited
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Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent:  Thursday, June 07, 2007 3:58 PM
To: Ciccanti, Maria L. (CMS/OCSQ)
Subject: FW: mfetzer@utahcancer.com

From: Michael Gaffney [mailto:Mgaffney@utahcancer.com]
Sent: Tuesday, June 05, 2007 12:38 PM

To: CMS CAGInquiries

Subject: mfetzer@utahcancer.com

Title of NCA/CAL: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As an employee of Utah Cancer Specialists, and patient care advocate, I am concerned about the proposed erythropoietic stimulating
agent (ESA) guidelines under consideration. While I understand the need for proper use of these medications, the proposal falls
short of providing the best standard of care recommended by oncology organizations such as NCCN, ASCO and ASH. The current
proposals will result in a compromised quality of life for our patients, increased blood transfusion requirements with the associated
co-morbidity and risk and, ultimately, prove more costly to society than judicious use of ESAs. Please reconsider these guidelines
encouraging physicians to carefully weigh the risk/benefit with patients and allow providers to treat this growing population with the
best and most compassionate standard of care.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is quite responsive to ESAs
when iron stores, vitamin B12 and folate deficiencies and other underlying processes have been corrected. Holding initiation of ESA
until the hemoglobin drops to <9mg/dl will delay response and most likely result in transfusion for a greater number of our
chemotherapy patients. Most chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting
the covered treatment duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to any form of ESA under all
circumstances. While a portion of the MDS patients will not respond to ESAs, a greater number benefit from these medications;
reducing the number of necessary blood transfusions, eliminating the complications of iron overload that results from transfusion,
enhanced productivity by limiting time spent in a healthcare facility, and an overall improved quality of life.

We do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive to treatment, however:
e The recommended four weeks is an inadequate timeframe in which to evaluate patient responsiveness. Former
guidelines allow 12 weeks to determine response. Clearly, four weeks is an irresponsible timeframe.
e The proposed maximum treatment dose is insufficient to provide standard doses within the recommended
timeframes. The maximum covered four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
At an average dose of 40,000 units of Procrit each week, we would need 160,000 units in four weeks. The average
dose of Aranesp is 300mcg per 2 weeks - so the 630mcg would be sufficient.

We encourage you to reconsider the list of specified conditions to include other myeloid and erythroid cancers as well as anemia
caused by radiotherapy. Some patients will respond, therefore a trial of an ESA medication seems prudent.

Thank you for your consideration of this request. As a community oncology practice we strive to provide the optimal care to our
patients. Please allow us the support we need to continue this practice.

Respectfully,

Michael R. Gaffney, PA-C

06/11/2007 Yy ;7 (}"/



May 31, 2007

o~

Sean R. Tunis, MD, MSc.Director, OCSQ
Chief Medical Officer, CMS

Department of Health & Human Services
Centers for Medicare & Medicaid Services
7500 Security Boulevard, Mail Stop S3-02-01
Baltimore, Maryland 21244-1850

Dear Dr. Tunis:

Many clients with various diseases have been benefiting from the use of erythropoietin
stimulating agents (ESA). The quality of life has been enhanced and should be considered
in the evaluation of decreasing the usage criteria that is being proposed. Working in the
medical field on a daily basis and seeing positive results from the usage of ESA’s is
rewarding and extremely real. The positive results are being able to have more energy -
and complete activities of daily life like climbing stairs and doing a load of laundry.

Clients who are unable to receive ESA’s are unable to partake in the things in life they
enjoy.

I am passionate about this topic because I work in Hematology/Oncology and see clients
every day benefiting from this medication. I am proposing that you help our population
using ESA’s and potentially using ESA’s and evaluate how people are feeling and
benefiting from them. A number of clients diagnosed with different diseases will benefit
and appreciate this added research request.

Thank you for your time.

Sincerely,

el ML(%

Michelle Lewis

</
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" Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent: Tuesday, June 05, 2007 7:28 AM

To: Ciccanti, Maria L. (CMS/OCSQ)

Subject: FW: Erythroid Stimulating Agents - new proposal

>-----0Original Message-----

>From: Nasfat Shehadeh [mailto:nshehadeh@utahcancer.com]
>Sent: Tuesday, June 05, 2007 1:46 AM

>To: CMS CAGInquiries

>Cc: Marsha Fetzer

>Subject: Erythroid Stimulating Agents - new proposal

VVVYVVYV

>

> RE: Public Comment re: Erythropoiesis Stimulating Agents (ESAs)
>guidelines

>

>

>

>Dear CMS Commissioner,

VVVVYVY

>As an employee of Utah Cancer Specialists, and patient care advocate, |
>am concerned about the proposed erythropoietic stimulating agent (ESA)
>guidelines under consideration. While | understand the need for proper
>use of these medications, the proposal falls short of providing the

>best standard of care recommended by oncology organizations such as
>NCCN, ASCO and ASH. The current proposals will result in a compromised
>quality of life for our patients, increased blood transfusion

>requirements with the associated co-morbidity and risk and, ultimately,
>prove more costly to society than judicious use of ESAs. Please
>reconsider these guidelines encouraging physicians to carefully weigh
>the risk/benefit with patients and allow providers to treat this

>growing population with the best and most compassionate standard of care.
>

>

>

>Chemotherapy-induced anemia is a well-known side effect of
>myelosuppressive therapy. Furthermore it is quite responsive to ESAs
>when iron stores, vitamin B12 and folate deficiencies and other
>underlying processes have been corrected. Holding initiation of ESA
>until the hemoglobin drops to <9mg/dl will delay response and most
>likely result in transfusion for a greater number of our chemotherapy
>patients. Most chemotherapy regimens last a minimum of 16 weeks (and
>many are much longer). Therefore, limiting the covered treatment
>duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

>

>



>

>According to the proposed guidelines, the Myelodysplastic Syndrome
>population will be denied access to any form of ESA under all
>circumstances. While a portion of the MDS patients will not respond to
>ESAS, a greater number benefit from these medications; reducing the
>number of necessary blood transfusions, eliminating the complications
>of iron overload that results from transfusion, enhanced productivity

>by limiting time spent in a healthcare facility, and an overall

>improved quality of life.

>

>

>

>We do not dispute the recommendations to discontinue use of the ESAs if
>the patient is non-responsive to treatment, however:

>

>- The recommended four weeks is an inadequate timeframe in which to
>evaluate patient responsiveness. Former guidelines allow 12 weeks to
>determine response. Clearly, four weeks is an irresponsible timeframe.

>

>- The proposed maximum treatment dose is insufficient to provide
>standard doses within the recommended timeframes. The maximum covered
>four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
>At an average dose of 40,000 units of Procrit each week, we would need
>160,000 units in four weeks. The average dose of Aranesp is 300mcg per
>2 weeks - so the 630mcg would be sufficient.

>

>

>

>We encourage you to reconsider the list of specified conditions to
>include other myeloid and erythroid cancers as well as anemia caused by
>radiotherapy. Some patients will respond,-therefore a trial of an ESA
>medication seems prudent.

>

>

>

>Thank you for your consideration of this request. As a community
>oncology practice we strive to provide the optimal care to our .
>patients. Please allow us the support we need to continue this practice.

>

>

>
>Respectfully,
>

VVVYVY

>Nasfat Shehadeh,MD

>Utah Cancer Specialists

>Salt Lake Clinic

>333 5. 900 E.

>Salt Lake City, UT 84102

>Phone: (801) 931-6070

>Fax: (801)931-6076

>e-mail: nshehadeh@utahcancer.com <mailto:nshehadeh@utahcancer.com>
>




A National Neswork for Healthcare

May 31, 2007

Steve Phurrough, MD, MPA

Elizabeth Koller, MD, FACE

Maria Ciccanti, RN

Coverage and Analysis Group

Office of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Mail Stop C1-12-28

7500 Security Blvd

Baltimore, MD 21244-1849

Re: Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for non-renal
disease indications (CAG-00383N)

National Patient Advocate Foundation (NPAF) is devoted to the cause of assuring access to
appropriate disease related therapy for patients nationwide. National Patient Advocate
Foundation represents the voices and experiences of the patients served through our direct
patient services organization, Patient Advocate Foundation (PAF), which last year handled
39,780 cases, of which 80% were cancer cases. Additionally, PAF handled requests for
information from 6.4 million persons through their website, phones and email inquiries for
assistance.

We agree with CMS that caution is required in the use of ESAs, and that appropriate targets of
therapy and assessments of response are important. We would urge that our comments
submitted to Maria Ciccanti, RN, Centers for Medicare & Medicaid Services RE:
Erythropoeisis Stimulating Agents for Non-Renal Indications: CAG#00383N submitted by
NPAF on April 13, 2007 be reconsidered. We have attached a copy of those comments for
ease of reference. They cite “For many patients experiencing anemia while on chemotherapy
for cancer, the benefits of the ESAs remain, and are acknowledged in the FDA alert last
updated on 3/9/2007. Access to the ESAs should be preserved for patients undergoing active
chemotherapy, and the ability to avoid the largely non-infectious risks of blood transfusions
extended.” Further, we concur with the recommendations of the American Society of
Hematology concerning starting and ending targets, response, the use of ESAs in conjunction
with chemotherapy, and the caution that there is no evidence supporting the use of ESAs to
potentiate anti-tumor therapy (See Comments on CAG-00383N from Dr. Samuel Silver, MD,
PhD, ASH Reimbursement Subcommittee, dated April 25, 2007).

FDA has stated that there is insufficient data at this point to support quality of life labeling for
these drugs. As the FDA pointed out on March 9, 2007, the data simply does not exist. At the
same time, for the thousands of cancer patients served by our organizations, there is no
question that access to erythropoiesis-stimulating agents is an important adjunct to cancer
therapy and supportive care that for the majority of patients receiving them underwrites a
higher quality of life including return to work and independent living.
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We are equally confident, based on our patients’ experiences, that erythropoiesis-stimulating agents have a
significant role in a number of conditions not recognized by the proposed NCD by CMS. The consensus of
a number of professional organizations including ASCO and ASH supports the use of ESAs in selected
conditions outside of active chemotherapy.

First, recent studies of ESA treatment of patients not undergoing chemotherapy have focused on non-
hematopoietic malignancies. Among these is a very recent abstract presented at the American Association
for Cancer Research (Glaspy J, Smith R, Aapro M, et al. Results from a phase III, randomized, double-
blind, placebo-controlled study of darbepoietin alfa for the treatment of anemia in patients not receiving
chemotherapy or radiotherapy. #L.B-3. Presented at: 2007 Annual Meeting of the American Association for
Cancer Research; April 14-18; Los Angeles.). There is consensus that ESA use in hematologic
malignancies such as myelodysplasia (MDS) is appropriate while further studies are performed. Low-risk
myelodysplastic syndromes with less than five percent blasts in the bone marrow are appropriately treated
with ESAs. This group of disorders include refractory anemia, refractory anemia with ringed sideroblasts,
refractory cytopenias with multilineage dysplasia, refractory cytopenias with multilineage dysplasia and
ringed sideroblasts, unclassified myelodysplastic syndromes, and MDS associated with isolated deletion of
a portion of chromosome 5 [del(5Q)].

Second, the length of time that ESAs are appropriately used depends on the response to therapy and any
arbitrary limit on the length of time for ESA therapy in diseases lasting the remainder of an individual’s life
should be reconsidered. For instance, MDS responsive to ESAs may be appropriately treated for months or
years. Chemotherapy-associated anemia may require 90 days or more to recover after cessation of
chemotherapy, so ESAs may be reasonably continued during this time as well.

Third, the blood supply is increasingly stressed by more restrictions on donors and increased sophistication
of surgical and medical therapy. Even small reductions in the need for blood products have an impact on
their availability for the acutely ill trauma patient. In addition, not all patients have easy access to
transfusions. Some rural patients may live two hours or more from a transfusing facility.

Patients continue to express concerns relative to blood transfusions including fear of secondary effects such
as hepatitis, HIV infection and iron-overload. Patients, such as a recent 45 year old male patient from
Arkansas who is fighting Amyloidosis , shared with his PAF case manager the distinct differences that he
experiences when taking erythropoiesis stimulating agents as opposed to blood transfusions that he has
taken in the past. He cited his improved health status measured by more energy for longer periods of time
with no side effects with ESAs. He cited concrete examples of blood transfusions that simply offered to him
no improvement in health status with the added familial burden of transportation to the hospital setting and
extended time for the type and cross-matching as well as the actual transfusion process itself. His story is
consistent with others shared with our case managers through letters from patients in many states.

The studies recently cited raising concern about ESAs have not included enough patients with hematologic

malignancies to draw similar conclusions. In the absence of randomized trials supporting the use of ESAs,
coverage for patients with hematologic malignancies should be determined by the specific application and
not lumped with all non-hematopoietic disorders with high hemoglobin targets. Please note that I join in
these comments with members of both the Executive Board and the Scientific Board of National Patient
Advocate Foundation; Dr. Dennis Gastineau, Director, Human Cell Therapy Laboratory, Divisions of
Transfusion Medicine & Hematology, Mayo Clinic, Rochester, MN, and the immediate past Chair of the
Scientific Board and currently a member of the Executive Board of Directors of NPAF, chairs our comment
drafting committee authoring these comments. Biographies of the Scientific Advisory Board who have co-
signed this letter are also attached.



We appreciate the opportunity to share our concerns and support for patients with cancer and look forward
to your objective, patient-centric consideration of our comments and those of professional organizations
such as ASCO and ASH. Please contact us if we can provide additional information you may be seeking

for review and consideration.

Sincerely,

Nancy Davenport-Ennis

CEO, National Patient Advocate Foundation

o de/wm

Dennis Gastineau, MD
Director, Human Cell Therapy Lab
Mayo Clinic
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Lori Williams, PhD, DNSSRN-AD
University of Texas
MD Anderson Cancer Center
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Richard Theriault, D.O., M.B.
Professor of Medicine

MD Anderson Cancer Center

Wb

Donald P. Conway, MD

Director, The Healthcare Initiative
Tuck School of Business
Dartmouth
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David M. Brizel, MD é )
Professor of Radiation Oncology

Associate Professor of Otolaryngology Head
and Neck Surgery

Duke University Medical Center
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Robert M. Rifkin, MD /BACP
Director, Cellular Therapeutics
Rocky Mountain Blood & Marrow
Transplant Program

Rocky Mountain Cancer Centers
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Director, Hematology-Oncology Knoxville
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Professor of Medicine, University of
Washington
Fred Hutchinson Cancer Research Center

cc: Leslie Norwalk, Acting Director Centers for Medicare and Medicaid Services
Dr. Barry Staube, Chief Medical Officer, Office of Clinical Standards and Quality



€iccanti, Maria L. (CMS/OCSQ) |

From: CMS CAGiInquiries

Sent: Tuesday, June 05, 2007 11:24 AM

To: Ciccanti, Maria L. (CMS/OCSQ)

Subject: FW: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

>-----Original Message-----

>From: Nathan Rich [mailto:nrich@utahcancer.com]

>Sent: Tuesday, June 05, 2007 9:37 AM

>To: CMS CAGinquiries

>Subject: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease
>indications

>

>

>

>Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

>

>As an employee of Utah Cancer Specialists, and patient care advocate, |
>am concerned about the proposed erythropoietic stimulating agent (ESA)
>guidelines under consideration. While | understand the need for proper
>use of these medications, the proposal falls short of providing the

>best standard of care recommended by oncology organizations such as
>NCCN, ASCO and ASH. The current proposals will result in a compromised
>quality of life for our patients, increased blood transfusion

>requirements with the associated co-morbidity and risk and, ultimately,
>prove more costly to society than judicious use of ESAs. Please
>reconsider these guidelines encouraging physicians to carefully weigh
>the risk/benefit with patients and allow providers to treat this

>growing population with the best and most compassionate standard of care.
> .
>Chemotherapy-induced anemia is a well-known side effect of
>myelosuppressive therapy. Furthermore it is quite responsive to ESAs
>when iron stores, vitamin B12 and folate deficiencies and other
>underlying processes have been corrected. Holding initiation of ESA
>until the hemoglobin drops to <9mg/dl will delay response and most
>likely result in transfusion for a greater number of our chemotherapy
>patients. Most chemotherapy regimens last a minimum of 16 weeks (and
>many are much longer). Therefore, limiting the covered treatment
>duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

>

>According to the proposed guidelines, the Myelodysplastic Syndrome
>population will be denied access to any form of ESA under all
>circumstances. While a portion of the MDS patients will not respond to
>ESAs, a greater number benefit from these medications; reducing the
>number of necessary blood transfusions, eliminating the complications
>of iron overload that results from transfusion, enhanced productivity

>by limiting time spent in a healthcare facility, and an overall

>improved quality of life.

>

>We do not dispute the recommendations to discontinue use of the ESAs if
>the patient is non-responsive to treatment, however:

>e The recommended four weeks is an inadequate timeframe in which to
>evaluate patient responsiveness. Former guidelines allow 12 weeks to
>determine response. Clearly, four weeks is an irresponsible timeframe.
>e The proposed maximum treatment dose is insufficient to provide
>standard doses within the recommended timeframes. The maximum covered

1



>four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.

At an average dose of 40,000 units of Procrit each week, we would need
>160,000 units in four weeks. The average dose of Aranesp is 300mcg per
>2 weeks - so the 630mcg would be sufficient.

>

>We encourage you to reconsider the list of specified conditions to
>include other myeloid and erythroid cancers as well as anemia caused by
>radiotherapy. Some patients will respond, therefore a trial of an ESA
>medication seems prudent.

>

>Thank you for your consideration of this request. As a community
>oncology practice we strive to provide the optimal care to our

>patients. Please allow us the support we need to continue this practice.
>

>Respectfully,

>

>

>

>

>Nathan Rich M.D.



Title of NCA/CAL: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As practicing medical oncologist, and an advocate for compassionate and responsible cancer care, I am
deeply concerned about the proposed erythropoietic stimulating agent (ESA) guidelines under
consideration.

I understand the need for proper use of these medications; however the proposal falls short of providing the
best standard of care recommended by oncology organizations such as NCCN, ASCO and ASH. The
current proposals will cause a severe reduction in quality of life for cancer patients, increased blood
transfusion requirements with the associated co-morbidity and risk and, ultimately, prove more costly to
society than the proper use of ESAs. Please reconsider these guidelines and allow skilled practitioners to
treat this growing population with the utmost standard of care. I fear you are over-reacting based on a
single study. More so, despite the specific study population in said trial, you are applying the changes to
other population of patients that were NOT studied in said trial and thus making a potentially dangerous
extrapolation. In addition, the proposed changes to the starting hemoglobin for initiation of ESAs is clearly
a step backward.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is
quite responsive to ESAs when iron stores, vitamin B12 and folate deficiencies and other underlying
processes have been corrected. Holding initiation of ESA until the hemoglobin drops to <9mg/dl will delay
response and will likely result in transfusion for a greater number of our chemotherapy patients. Most
chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting the
covered treatment duration to 12 weeks annually is grossly inadequate for many patients requiring
continued myelosuppressive therapy. In addition, a number of patients will see more than one regimen in a
12-month period.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to
any form of ESA under all circumstances. While a portion of the MDS patients will not respond to ESAs, a
greater number benefit from these medications; reducing the number of necessary blood transfusions,
eliminating the complications of iron overload that results from transfusion, enhanced productivity by
limiting time spent in a healthcare facility, and an overall improved quality of life.

I do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive to
treatment, however:

e  The recommended four weeks is an inadequate timeframe in which to evaluate patient
responsiveness. Former guidelines allow 12 weeks to determine response. Clearly, four
weeks is an irresponsible timeframe and is NOT supported by any data.

e  The proposed maximum treatment dose is insufficient to provide standard doses within
the recommended timeframes. The maximum covered four-week treatment dose is
126,000units of Procrit and 630mcg of Aranesp. At an average dose of 40,000 units of
Procrit each week, we would need 160,000 units in four weeks. The average dose of
Aranesp is 300mcg per 2 weeks — so the 630mcg would be sufficient.

Your proposed changes will not save any money in the long-run and will put patients at greater risk for
harm. It is critical that you reconsider your proposed changes and the list of specified conditions to include
other myeloid and erythroid cancers as well as anemia caused by radiotherapy. Some patients will respond,
therefore a trial of an ESA medication seems prudent.

Thank you for your consideration and responsible action on this request.

Sincerely,

N e



Nitin Chandramouli, MD
Utah Cancer Specialists
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1. Executive Summary

Erythropoietic stimulating agents [ESAs, (PROCRIT® (epoetin alfa) and Aranesp® (darbepoetin alfa)], are
safe and effective and have an acceptable risk/benefit profile for the treatment of cancer patients with
chemotherapy-induced anemia when used to correct anemia. ESAs should be initiated at a baseline
hemoglobin (Hb) < 11 g/dL and discontinued for Hb levels > 12 g/dL. ESAs, the only viable alternative to
red blood cell transfusions for this patient population, are valuable in reducing the need for transfusions
and improving quality of life (QoL). The benefits of reducing transfusions include reduction in hospital
visits, avoidance of infectious complications, including the potential for new and emerging pathogens,
non-infectious complications, and conservation of the limited national blood supply already constrained
with limited marginal capacity, especially at the regional level and during seasonal and holiday periods.
In addition to transfusion reduction, epoetin alfa treatment is associated with improvements in patient
reported outcomes as demonstrated in multiple clinical trials. ESAs are FDA approved for patients with
chemotherapy-induced anemia with compendia listings (DrugPoints® (which, in July, 2007, will succeed
USP DI®, AHFS) for these patients. ESA use has been recommended in anemia treatment guidelines of
the National Comprehensive Cancer Network (NCCN) and the American Society of Hematology/American
Society of Clinical Oncology.

When ESAs are used according to product labeling (hemogiobin not to exceed 12g/dL) to correct
chemotherapy-induced anemia, no effect on survival or tumor growth has been observed. There is an
increased risk for TVEs and this risk is well described in product labeling. Safety signals had emerged
from investigational cancer studies, particularly when ESAs were used beyond the correction of anemia
(target hemoglobin >12 g/dL), which showed an increased risk of thromboembolic events (TVESs),
reduced survival, and possible tumor proliferation in head and neck cancers. In collaboration with the
FDA, Ortho Biotech and Amgen Inc., another marketer of ESAs, updated the ESA labeling safety
information and provided recommendations to hold ESA dosing for hemoglobin > 12 g/dL to reflect these
safety signals (3/07). In addition, given the data from investigational trials, the Oncologic Drugs Advisory
Committee (ODAC) convened on May 10, 2007 to re-assess the safety of ESAs in patients with cancer
and to re-evaluate the net clinical benefit of ESAs in this setting. Although the Committee provided
recommendations to the FDA urging further study of the drugs and potential labeling changes on the use
of ESAs in oncology, the FDA has not completed their review.

1.1 Summary of ORTHO BIOTECH’s Recommendations on the Proposed NCD

The resuits of clinical studies, demonstrate that PROCRIT is safe and effective when used for FDA
approved indications and for other medically-accepted uses listed in DrugPoints (formerly USP DI). The
final NCD should allow for the appropriate use of ESAs for these indications.
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CMS proposes thirteen clinical conditions for which ESA treatment would not be reasonable and

necessary. We do not object in principle to a determination that ESAs are not reasonable and necessary

for the following nine conditions:

e any anemia in cancer or cancer treatment patients due to folate deficiency, B-12 deficiency, iron
deficiency, hemolysis, bleeding, or bone marrow fibrosis

e the anemia of myeloid cancers

» the anemia associated with the treatment of myeloid cancers or erythroid cancers

« the anemia of cancer not related to cancer treatment

e any anemia associated with radiotherapy

o prophylactic use to prevent chemotherapy-induced anemia

o prophylactic use to reduce tumor hypoxia

o patients with erythropoietin-type resistance due to neutralizing antibodies

» anemia due to cancer treatment if patients have uncontrolled hypertension

However, the final determination should clarify that “myeloid cancers” refers to acute myeloid
leukemia (AML) and chronic myeloid leukemia (CML) but not to myelodysplasia or multiple myeloma.
Additionally, coverage for the use of ESAs in several of these conditions may be reasonable and
necessary when such use is part of an evidence development program.

CMS should specifically allow coverage for ESA use for these conditions:
¢ Anemia of myelodysplasia or myelodysplastic syndrome (MDS);
o Anemia is the most frequent complication of this irreversible chronic bone marrow
disorder, frequently requiring long term transfusions.
o MDS is commonly treated with epoetin alfa, with benefits that include transfusion
reduction and improved hemoglobin levels.
o While MDS is not considered a malignancy, some MDS patients experience leukemic
transformation. There is no evidence that use of EPO accelerates this transformation.
o Cinical trial evidence has not shown safety signals.
o Teatment guidelines, e.g. American Society of Hematology/American Society of Clinical
Oncology and National Comprehensive Cancer Network, and major compendia
[DrugPoints (formerly USP DI) and AHFS] have listed epoetin alfa use for MDS patients.
o CMS has de facto acknowledged the benefits of ESA treatment in patients with MDS by
recently including iron store evaluation in EPO-treated MDS patients as a physician
quality measure under the Physician Voluntary Reporting Program (PVRP).
o We recommend that epoetin alfa should be covered for anemia of MDS based on
clinical trial results, compendia listings, and the recommendations by MDS/anemia
treatment guidelines and American Society of Hematology.
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e Anemia in patients with treatment regimens including anti-angiogenic drugs and/or

monoclonal/polyclonal antibodies directed against the epidermal growth factor (EGF) receptor

o}

Non-coverage for patients whose treatment regimens include anti-angiogenic and/or
monoclonal/polyclonal antibodies directed against EGF receptor therapies lacks sufficient
scientific foundation.

No safety signals have been identified with the use of these agents in combination with
ESAs.

This policy would adversely affect many patients for whom these agents are administered
in combination with myelosuppressive chemotherapy regimens that commonly cause
anemia.

The final coverage determination should be based upon scientific evidence and not highly
theoretical constructs.

We recommend these two proposals be withdrawn.

¢ Patients with thrombotic episodes related to malignancy.
The prescribing information does not preclude patients with a history of thrombotic episodes

o]

to receive ESAs.

There are no contraindications for use or warnings in ESA labeling information regarding

history of thrombotic episodes
No demonstration that TVE risk is increased with EPO treatment, above and beyond the

increased risk noted in patients with a prior history of TVEs.

The decision to use ESAs in this setting should be left to treating physician after careful

assessment of the benefits and risks.

We recommend that this proposal be withdrawn.

In addition to the conditions noted above, the CMS NCD imposes severe ESA coverage restrictions for
many cancer types based on the presence of EPO receptors on normal or malignant tissue, including

bone (sarcoma), brain-neurologic, breast, cervical, colo-rectal, gastric, head-and-neck (squamous cell),

hepatic, lung, lymphoma, melanoma, multiple myeloma, muscle including cardiac, ovarian, pancreatic
(exocrine), prostate, retinal, and uterine. We feel the scientific evidence used as a basis for these

restrictions are limited and unreliable. We base our position on the following:

Conflicting science regarding presence of functional erythropoietin receptors on the surface of

tumor cells

The 18 tumor types listed in the proposed NCD are non-myeloid in origin and therefore are
indicated for ESA treatment according to the prescribing information.

The report developed by FDA scientists described the present scientific evidence regarding
erythropoietin receptors in the following manner:
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o “..In addition, a direct relationship between the presence of EPO receptors on tumors
and tumor proliferation in response to exogenous EPQ has not been established. In vitro
and in vivo data do not provide convincing evidence that EPQO promotes tumor growth
and proliferation...”

» Detection of EPO receptors to date has used commercial polyclonal antibodies, which have poor
specificity for the EPO receptor (substantial cross-reactivity to non-EPO receptor proteins, e.g.,
heat shock protein 70, an anti-apoptotic protein which predicts for poor outcome in several tumor

types)

For the 18 selected tumor types described above, CMS is proposing dosing and administration limitations

as follows: :

e CMS NCD draft limitation: Hb levels immediately prior to initiation of dosing for the month
should be <9 g/dL; for those with cardiovascular documented ischemic disease, <10 g/dL:

o This limitation is neither the current standard of care nor supported by established anemia
treatment guidelines

o The body of evidence showing that ESAs are safe and effective has been in studies where
the baseline Hb is < 11 g/dL.. The draft NCD is inconsistent with the pivotal trials evaluated
by the FDA that demonstrated safety and efficacy at this Hb initiation level.

o Recent clinical trial analyses have reported higher proportion of patients transfused when
initiated at Hb <9 g/dL. compared with Hb 9-11 g/dL. Similar findings have been reported
when initiating ESA at Hb <10 g/dL versus 10-11 g/dL. No adverse effect on survival has
been demonstrated in meta-analyses of studies using baseline Hb initiation levels of 10-12
g/dL.

o Hbinitiation at < 9 g/dL, will have a significant negative impact on patient QoL and result in
increased transfusions compared to a Hb initiation of < 11 g/dL.

o We suggest coverage for Hb < 11 g/dL at ESA initiation and non-coverage for Hb levels
>12 g/dL.

e CMS NCD draft limitation: Maximum covered treatment duration 12 weeks/year

o Many standard chemotherapy regimens that are associated with chemotherapy-induced
anemia are administered for >12 weeks.

o Patients may receive more than one chemotherapy treatment regimen in a year particularly
those with metastatic or locally advanced malignancies.

o Frequently, chemotherapy-induced anemia persists for 1-3 months following discontinuation
of myelosuppressive treatment.

o We recommend that CMS restrict ESA treatment to periods of ongoing chemotherapy
plus three months following chvemotherapy completion.
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e CMS NCD draft limitation: Maximum covered 4-week treatment dose is 126,000 Units for EPO;
630mcg for darbepoetin:

(e]

The proposed dosing limit is counter to the recommended epoetin alfa dosing described in
the prescribing information (eg.100 kg patient would require 180,000 Units of EPO/4 weeks
based on 150 Units/kg TIW or 160,000 Units/4weeks based on 40,000 U QW).

A TIW schedule represents an undue burden on patient, caregiver, and office staff time.

The prescribing information also recommends dose escalation based upon inadequate
response to the starting doses (e.g.100 kg patient would require 360,000 Units of EPO/4
weeks based on 300 Units/kg TIW or 240,000 Units/4weeks based on 60,000 U QW). Under
this proposed NCD maximum covered 4-week treatment dose, the dose escalations
recommended in the prescribing information could not be used.

Any arbitrary dose limit will create unintended reimbursement incentives to shift use of
particular products.

We recommend no maximum covered treatment dose. Appropriate ESA dosing will be
achieved by having non-coverage for patients with 2 hemoglobin > 12 g/dL, as described in
the labeling information. Limiting use based on individual patient specific outcomes, such as
Hb levels, provides a more patient focused approach to anemia management than an
arbitrary dose cap that must fit all patients.

CMS NCD draft limitation: Continued use of drug not reasonable and necessary if there is

evidence of poor drug response (hemoglobin rise <1 g/dL) after 4 weeks of EPO treatment

(@]

o]

Waltzman reported that 29% of patients without 2 1 g/dL Hb rise at week 4 went on to have at
least a 1 g/dL Hb rise by end of study. This demonstrates that a significant proportion of
patients have continued Hb improvements and may avoid transfusion despite not achieving a
Hb rise of 1 g/dL after 4 weeks of EPO treatment.

Dose escalations at 4 or 8 weeks based on lack of response are recommended as per the
EPO prescribing information and anemia treatment guidelines. Placebo-controlled trials have
demonstrated that poor drug response at week 4 does not reliably predict ultimate
hematologic response by end of study.

We recommend that ESA administration should not be limited based on poor drug
response at 4 weeks. Patients with poor hemoglobin response (hemoglobin/hematocrit rise
< 1 g/dL/3% over baseline) should be discontinued after 8 weeks following ESA initiation.

CMS NCD draft limitation: Continued administration of the drug is not reasonable and
necessary if there is an increase in fluid retention or weight (5 kg) gain after 2 weeks of

treatment.
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o Patients with fluid retention increase or weight gain are not contraindicated for ESA use
according to the prescribing information.

o Data cited in the proposed NCD to support this limitation pertain to chronic kidney disease
patients receiving dialysis and not anemic cancer patients.

o These data cannot be generalized between the two populations, which are distinctly different
with different comorbid states.

o We recommend coverage for patients with fluid retention or weight increase be
allowed.

e CMS NCD draft limitation: Continued administration of the drug is not reasonable and

necessary if there is a rapid rise in hemoglobin >1g/dL after 2 weeks of treatment.

o There is no evidence to support this proposal
o We recommend the PROCRIT (epoetin alfa) dose should be reduced by 25%, not
discontinued, if this situation occurs (as per prescribing information).

In recognition of our shared interest in developing additional evidence on ESA use, OB recommends that

CMS adopt a Pharmacovigilence and Evidence Development Program for ESAs that will include periodic

reports from manufacturers, consideration of the pharmacovigilence plans developed with the FDA.

e CMS is also interested in public comment on whether coverage for ESA treatment should

occur only within the setting of appropriately designed clinical research studies where

informed consent and safety monitoring can be ensured.

o Such a proposal may be of interest for patients with anemia of cancer not related to
chemotherapy, however it would be wholly inappropriate, unreasonable and unnecessary
for patients with chemotherapy-induced anemia based on the preponderance of scientific
and robust clinical data supporting EPO use and the well described risks and patient
monitoring recommendations in the product labeling.

in summary, while Ortho Biotech agrees with several of the proposed coverage changes, we also believe

that many of the proposed coverage changes:

Are not supported by a proper interpretation of availabie scientific and clinical evidence.

Do not consider the substantial heterogeneity inherent in oncology patients and their treatments.
Are contrary, in many instances, to current prescribing information and consensus national
treatment guidelines.

Expose beneficiaries to known and unknown risks of blood transfusions while putting unbearable
pressure on the already limited national blood supply and transfusion services.

Unduly restrict coverage and access to ESAs, which could harm Medicare beneficiaries.
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2. Introduction

PROCRIT (epoetin alfa) safe and effective when used according to labeling information (target Hb
levels not to exceed 12 g/dL)

The safety and efficacy of ESAs have been evaluated in multiple randomized and non-randomized trials
in approximately 15,000 patients with chemotherapy-induced anemia in the past 20 years. When used
according to the approved prescribing information, ESAs are safe and effective and has an acceptable
risk/benefit profile for patients with chemotherapy-induced anemia.  Erythropoietic stimulating agents
(ESAs) are the only viable alternative to red blood cell transfusions for this patient population. They have
proven valuable in reducing the need for transfusions and improving QoL. The benefits of reducing
transfusions include reduction in hospital visits, avoidance of infectious complications, including the
potential new and emerging pathogens, non-infectious complications, and conservation of the limited
national blood supply already constrained with limited marginal capacity, especially at the regional level
and during seasonal and holiday periods.

The following section will outline the numerous trials that demonstrate a clinical benefit of ESAs in
patients with chemotherapy-induced anemia focusing on transfusion reduction and improved QoL.

3. Patient Benefits of Transfusion Reduction and Improved Quality of Life

3.1 Transfusion Reduction

Multiple meta-analyses have reported significant transfusion reduction in ESA-treated patients in
comparison with control populations. A recent meta-analysis of all randomized controlled studies
comparing ESA versus transfusion alone for prophylaxis or treatment of anemia in cancer patients (42
studies with 6,510 subjects) demonstrated that patients treated with epoetin alfa or darbepoetin aifa had a
36% lower risk of transfusion than control subjects (relative risk=0.64 [95% CI: 0.60 to 0.68]) (Bohlius
2006 Cochrane Database). The publication also presented hazard ratio for transfusion categorized by
baseline hemoglobin. As shown in the table below, the relative risk for patients initiated at Hb < 10 g/dL
was higher (0.70) than for patients initiated at a hemoglobin of 10-12 g/dL, indicating the greater benefit
for transfusion reduction is observed in those patients with ESA initiation at 10-12 g/dL (0.46).

Baseline Hb at ESA initiation Relative risk for transfusion (95% CI)
Hemoglobin < 10 g/dI 0.70 (0.65, 0.75)
Hemoglobin 10-12 g/dL 0.46 (0.40, 0.53)

Another team of investigators conducted meta-analyses of ESA that reported odds ratio for transfusion
(EPO:control) of 0.44 (95% CI 0.35-0.55) for EPO and 0.41 (95% CI 0.31-0.55) for DARB when each
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agent was compared to the control group (Ross 2006). Additionally, the Agency for Healthcare Research
and Quality also investigated transfusion patterns with ESA administration in pooled analyses and
reported the relative transfusion risk (EPO:control) for EPO 0.63 (0.59, 0.67) and DARB 0.61 (0.52, 0.72)
(Seidenfeld 2006). The Health Technology Assessment published in April 2007, found that treatment with
ESAs in patients with cancer-induced anemia reduces the number of patients who receive a RBC
transfusion by an estimated 18%. HTA conducted a systematic review of the literature and identified 39
trials that reported the number of patients who were transfused during a trial involving ESA use in cancer-
induced anemia. 53 data points were included in a meta-analysis. The relative risk for all trials reporting
data on the number of patients receiving a transfusion was 0.63 (95% CI 0.58 to 0.67, fixed effects)
favoring EPO. There was statistically significant heterogeneity between the trials. The authors stated
that asymmetry was seen in the funnel plot but the pattern was not consistent with publication bias
(Wilson 2007).

Witzig et al. (2005) studied weekly administration of EPO in anemic (males Hb < 11.5 g/dL.;females Hb <
10.5 g/dL) patients with advanced cancer undergoing myelosuppressive chemotherapy. This was a phase
[, randomized, double-blind, placebo-controlled study where patients were randomized to receive either
EPO 40,000 U SC (n = 174) or placebo (n =170) weekly for 16 weeks. The study end points were Hb
response, RBC transfusions, and changes in QoL. All enrolled patients were part of the intent-to-treat
patient population. A significant reduction in red blood cell transfusion was observed in the epoetin alfa-
treated group (RBC transfusion: epoetin alfa group: 25%, control 40%, p< 0.005). The authors concluded
that weekly administration of EPO increased Hb levels and reduced transfusion requirements in patients
with cancer-related anemia.

Moebus et al. (2007) recently reported the findings of randomized controlled trial in 658 adjuvant breast
cancer patients receiving chemotherapy (epirubicin, paclitaxel, and cyclophosphamide) with or without
epoetin alfa support. Significant reduction in red blood cell transfusion was observed in the epoetin alfa-
treated group (RBC transfusion: epoetin alfa group: 13%, control 28%, p< 0.0001). At a median follow-up
of 62 months, there was no difference between the epoetin alfa treated group and control group
concerning 5 year disease free survival or overall survival (5 year disease free survival: epoetin alfa group
72%, control 71%, p=0.86; overall survival; epoetin alfa 81%, control 83%, p=0.89). The authors
concluded the epoetin alfa significantly reduced blood transfusion without influencing disease-free
survival or overall survival (Moebus 2007). Similar findings were reported in patients with metastatic
breast cancer in a clinical trial with another ESA, epoetin beta. There were no significant differences in
overall survival (HR 1.07, 95% CI [0.87; 1.33], p-value 0.52) or progression free survival (HR 1.07, 95%
C10.89; 1.30], p= 0.45). In patients receiving epoetin beta there was a significant improvement in
transfusion free survival (HR 0.59, p=0.009) (Aapro 2006).
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3.2 Favorable Impact of ESAs on Patient-Reported Outcomes

“CMS determines whether an intervention is reasonable and necessary by evaluating its risks and
benefits. For all determinations, CMS evaluates whether reported benefits translate into improved
net health outcomes. CMS places greater emphasis on health outcomes actually experienced by
patients, such as quality of life, functional status, duration of disability, morbidity and mortality,
and less emphasis on outcomes that patients do not directly experience, such as intermediate
outcomes, surrogate outcomes, and laboratory or radiographic responses.”
(Phurrough 2005, CMS)
In accordance with the CMS statement above, the following section will outline studies and analyses that
report improved patient reported outcomes (PROs) when used in conjunction with ESAs.  While the FDA
has issued draft guidance on PRO for purposes of labeling claims, this document has been in
development for over five years and has yet to be finalized. CMS should consider the large body of
evidence of improved PRO that has been reported with ESA use in patients with chemotherapy-related
anemia. It is important to note that QoL studies are described in the ESA product labeling information in
Canada (EPREX® Prescribing Information [11/06]) and Europe (EPREX® Summary of Product

Characteristics [7/06]).

Several studies have suggested a relationship between hemogilobin increases during epoetin alfa therapy
and corresponding improvements in patient-reported outcomes such as quality of life. One study
examined data from two open-label, community-based trials of epoetin alfa therapy in anemic cancer
patients undergoing chemotherapy assessed the relationship between Hb changes and QoL changes.
This incremental analysis showed a nonlinear relationship between incremental changes in Hb and QoL
scores, with the maximum QoL gain occurring at a Hb level of 12 g/dL (range, 11 g/dL - 13 g/dL). The
analysis implied that a 1 g/dL increase in Hb from 11 g/dL to 12 g/dL yielded the greatest incremental
gain in QoL as measured by the LASA scale. Patients with low baseline QoL scores and longer time
periods between baseline and final QoL assessments experienced significantly (P < 0.05) greater
increases in overall QoL (Crawford 2002). Similar findings were observed in another trial of epoetin alfa-
treated patients with chemotherapy-induced anemia (Shasha 2004).

In April 2007, the Health Technology Assessment (HTA) Programme published their findings on the
effectiveness of epoetin alfa, epoetin beta and darbepoetin alfa (Wilson 2007). Decision-making bodies
such as the National Institute for Health and Clinical Excellence (NICE) are directly influenced by
research findings from the HTA Programme. The HTA conducted a systematic review of recent
randomized controlled trials comparing epo with best standard. Through a MEDLINE search from 1966
to September 2004, the authors identified 20 trials that reported QoL data in conjunction with ESA use.
Three thousand one hundred and ninety-five patients were evaluated. The data were tabulated and
analyzed qualitatively and a vote-counting method was used to summarize the data. A positive effect
was observed in favor of an improved HRQoL for patients on EPO. The noted limitations of this study
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include a potential for a variety of within study methodological problems that may bias the results. For
example:

. Data may be skewed by missing values

) There may be shifts in patients’ responses over time particularly when patients are asked
to repeat questionnaires

. Less than half of the trials included in the review were placebo-controlled, therefore some
patients would have known their treatment allocation which may have affected how they
rated their QoL

However, missing not at random and missing at random techniques used in one of the analyzed trials by
the Littlewood (2001) trial greatly assisted in data analysis and minimized these limitations.

The results of a previous COCHRANE review showed similar results to the HTA review. Changes in
health-related, patient-reported outcomes including cancer-related fatigue were analyzed in 16 studies
with 3,670 randomized patients as part of the updated Cochrane Review (Bohlius 2006 Cochrane
Database). Of the 16 studies, 9 evaluated the effects of treatment on health-related, patient-reported,
outcomes as assessed by the FACT instrument and its subscales and generally favored ESA treatment.
According to the Cochrane group, the results showed an overall positive effect on health-related patient-
reported outcomes from ESAs that seemed unlikely to be due to chance. However, interpretation of
results was limited in a similar manner to the HTA study.

A systematic review of the literature has also been performed by the Agency for Healthcare Research
and Quality (AHRQ) (Seidenfeld 2008). Outcomes of interest included patient-reported outcomes when
assessed with validated tools such as the FACT (includes G-general, F-fatigue, and An-anemia
subscales) and the Visual Analog Scale (VAS). AHRQ results also tended to favor ESA treatment over
control; however, AHRQ concluded that the evidence was not sufficient for definitive conclusions on the
effects of ESA treatment on patient-reported outcomes. Limitations of the data were cited by AHRQ and
included potential bias due to missing data and lack of blinding, as well as incomplete correiation of
numeric changes on patient-reported outcome scales to clinical differences that are meaningful to
patients.

As noted in both the Cochrane and Health Technology Assessment several prospective randomized
controlled studies (at least 100 subjects per study) have been conducted to assess the effect of epoetin
alfa on patient-reported outcomes using validated instruments such as the Functional Assessment of
Cancer Therapy-Anemia (FACT-An), a 47-item questionnaire designed to measure anemia-related and
general patient-reported outcomes in patients with cancer, and the Cancer Linear Analog Scale (CLAS),
used for assessment of energy level, ability to do activities, and overall patient-reported outcomes. Three
studies (Littlewood 2001, Chang 2005, Case 1993) demonstrated significant improvements in cancer and
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anemia-specific patient-reported outcomes domains (mean change from baseline) for patients treated
with epoetin alfa as compared to placebo/standard of care (i.e. transfusions). In the study by Littlewood
et al. (2001), 375 anemic patients with solid or non-myeloid malignancies, receiving non-platinum
chemotherapy, were randomly assigned to receive epoetin alfa with the approved 3-times-weekly dosing
schedule (150 to 300 IU/kg) or placebo 3 times weekly for 12 to 24 weeks. Mean change scores from
baseline in the anemia, fatigue (FACT-F), and general (FACT-G) subscales of the FACT-An was
significantly greater for the epoetin alfa group compared with placebo (range of p values from 0.0007 to
0.0040) (Figure 1).

Figure 1. Comparison of Patient-Reported Outcomes (FACT-An,
Comprising FACT-G, Fatigue Subscale, and Anemia Subscale)
Mean Change Scores by Treatment Group (QoL Population).

W Spostinala | %@DJ
=200}
0 4.0
=z {N=200)
3 n=194)
&
B a2gp
2
|1
i ]
% o , ; J
& [
=4 i H
‘% 2.2
§ °¢ : - 26
2 B0}
- (=0
2 -3.6
3 e
-4y b =58}
Fatigua Argamia
FACTG subscale subscaie
P (D0 F= (040 P Q007

*Indicates that the p value for the Anemia subscale (secondary measure)

is unadjusted. All other p values, which correspond to primary measures,

are adjusted for multiple comparisons (sequentially rejective Bonferroni procedure).
From: Littlewood TJ, et al. J Clin Oncol 2001;19:2865-2874 With permission
from the American Society of Clinical Oncology. Unauthorized duplication
of this content is a copyright infringement and subject to strict penalties.

Consistent with the significant improvement in FACT-An scores, patients receiving epoetin alfa, as
compared with placebo (i.e. transfusions), reported significant increases in energy levels (epoetin alfa,
+8.1 versus placebo,-5.8; p=0.0007), ability to carry out daily activities (epoetin alfa, +7.5 versus placebo,
-6.0; p=0.0018), and patient-reported outcomes (epoetin alfa, +4.8 versus placebo, -6.0; p=0.0048) as
assessed by the CLAS (Figure 2).
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Figure 2: Comparison of Patient-Reported Outcomes (CLAS,
Comprising Energy Level, Ability to do Daily Activities, and -
Overall QOL) Mean Change Scores by Treatment Group
QoL Population).
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Note: All p values, which correspond to primary measures, are adjusted
for multiple comparisons (sequentially rejective Bonferroni procedure).
From: Littlewood TJ, et al. J Clin Oncol 2001;19:2865-2874. With
permission from the American Society of Clinical Oncology
Unauthorized duplication of this content is a copyright
infringement and subject to strict penalties.

Another randomized Phase Il study compared epoétin alfa using a 40,000 U once a week regimen for 16
weeks versus standard of care (transfusions) in 354 anemic patients with breast cancer receiving
chemotherapy (Chang 2005). A similar pattern of patient-reported outcomes differences between the
epoetin alfa-treated and standard-of-care groups was demonstrated. In this study the mean change in
scores from baseline for both the FACT-An anemia and fatigue subscales was significantly better in the
epoetin alfa group compared with standard of care (p<0.001) (Figure 3).
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Figure 3: Change in Mean Functional Assessment of Cancer Therapy (FACT)-Anemia
Subscale Score Between Baseline and Week 12.
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Consistent with this patient-reported outcomes benefit, a significant improvement in all 3 CLAS domains
(energy level, daily activities, and overall Qol) was demonstrated for the epoetin alfa-treated group
compared with the standard-of-care (transfusion only) cohort (Figure 4).

Figure 4: Change in Mean Cancer Linear Analog Scale Score Between Baseline

and Week 12.
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Patient-reported outcomes were measured as secondary endpoints in a third randomized, controlled
study of epoetin alfa with the approved 3-times-weekly dosing schedule (150 to 300 1U/kg) or placebo (3
times a week) for 12 weeks in 153 anemic cancer patients receiving chemotherapy. A significant increase
in the baseline to final CLAS score for energy level and ability to perform daily activities was observed for
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the epoetin alfa-treated population (p<0.05), but not the placebo (transfusion only) group. The difference
in mean change of scores from baseline was not compared between the 2 groups (Case 1993).

in another randomized controlied study that included a validated patient-reported outcomes assessment,
Thatcher et al. (1999) evaluated whether epoetin alfa could prevent anemia and reduce transfusion
requirements in 130 subjects with small cell lung cancer undergoing cyclic chemotherapy. Patients were
randomized to receive epoetin alfa at 150 or 300 IU/kg subcutaneously, 3 times a week with 6 cycles of
chemotherapy or chemotherapy alone. The impact on patient-reported outcomes was assessed with a
linear analogue self-assessment scale, which measures energy level, ability to do daily activities, and
overall patient-reported outcomes. A significant improvement in overall patient-reported outcomes was
demonstrated in the epoetin alfa group (p<0.05), but the differences in scores for energy level and daily
activity were not significant.

In a fifth randomized controlled study of epoetin alfa versus placebo, improvements in patient-reported
outcomes (as measured by the FACT-An fatigue scale) were observed in the epoetin alfa group, but they
were not significantly different from the placebo group (p=0.18). Hemoglobin responders (regardless of
treatment arm) had significantly higher improvements on the FACT-An fatigue scale than nonresponders,
suggesting an association between improvement in hemoglobin and an improvement in fatigue (Witzig
2005).

The results of these 5 studies, summarized in Table 1, suggest that ESAs might have important clinical
benefit in terms of improved patient-reported outcomes for cancer patients receiving chemotherapy.

Four supplemental publications (Patrick 2003, Fallowfield 2002, Fairclough 2003, Cella 2003) have
addressed the limitations of the Littlewood study. Fallowfield et al. (2002) conducted a pre-planned
multiple linear regression analysis that controlled for disease progression and several other potential
confounding variables, such as baseline disease characteristics that could affect patient-reported
outcomes. The multiple regression model confirmed the results of Littlewood (2001), demonstrating
statisticaily significant differences for between-group comparisons of mean patient-reported outcome
change scores for all 5 cancer-specific scales (range of p values: 0.01 to 0.04). The improved scores
were associated with improvements in hemoglobin concentration. The investigators concluded that
“epoetin alfa can improve quality of life in anemic cancer patients undergoing chemotherapy, and this
change is associated with increasing hemoglobin levels.”
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Table 1: Effect of Epoetin Alfa Treatment on Patient-Reported Outcomes
(Summary of Results From 5 Studies)

Page Vol 7

Epoetin Alfa
Study/Tumor  Dose
Type Regimen Treatment Measures Results General Comments
Groups
Case 150 JU/kg SC Non-cisplatin or LASA-Energy, Daily EPO-treated patients had significant No intergroup comparisons between EPO-
(1993)/Varied TIW x 12 Cisplatin + EPO Activities and improvements in Energy and Daily treated and placebo groups conducted
weeks (n=63) or placebo Overall QOL Activities (P<0.05), and Overall QOL
(n=61) (P=0.083) as compared to baseline
values
Littlewood 150 IU/kg SC  Nonplatinum + LASA Energy, Daily LASA Energy P<0.001, Daily Activities  Adjustments for covariates not included.
(2001)/Varied TIWx 6 cycles EPO (n=238) or Activities, Overall P<0.01, Overall QOL P=0.01, FACT-G
+ 4 wk post- placebo (n=111) QoL, FACT-G, P<0.05, FACTF P<0.01, FACT-An
CT FACT-F, FACT-An, P<0.01, SF-36 NS
SF-36
Chang (2005) 40K SC QW x Nonplatinum+ EPO FACT-An, FACT-F, FACT-Anand FACT-F P<.0001; LASA
/Breast 16 weeks 40K QW (n=168), LASA Energy, Daily Energy P<.014, Daily Activities P<.01,
(QOL at 12 or SOC (n=170) Activities, Overall Overall QOL P<.001
weeks) QoL -
Thatcher (1999) 150 IU/kg SC  Platinum or LASA Energy, Daily Overali QOL P<0.05 for EPO Open label design
/SCLC TIW X 6 Nonplatinum+EPO  Activities, 150 1U/kg group. All others NS
cycles or 300 150 U TIW  Overali QOL,
IU/kg SC TIW (n=42),EPO WHO Performance
x 6 cycles 300 TIW (n=44), or Score
SOC (n=44)
Witzig (2005) / 40K SC QW x  Platinum or LASA Overall QOL, LASA Overall QOL P=0.27, FACT-An QOL higher in placebo group at baseline.
Varied 16 weeks Nonplatinum+ EPO FACT-An, Symptom P=0.18, SDS NS Effect of increased transfusion rate in

(n=154) or placebo
(n=151)

Distress Scale

placebo group on Hb could have masked
true QOL differences between groups.

CT=chemotherapy;

EPO=epoetin

alfa; FACT= Functional

Assessment

of Cancer Therapy, FACT-AN =

FACT-anemia; FACT-F=FACT=fatigue;

FACT-G= FACT-general; Hb=hemoglobin; LASA=linear analog self-assessment; NS=not significant; SC=subcutaneous; SOC=standard of care; QOL=quality of life;
QW=once weekly SCLC=small-cell lung cancer; SDS=Symptom Distress Scale; SF-36; TIW=3 times weekly; 40K=40,000 IU
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Fairclough and colleagues (2003) conducted a sensitivity analysis, which included all available patient-
reported outcomes data from each patient and adjusted for censored assessments. The results of this
sensitivity analysis, when compared to the baseline-to-last available assessment utilized by Littlewood
(2001), confirmed the between-group patient-reported outcomes differences favoring epoetin alfa,
demonstrating the robustness of the epoetin alfa treatment effect on patient-reported outcomes despite
missing data.

The clinical relevance of the observed between-group differences in the FACT-An and CLAS subscales
favoring epoetin alfa in the studies by Littlewood (2001) and Chang (2005) has been established by way
of anchoring the observed differences to changes in hemoglobin (Patrick 2003) and by comparisons to
normative values from the general population (Cella 2003). In the study by Patrick et al. (2003),
hemoglobin and patient-reported outcome data from Littlewood (2001) were analyzed to determine the
minimally important difference between patients achieving at least a 1 g/dL rise in hemoglobin (improved
group) as compared to those who did not deteriorate or improve (stable group). The between group
differences in health-related patient-reported outcomes scores between the epoetin alfa and placebo
groups observed in the Littlewood (2001) study exceeded the minimally important difference established
by Patrick (2003) for all hemoglobin-sensitive, cancer-specific, health-related, patient-reported outcomes
evaluations.

Finally, to better characterize the epoetin alfa-associated patient-reported outcomes changes reported by
Littlewood (2001), Cella et al. (2003) compared FACT-An data collected from a nationally representative
U.S. normative population of 1,400 subjects to the FACT-An resuits from the study. Comparison of the
patient-reported outcomes scores from the normative population norm the Littlewood (2001) clinical study
data suggest that the differences in patient-reported outcome scores between the epoetin alfa and
placebo (i.e. transfusion only) groups observed in the clinical study are clinically meaningful as well as
statistically significant. In fact, most of the patient-reported outcome deficits in the FACT-G and FACT-An
fatigue and anemia subscales between the clinical study group and the normative population at baseline
were restored with epoetin alfa treatment (95%, 51%, and 49%, respectively).

Gabrilove et al. (2001) conducted a prospective, multicenter, open-label, single-arm, non-randomized 16-
week study evaluating the safety, efficacy and QoL of patients receiving EPO in anemic (Hb < 11 g/dL)
cancer patients receiving chemotherapy. Epoetin alfa was initiated at a dose of 40,000 U administered
SC QW. If the Hb did not increase by > 1.0 g/dL after 4 weeks of therapy, the dosage of epoetin alfa was
increased to 60,000 U SC QW. Two QoL instruments were used for patient self-analysis at baseline,
month 2 and at study completion: the Functional Assessment of Cancer Therapy-Anemia (FACT-An)
scale (a 20-item questionnaire that evaluates well-being associated with fatigue and anemia) and a linear
analog scale (LASA).
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Increases in Hb levels were associated with improvements in QoL as measured by the FACT-An. Mean
increases in Hb levels and corresponding point increases in the FACT-An scores are shown in Table 3:

Table 3. Hemoglobin Increase versus Change in FACT-An Score from Baseline (n = 2,230)

increase in Hemoglobin Level (g/dl) Mean Increase in Anemia Subscale of FACT-An Score (%)
0.0t0 2.0 : +4.8 (11.2%) *
>20t0 4.0 +7.7 (17.6%) *
>40 +11.0 (25.4%) *

Key: *p < 0.001

There were significant changes from baseline in LASA scores for energy, activity, and overall QoL, which
suggests functional impairment at baseline. The changes from baseline for energy level, activity level,
and overall QoL scores were 30.0%, 26.0%, and 19.4%, respectively (P < 0.001). Improvements with
QoL parameters correlated significantly (P < 0.001) with increased Hb levels in the LASA scores as
shown below in Table 4. Hemoglobin Change versus Change in LASA Scores from Baseline. This direct
relationship was sustained over the entire study period.

Table 4. Hemoglobin Change versus Change in LASA Scores from Baseline (n=2,258)

increase in Hemoglobin Level (g/dl) Mean Increase in LASA Score (%)
Overall Quality of Life
00to 2.0 +8.2(17.2%) *
>20t04.0 +12.2 (25.2%) *
>4.0 +15.4 (32.3%) *

Key: *p < 0.001

The resdults of this study demonstrated that once-weekly epoetin alfa is effective in increasing Hb levels,
decreasing transfusion requirements, and improving QoL in anemic cancer patients receiving
chemotherapy.

The evidence in support of epoetin alfa treatment has also been extensively reviewed and summarized in
guidelines for chemotherapy-induced anemia. With respect to patient-reported outcomes, the NCCN
cited the lack of randomized study data but recommended consideration of the use of erythropoietin in
mildly anemic patients (10 to 11 g/dL) who have functional symptoms (NCCN anemia treatment
guidelines v.3.2007). Both the Canadian Cancer and Anemia Guidelines Development Group and the
European Organization for Research on the Treatment of Cancer concluded that epoetin alfa produces
statistically significant and clinically relevant improvements in patient-reported outcomes for the treatment
of anemia in patients with cancer (Turner 2001, Bokemeyer 2007).
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3.3 Conclusion: Clinical Benefits of ESAs Use in Chemotherapy-iInduced Anemia

Chemotherapy-induced anemia is an important clinical condition. ESAs have established benefits in
reducing the need for transfusions as well as improved quality of life. Recent meta-analyses have shown
that ESA use significantly increases hemoglobin response more than three fold and reduces the risk of
transfusion by 36 to 59 percent (Bohlius 2006 Cochrane Database, Seidenfeld 2006, Ross 2006). A
recent HTA meta-analyses of over 3195 patients found a positive effect in favor of an improved HRQoL
for patients on EPO (Wilson 2007). Clinical guidelines continue to recommend ESAs for symptomatic
patients with chemotherapy-induced anemia (NCCN anemia treatment guidelines v.3.2007, Rizzo 2002).

4, Safety of ESAs in the Treatment of Chemotherapy-Induced Anemia

The risks of PROCRIT and other ESAs in cancer patients are described in the Product labeling

(PROCRIT Prescribing information [3/07]). Increased incidences of thrombotic events have been
observed when ESAs are used for the correction of chemotherapy-induced anemia. Adverse effects on

survival and possible tumor progression are observed when ESAs are used for non-FDA approved
investigational uses, as summarized in the table below. With the exception of the Amgen anemia of
cancer trial, all studies evaluated patients with higher Hb initiation levels (> 12 g/dL) and targeted higher

Hb levels (> 12 g/dL). These Hb levels are higher than what is currently recommending in the prescribing
information (i.e. hold Hb for level > 12 g/dL).

Table 5. Safety Trials
. FDA-
] . Hb initiation Hb target
Trial N Patient Population approved
(g/dL) (g/dL)
use?

Potentiation of radiation therapy
ENHANCE Head and neck cancer patients

351 o 12/13 14/15 No
(Henke 2003) with radiation therapy
DAHANCA Head and neck cancer patients

522 o 14.5 15.5 No
(Overgaard 2007) with radiation therapy
Potentiation of chemotherapy

B t tients with
BEST 939 reast cancer patients wi 13 14 No
{Leyland-Jones 2005) chemotherapy
Anemia of cancer
i ia of
Amgen Anemia of cancer 085 Anemia of cancer 1 12 No
(Glaspy 2007)
ia of

EPO CAN 20 70 Anemia of cancer 12 14 No

(Wright 2007)
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In collaboration with the FDA, Ortho Biotech and Amgen Inc, updated (3/07) the safety information in the
product labeling for their ESAs to reflect these safety signals. It is our belief that CMS may have applied
this safety information to a broader range of clinical settings that are clearly different and unique from the
original studies. When used in accordance with the prescribing information, PROCRIT is safe and
effective. We urge CMS not to take results of studies investigating off-label uses of ESAs and apply
those results broadly to propose non-coverage determinations to areas where ESAs have been shown to
be safe and effective.

4.1 Pharmacovigilance Program Evaluating Safety of ESAs in Patients with Cancer

Both Amgen and Ortho Biotech are working closely with the FDA to provide regular and frequent clinical
updates of their respective ongoing pharmacovigilance programs. Each company has established a
comprehensive pharmacovigilance program, consisting of several randomized controlled studies, many of
which will continue to inform us about the long-term safety of ESAs in various clinical oncology settings
over the next 6-18 months. For the epoetin alfa pharmacovigilance program, with the exception of the
recently published data on the CAN-20 cooperative group study of off-label use of epoetin alfa in the
setting of anemia of cancer not receiving chemotherapy (Wright 2007), no new adverse effect of ESAs on
survival, progression-free survival, or other adverse tumor outcomes have been observed. The following
tables summarize the clinical trials of the epoetin alfa pharmacovigilance program.

4.2 Survival Meta-Analysis Demonstrated No Survival Signal When Used Consistent
with Label Information

To better define the study and patient-level characteristics associated with key safety events, a
predefined pooled analysis was performed. This meta-analysis was based on all eleven completed,
randomized, double-blind, placebo-controlled studies in cancer patients totaling 3,104 patients that were
conducted with epoetin alfa for which Johnson and Johnson Pharmaceutical Research and Development
(J&JPRD) has access to patient-level data. Of the eleven studies, two of these 11 studies investigated
hemoglobin targets beyond the correction of anemia. (Grote 2006[N93-004], Leyland Jones 2005[EPO-
INT-76, BEST study])).

Studies were classified as “anemia correction” or “beyond correction of anemia” based on a combination
of the following: 1) the entry hemoglobin concentration, 2) the hemoglobin range that treatment was
intended to achieve, 3) the criterion for study drug dose escalation, 4) the definition of “hemogiobin
response,” and 5) the hemoglobin at which study drug dosing was suspended and subsequently
restarted. For “anemia correction,” the primary intent of the studies was to reduce transfusion utilization.
Typically, study drug dosing was not escalated as long as there was a satisfactory hemoglobin response
(usually a 1g/dL hemoglobin increase from baseline value). Conversely, the intent of the “beyond
correction of anemia” studies was generally to keep subjects’ hemoglobin >12 g/dL using dose escalation
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Table 6 Epoetin alfa Pharmacovigilance Program Evaluating Safety in Epoetin alfa Safety in Patients with
Chemotherapy-induced Anemia
STUDY # Tumor Type Primary Secondary Safety Results Status
(n, Endpoint Endpoint
accrual/
planned)
Tumor
response

(designed to Objective Tumor response: EPO 72%

exclude an (95%CI: 84-81%), placebo 67% (95% CI: . )

N93-004 Lung cancer, treated absolute o 58-76%). No more than a 6% difference Stopped in agreement with FDA QUe to
B i i f ver all in RR between the 2 groups was ruled out slow accrual secondary to ghangm_g
(224/400) with chemotherapy, reducpon 0 survival X group standard of care ; Manuscript published

Target Hb 14-16 g/dL 15% in RR therefore primary endpoint was met. (Grote 2005)
between the Overall survival (months). EPO 10.5,
EPO and control 10.4, (p=0.264)
control
groups)
Lung cancer, Target Hb Significant difference in the median
EPO- 12-14 g/dL (anemia of . . .| survival in favor of the patients on the Terminated November 2003 based on
CAN-20 cancer; not candidates Quality of life Hecn;gglobm placebo arm of the trial (EPO 63 v unplanned interim analysis; Manuscript
(70/300) for further ge placebo 129 days; hazard ratio, 1.84; P published (Wright 2007)
chemotherapy) .04)
No survival disadvantage for EPO group; Closed to accrual December 2005;
Ger-22 Lq&g c;ance{r:re:ted 2 year Local tumor | Interim analysis, median survival 2-year survival data mature
(389/612) “t’;r Ct ﬁg“; 43'/ d‘ﬁ | survival rate control EPO 338 days (95% Cl 242-434) 4Q07(Debus 2006)
get 11449 Control 299 (95% Cl 234-364) _

Local- 1 yr local-regionati control HR 1.18 (95% Closed in November 2003 based on
gg%g r';c?:iSisg%q??(a?::tcﬁL regional Sou \ﬁirvagll Cl 0.67-2.09); unp[anned interim analysis; Abstract
(148/372) 14-16’g/dL failure 1 yr overall survival HR 1.57 (95% Cl published (Machtay 2004); Manuscript

0.76-3.27) submitted
EPO- Closed to accrual April 2002 due to
GBR-7 Head and neck cancer | 2 year local Overall No effect on local tumor control slow accrual; 5 year follow-up ongoing;
(301/800) receiving RT; Target Hb | disease free survival 1 year survival EPO 77.3%, control 79.9% | Last patient out 2Q07 (Data on file #8,
12.5-15 g/dL survival (p=0.867) JJPRD; FDA ODAC Briefing

Information, May 10, 2007)

KEY: Hb, hemoglobin; EPO, epoetin alfa RT,radiation therapy; HR, Hazard Ratio,

' Protocol amended in October 2003 to target Hb range of 12-13 g/dL
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Table 6 {continued): Epoetin alfa Pharmacovigilance Program Evaluating Safety in Epoetin alfa Safety in Patlents
with Chemotherapy-induced Anemia

STUDY # Tumor Type Primary Secondary Safety Results Status
(n, accrual/ Endpoint Endpoint
planned)

5yr disease free survival: EPO 72%, control 71% Closed to accrual October

Breast cancer, 2 year 5 yr DFS, (p=0.86) 2002; 5 yr survival data mature
Moebus Target Hb 12.5 -13 disease free | 5 yr Overall : . (. o 2Q2008; Abstract published
g/dl survival survival g‘s’f/'a(" :‘5’;2’)"" as of Apr. ‘07: EPO 81%, control | (2t on file #7, JJPRD:
o (P=V. Moebus 2007)
Accrual ongoing (JJPRD trial
Breast cancer . .
EPO-ANE- Progression- Overall . . available at
3010 Teaxrg:é;—I:Jzno;dt? free survival survival Patient accrual ongoing www.clinicaltrials gov - ID
g NCT00338286)
EPO-CAN- Breast cancer, A total of 55 subjects died (27 in the epoetin alfa Closed to accrual May 2003;
17 treated with Quality of life 2 yrOverall | group and 28 in the SOC group). Kaplan-Meier Clinical Study Report
(354/350) chemotherapy survival estimates of the survival curves were similar (log Submitted to FDA (Chang
Target Hb 12-14 g/dL rank test, p=0.82) 2005)
Interim analyses
. Recurrence rate: EPO 11%, control 22% (p=0.04),
AGO/ Cervical cancer, 5 year Median observation time: 64 weeks Closed to accrual March 2001;
NOGGO freated with relapse free Overall Follow-up ongoing, 5 yr
chemotherapy psé ; . , going, 5>y
(264/264) Target Hb 13 g/dL survival survival The difference in recurrence between the groups at | relapse free survival data
the 105-week observation was less (25% versus available 3Q’07 (Blohmer
17% for the control and epoetin alfa groups, 2003)
respectively), but trended toward significance
(p=0.074)

KEY: Hb, hemoglabin; EPO, epoetin alfa; JJPRD: Johnson & Johnson Pharmaceutical Research & Development, L.L.C; RT, radiation therapy;
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(if the hemoglobin was below the target range), or by commencing treatment when the hemoglobin
concentration was above 12 g/dL and continuing treatment beyond the usual time frame of 12 to 16
weeks. The safety endpoint analyzed here is on-study mortality, which included all deaths occurring up to
30 days beyond the last dose of study drug.

As demonstrated in the figure below, the mortality hazard ratio from studies in patients evaluating
correction of anemia (first nine studies) was 1.00 (95% Cl 0.75, 1.32) while those studies investigating
beyond the correction of anemia (N93-004 and EPO INT-76 (BEST) was 1.25 (95% CI1 0.99, 1.58) (Data
on file, JUPRD #8). Such findings support the safety of epoetin alfa use when administered to correct
anemia rather than epoetin alfa administration beyond correction of anemia. The subsequent tables
describe the studies used for this meta-analysis. (FDA ODAC Briefing Information, May 10, 2007)

Hazard Ratio and 95% Confidence Interval
(Mortality up to 30 days after double blind phase)

% Death (n/N)
Study HR (95% C.1.) ‘ Placebo Epoetin Alfa
Non-Cisplatin 1.08 (044, 2.67) '-,0-1 11.8%  (9/76) 12.3%  (10/81)
Cisplatin  0.86 (0.33, 2.22) I—Q—l 13.8%  (9/65) 11.9%  (8/67)
J89-040 168 (0.66, 4.3) HH 76%  (6/79) 11.3% (16/142)
P-174 042 (003, 6.71) l—’—‘—*l 83%  (1/12) 3% (1/33)
INT-1 158 (0.32, 7.82) i—*’——i 25%  (2/80) 37%  (6/164)
INT-2 015 (0.02, 1.2) I—-—O——rl 92%  (7/76) 14%  (1/69)
INT-3 156 (042, 5.77) l—-‘0—| 46%  (3/65) 6.7%  (9/135)
INT-10 081 (048, 1.36) M 177% (22/124)  16.3% (41/251)
PR98-27-008 1.17 (0.69, 1.97) lH 15.8% (26/165)  185% (31/168)
9 Studies * 1 (0.75, 1.32) !l 115% (85/742)  11.1% (123/1110)
NO93-004 0.76 (0.41, 142) HH 20.9% (4/115)  156% (17/109)
BEST 136 (1.05, 1.74) II 23.9% (109/456)  30.6% (137/448)
BEST & N93-004 125 (0.99, 1.58) IF 23.3% (133/571)  27.6% (154/557)
01 1 10

Hazard Ratio and 95% C.I.
(Log Scale)
* Without BEST, N93-004 & Non-Chemo Studies
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Table 7: Overview and Design of Completed, Double-Blind, Placebo-Controlled, Multicenter Clinical Studies Used in the Meta-Analysis (FDA ODAC Briefing Information, May 10, 2007)

No. of Subjects (DB Phase)®

Tumor Entry Hb (Hct)/ EPO SC Dose Regimen/
No. Study Type Upper Hb (Hct) Limit On Study Dose Adjustment EPO Placebo Total

Completed, Double-Blind, Placebo-Controlled, Multicenter Clinical Studies of Anemia Correction

1. Non-cisplatin CT (188-  Mixed Hb: <10.5 g/dL/ 150 Ufkg TIW for <12 wksiitrated o target 81 76 157

037, 87-018, 87-017) Het: 38%-40%

2, Cisplatin CT (188-036,  Mixed Hb: <10.5 g/dL/ 150 U/kg TIW for <12 wksttitrated to target 67 » 65 132

87-018, 87-019) Het: 38%-40%

3. J89-040 CLL Het: <32%/ 150 Ulkg TIW for <12 wksfitrated to target 142 79 221
Het: 38%-40%

4. CC2574-P-174 CLL Het: <32%/ 150 U/kg TIW for <12 wksttitrated to target 33 12 45
Het: 38%-40%

5. EPO-INT-1% Ovarian Hb: <11.0 g/dL OR | >1.5 g/dL (from BL <14.0 g/dL) OR 150 or 300 U/kg TIW for 1 month past last CT cycle/ 165° 81 246
1 22.0 g/dL (from BL 214.0 g/dL)/ EPO dose maintained based on reticulocyte count, Hb T,
Hb: 12.5-14 g/dL + and Hb level; if dose held based on above, then restarted at
+<2 g/dLimo 25% | dose

's. EPO-INT-2° MM Hb: <11.0 grdL/ 150-300 Ulkg TIW for 12 wks/ 69 76 145
Hb: 12-14 g/dL + EPO dose 7 if target Hb rise from BL not met; if dose held

1«2 g/dLimo based on exceeding Hb criterion for dose hold, EPO
’ restarted at 25% { dose

Abbreviations: BL, baseline; DB, double-blind; Hb, hemoglobin; Het, hematocrit; EPO, epoetin alfa; SC, subcutaneous; CT, chemotherapy; TIW, 3 times weekly; CLL, chronic lymphocytic leukemia; BL, baseline; MM,
muttiple myeloma; mo, month; QW, once weekly; wks, weeks; |, decreases; 1, increases

® Actual number of subjcts enrolled.

® Under protocol 87-014.

© Data available on tumor response and disease progression.

80 subjects in 300-L/kg group and 85 subjects in 150-U/kg group.
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Table 7: Overview and Design of Completed, Double-Blind, Placebo-Controlied, Multicenter Clinical Studies Used in the Meta-Analysis (Continued)

No. of Subjects (DB Phase)”

Tumor Entry Hb (Hct)/ EPO SC Dose Regimen/
No. Study Type Upper Hb (Hct) Limit On Study Dose Adjustment EPO Placebo Total

Completed, Double-Blind, Placebo-Controlled, Multicenter Clinical Studies of Anemia Correction (Continued)

7. EPO-INT-3* Mixed Hb: <12.0 g/dL/ 150-300 Urkg TIW for 12 wks/ 136 65 201

Hb: 14-16 g/dL (men), 12-14 g/dL (women) +  EPO dose T if target Hb rise from BL not met; if dose
T<2 g/dLimo held based on exceeding Hb criterion for dose hold, EPO
restarted at 25% | dose

8. EPO-INT-10° Mixed Hb: <10.5 g/dL/ 150-300 U/kg. TIW for <6 cycles or 24 wks/ 251 124 375
Hb: 12-15 g/dL + EPO dose T based on reticulocyte count and target Hb T
T<2 g/dLmo not met;

dose held based on exceeding Hb criterion for dose hold
and restarted at 25% | dose

9. PR98-27-008° Mixed Hb: <11.5 g/dL (men), 40,000 U QW for 16 wks/ 174 170 344
£10.5 g/dL (women)/ EPO dose T if Hb target rise not met or transfusion; dose
Hb: 13-15 g/dL held based on exceeding Hb criterion for dose hold and

restarted at 25% | dose
Completed, Double-Blind, Placebo-Controlied, Multicenter Clinical Studies Beyond the Correction of Anemia

10. N93-004 SCLC <14.5 g/dL 150 U/kg SC TIW until 3 wks after completing their initial 109 115 224
course of treatment

1. EPO-INT-76 (BEST)® Breast No Hb limit specified for inclusion 40,000 U SC QW for 12 months 448 456 904

Abbreviations: BL, baseline; DB, double-blind; Hb, hemoglobin, Het, hematocrit; EPO, epostin alfa; SC, subcutaneous; CT, chemotherapy; TIW, 3 times weekly; CLL, chronic Iympﬁocytic leukemia; MM,
multiple myeloma; mo, month; QW, once weekly, wks, weeks; 1, decreases; T, increases
Actual number of subjects enrolled.
®  Under protocol 87-014.
Data available on tumor response and disease progression.
¢ 80 subjects in 300-Urkg group and 85 subjects in 150-U/kg group.
Study drug was discontinued in April 2002.
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The above findings are further supported by the independent meta analyses conducted by the Cochrane
Group (Bohlius 2006 Cochrane) including all ESAs in which analysis of subgroups of studies found
different mortality signals depending on study baseline hemoglobin entry criteria. The hazard ratio for
studies with baseline hemoglobin less than 10 g/dL was 1.01 (95% CI: 0.89 to 1.15; 20 studies and 3,765
subjects). For studies with baseline hemoglobin of 10 to 12 g/dL, the hazard ratio was 0.98 (95% CI: 0.82
to 1.16; 8 studies, 1,712 subjects). For studies with baseline hemoglobin greater than 12 g/dL, the
hazard ratio for death in the ESA group was 1.27 (95% CI: 1.07 to 2.49, 7 studies, 994 subjects).

Baseline Hb at ESA initiation Survival odds ratio (95% CI)
Hemoglobin < 10 g/di 1.01 (0.89, 1.15)
Hemoglobin 10-12 g/dl 0.98 (0.82, 1.16)
Hemoglobin > 12 g/di 1.27 (1.05, 1.54)

At the 2007 American Society of Clinical Oncology meeting, Gleason et al. (2007) presented meta-
analyses of overall survival and risk of venous thromboembolic events in on-label v off-label ESA clinical
trials. The overall survival relative risk (ESA:control) for investigator defined on-label studies was 0.97
(95% CI 0.86-1.11) and for off-label studies (eg. anemia of cancer, clinical trials with target hemoglobin
levels of 14-16 g/dL) 1.14 (1.02, 1.27). Similar analyses focused on venous thromboembolic events
reported a relative risk of 1.38 (0.96, 1.98) for on-label clinical trials and 1.65 (1.28, 2.13) for off-labe!
clinical trials. (Gleason 2007). In an interview with the senior investigator, Dr. Charles Bennett stated,
"What we do have is what people said all along: When the drug is used on label, there are no
hidden safety signals," (Goldberg 2007a)

5. Response to Proposed Decision Memo Regarding Terminated Epoetin Alfa Trials

The CMS Proposed Decision Memo included a table of terminated trials (Table 4). Below is a detailed
table describing all the Johnson and Johnson trials involving EPO that were referenced in Table 4.
Reasons for trial discontinuation are listed for each study. Trials were terminated either for slow accrual
or after safety signals were seen during interim analyses. It is important to note that the FDA has been
informed of all terminated trials. Virtually all of the trials listed in Table 4 of the CMS Proposed Decision
Memo were actually presented at either the 2004 or 2007 ODAC meeting. Eleven were also included in a
recent meta-analysis published by the Cochrane study group (Bohlius 2006 JNCI). One trial was a Phase
IV commitment trial (Grote 2005). Seven of the nine trials involving EPO were investigational where the
hemoglobin target was beyond what is currently recommended in the prescribing information. Most trials
were developed to investigate patient outcomes with higher target hemoglobin levels following clinical
findings suggesting a trend toward better outcomes in epoetin alfa-treated patients (Littlewood 2001)
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5.1 Reasons for Termination of Trials that Investigated Use of EPO Beyond the Label
STUDY # Tumor Type Primary Objective Hemoglobin (g/dL) | Reason for Termination Investigational | Publication Status
Off-label Use?
N93-004 Limited or To determine the effect of Mean baseline Hb: Slow accrual associated Phase 4 Grote T, et al. J
extensive- EPO compared to placebo EPO 12.8 g/dL with changes in standard commitment Clin Oncol 2005;
stage SCLC on tumor response in SCLC | Placebo: 13.0 g/dl of care for SCLC (agreed 23:9377-86.
patients receiving etoposide | Goal: maintain to by FDA, 06/17/01)
and cisplatin baseline Hb
INT-76 Metastatic To evaluate the effect of Unexpected increase in Yes Leyland-Jones B et
(Leyland- Breast Cancer | maintaining Hb in the range | Goal: maintain Hb mortality in the Epo-treated al. J Clin Oncol
Jones et al) (MBC) of 12-14 g/dL with Epo on btw 12 and 14 g/dL group 2005;23: 5960-
12-month survival 5972.
Investigator Metastatic To measure the impact of Mean baseline Hb: Increased incidence of No Rosenzweig MQ et
Sponsored Breast Cancer | Epo on QoL in MBC patients | NR thrombotic events in the al. J Pain Symptom
Study ) with mild anemia Entry criteria; Hb < Epo-treated pts Manage 2004,
‘ 12.0 g/dI 27:185-190.
RTOG 99-03 Head & Neck To determine if concurrent Target Hb: Unplanned interim analysis Yes Machtay M, et al.
Cancer EPO administration with Males: 16 g/dL after Henke trial revealed Int J Rad Oncol
radiotherapy (+ concurrent Females: 14 g/dL NS trend toward poorer Biol Phys 2004; 60:
chemotherapy) could outcome with Epo. IDMC S132 (Abs)
improve LR control in non- concluded futility for Manuscript in
operative SCCHN demonstrating 1° objective. press.
EPO-GBR-7 Head & Neck To evaluate the effect of Epo | Initiation Hb: < 15 Slow accrual Yes Last pt out for 5-
Cancer on local DFS and OS when | g/dL year survival
Hb levels are maintained at | Target Hb: 12.5 g/dL (specified endpoint)
12.5-15 g/dL -15g/dL 2Q'07; Manuscript
in preparation.
(Data on file,
JJPRD #9; FDA
ODAC Briefing
Information, May
10, 2007)
PR00-03-006 | Gastric or To determine if EPO Baseline Hb: 13 g/dL | DSMB decision based on Yes Vadhan-Raj S, et
Rectal Cancer | treatment can maintain Hb imbalance in DVT rate in al. Blood 2004;104:
(> 13 g/dL}, reduce need for Epo group Abs 2815.
PRBC Tx and improve
treatment outcome
PR01-04- Cervical To determine if Epo Entry criteria: Hb < Interim DMC review of Yes Clinical study
005/GOG-191 | Cancer treatment to maintain Hb 14 g/di safety showed a higher synopsis (25 March
levels 2 13 g/dL could than expected TVE rate in 2004) provided to

prolong PFS

the Epo group. Due to this

FDA. Study results
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STUDY # Tumor Type Primary Objective Hemoglobin (g/dL) Reason for Termination Investigational | Publication Status
Ofi-label Use?
safety concern and have not been
laccrual, GOG elected to published. (Data on
close the study. file, JUPRD #10;
FDA ODAC
Briefing .
Information, May
10, 2007)
EPO-CAN-15 | Limited-stage To determine if Epo Mean baseline Hb: Higher incidence of TVEs Yes Goss G, et al.
SCLC treatment to maintain Hb 13.5 g/dl (both in Epo group Lung Cancer
levels between 14-16 g/dL groups) 2005;49(Suppl
can enhance chemotherapy | Hb Target: 14 —16 2):553, (Abst0-154)
effectiveness /dl
EPO-CAN-20 | NSCLC To determine if Epo Hb initiation; 12 g/dL | DSMB review of unplanned Yes Wright J et al. J
(anemia of treatment to maintain Hb safety analysis revealed Clin Oncol 2007;
cancer; not levels between 12-14 g/dL Hb target: 14 g/dL increased mortality in Epo 25:1027-1032.

candidates for
further chemo)

can improve QoL

treated pts

KEY: SCLC, Small Cell Lung Cancer; Hb, hemoglobin; QoL, Quality of Life; LR, loco-regional control; SCCHN, Squamos Cell Carcinoma of the Head and Neck;
DFS, Disease Free Survival, OS, Overall Survival; PRBC, Packed Red Blood Cells; Tx, Transfusions; DVT, Deep Venous Thrombosis; IDMC, Independent Data
Monitoring Committee; DMC, Data Monitoring Committee; TVE, Thrombotic Vascular Event; GOG, Gynecologic Oncology Group; DSMB, Data Safety Monitoring

Board
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6. Transfusion/Blood Supply Risks With Decreased ESA Use

6.1 Increased blood transfusions associated with decreased ESA use have critical
patient-related and U.S. blood supply implications

Anemia is a common complication of myelosuppressive chemotherapy, with the frequency of occurrence
depending on the underlying malignancy and the regimen and intensity of chemotherapy utilized.
(Groopman 1999, Mecandante 2000) Anemia is highly associated with fatigue and diminished patient-
reported health status in patients with cancer who are receiving chemotherapy. (Cella 1997, Cella 1998)
The impact of fatigue on the lives of patients with cancer is significant, with the vast majority reporting that
it prevented them from leading a “normal’” life, required alterations in their daily routine, (Curt 2000) and
was more significant than cancer-related pain. (Vogelzang 1997) Cancer-associated fatigue also has
economic repercussions for both employed patients with cancer, who miss an average of 4.2 workdays
per month, and their caregivers, who take time off from work to assist them. (Curt 2000) The causes of
fatigue are multifactorial and the relationship between hemoglobin concentration and intensity of fatigue is
not well understood. However, since patient-reported levels of fatigue in patients who had cancer has
been shown to correlate directly with the degree of anemia, (Yellen 1997, Patrick 2003, Witzig 2005)
anemia is often treated with red blood cell transfusions or ESAs such as epoetin alfa for palliation of
symptoms as per guidelines established by the National Comprehensive Cancer Network (NCCN).
(NCCN anemia treatment guidelines v.3.2007)

Blood transfusion patterns in the chemotherapy-treated cancer population are unique from transfusion
patterns in other settings (eg. critical care) because of the ambulatory status of this population and the
ongoing myelosuppression induced with continued chemotherapy. Translating transfusion Hb triggers
used in non-mobile ICU patients to ambulatory cancer patients is problematic. Additionally, transfusion
needs may vary based on patient age, co-morbid conditions, underlying malignancy, and chronicity of
chemotherapy regimen selected. Barrett-Lee et al. (2000) reported that if the Hb was <10 g/dL prior to
chemotherapy initation, the probability of at least one transfusion at some point during the chemotherapy
course was about 70%. Overall, 38% of patients who developed Hb <11 g/dl at some stage during six
cycles of chemotherapy and 33% required transfusion (n=902) with 16% of patients requiring multiple
transfusion episodes. The mean red blood cell (RBC) utilization was 2.7 units/transfusion. Coffier et al.
(2001) reported 14% of patients being transfused with mean transfusion need of 3.83 Units/3 month
period in patients receiving non-platinum-based chemotherapy. Estrin et al. (1999) reported a transfusion
frequency of 31% of patients and average RBC utilization of 5.1 Units per transfusion event (median of

three units per transfusion event).

Transfusions carry quantifiable risks such as infection and hemolytic reactions. In addition, patient
attitudes toward blood transfusion are quite negative and most would prefer to avoid them if possible
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(Demetri 2001). While some transfusion-associated risks have been quantified, a report prepared jointly
by the American Association of Blood Banks (AABB), America’s Blood Centers (ABC) and the American
Red Cross (ARC), and recognized as acceptable by the Food and Drug Administration, described the
uncertainty of blood transfusion in the opening statements, as follows:

“..WARNING: Because whole blood and blood components are made from human blood, they
may carry a risk of transmitting infectious agents, eg, viruses, and theoretically, the Creutzfeldt-
Jakob disease (CJD) agent and variant Creutzfeldt-Jakob disease (vCJD) agent. Careful donor
selection and available laboratory tests do not eliminate the hazard. Also, septic and toxic
reactions can result from transfusion of bacterially contaminated blood and components. Such
reactions are infrequent, but may be life-threatening. In addition, blood components may contain
certain immunizing substances other than those indicated on the label...” (AABB/ABC/ARC
Circular 2002)

Furthermore, the document identifies contraindication to whole blood and other RBC components as:

“...Red-cell-containing components should not be used to treat anemias that can be corrected
with specific medications such as iron, vitamin B12, folic acid, or erythropoietin....”
(AABB/ABC/ARC Circular 2002)

The complications of RBC transfusions to patients with cancer have been outlined and include risk of
infection, allergic or febrile reactions, as well as transfusion-associated immunosuppression (Demetri
2001). A wide range of infectious diseases may be transmitted through allogeneic blood transfusion,
although the risk has been dramatically reduced due to enhanced screening (Goodnough 2003). Risks
for infection with HIV, hepatitis C, and hepatitis A are all in the range of 1 in 1 to 2 million (Dodd 2003).
The risk of infection with hepatitis B is slightly higher at 1 in 30,000 to 250,000 (Goodnough 1999).
Infections with human T-lymphotropic virus (HTLV) | and Il, and parvovirus B19 are in a similar range
(Schreiber 1996, Dodd 1994). Potential for infection with new and emerging pathogens such as West
Nile virus, severe acute respiratory syndrome, monkeypox, Trypanosoma cruzi, Plasmodium, Babesia,
dengue virus, and variant Creutzfeldt-Jacob disease remains a concern (Alter 2007, Pealer 2003).
Bacterial contamination of RBCs occurs in 1 in 500,000 transfusions (Sazama 1990) and is often due to
Yersinia enterocolitica (Halpin 1997 MMWR).

Hemolytic transfusion reactions are rare but potentially serious. Acute hemolytic reactions are
characterized by fever, chills, back pain, or shock. Delayed hemolyic reactions usually occur 2-14 days
after transfusion with unexplained fever and decrease in hemoglobin. (AABB/ABC/ARC Circular 2002)
Approximately 1 in 1,000 patients has clinical manifestations of delayed reaction to transfusions;
however, fatal acute hemolytic reactions occur in only 1 in 250,000 to 1 in 1 million transfusions, and are
usually due to clerical error (Linden 1992, Linden 2000, Forgie 1998).

Transfusion-related acute lung injury (TRALI) is similar to acute respiratory distress syndrome in
presentation and is the leading cause of transfusion-related mortality worldwide. TRALI occurs with an
estimated frequency of 1 in 5,000 RBC transfusions, though the true incidence is probably higher



Qrtho Biotech Comments ont CMS Proposed Desision Menw for ESAs (CAG-00383MN Page 32 0f 71

(Silliman 2005, Toy 2005, Boshkov 2005). Symptoms associated with TRALI can be sudden and
fulminant, and most commonly occur between 1-2 hours after the onset of transfusion, but may develop
within 30 minutes of transfusion. Almost all reactions occur within 6 hours from the start of a transfusion.
Treatment may involve fluid administration or mechanical ventilation (Looney 2004).

Other non-infectious complications of allogeneic blood transfusion include the following: (AABB/ABC/ARC
Circular 2002, Perotta 2001)

» febrile non-hemolytic reactions, characterized by fever following blood transfusion, which
may occur in 1% of transfusion episodes

¢ allergic reactions, usually occurring as urticaria, however may include wheezing or
edematous reactions

¢ anaphylactic reactions, characterized by severe shortness of breath, puimonary edema,
bronchospasm.

¢ post-transfusion purpura, characterized by dramatic decrease in platelet counts, typically
7-10 days after blood transfusion '

¢ circulatory overload leading to pulmonary edema with the elderly and those with chronic
anemia particularly at risk for this complication

e jron overload, a complication of repeated red blood cell transfusion with end-organ
damage to the heart, liver, and pancreas. Patients with chronic transfusions may be
considered for iron chelating agents.

+ metabolic disturbances (eg. citrate toxiticity with depression of ionized calcium)

o transfusion-associated graft-versus-host disease with immunocompromised patients
such as those with prior bone marrow transplant at risk

Despite recent advances to ensure the safety of transfused blood products, patients continue to express
concern about the risk of transfusion-related infections, dominated by ongoing fear of contracting HIV
(Lee 2006). In one survey, a third of participants expressed this concern (Moxey 2005). Utilizing risk
perception research to compare patient perceptions about blood transfusions relative to other hazards, it
was found that blood transfusions elicit intermediate ratings of dread and severity comparable to nuclear
reactors and pesticides (Lee 2006). Another discrete choice experiment identified several significant
predictors of choice for various anemia treatments, including greater level of relief of fatigue, lower risk for
infection or allergic reaction, and preference for treatment at the doctor’s office versus the hospital (Ossa
2007). All of these predictors indicate a likely patient preference for treatment with an ESA over biood

transfusion.
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Patients who are already myelosuppressed from chemotherapy and are feeling poorly are particularly
risk-adverse to possible allergic and febrile reactions to blood transfusion. A report by the American Red
Cross/American Association of Blood Bank stated:

“... Febrile reactions may accompany about 1% of transfusions; and they occur more frequently in
patients previously alloimmunized by transfusion...."( AABB/ABC/ARC Circular 2002)

Such complications can present management difficulties in cancer patients receiving chemotherapy as
differentiation of life-threatening febrile neutropénia and febrile blood transfusion reactions can be difficuit.
Such complications may be associated with greater diagnostic and therapeutic interventions, including
hospitalization.

The nation’s blood supply is a limited resource. In 2004, the marginal blood supply was only 6.1%
(allogeneic collection: 14.8 million units; transfusion: 13.9 million units) (Whitaker 2005). This situation is
further exacerbated by procedures used for qualifying fully screened units. in 2004, 240,000 units were
rejected after screening, leaving a margin of only 648,000 units (4.5% of the available supply) (Whitaker
2005). This limited surplus in the blood supply has led to periodic shortages. Based on the 2005
Nationwide Blood Collection and Utilization Survey Report, 8.5% of surveyed hospitals reported
postponement of elective surgeries on 1 or more days in 2004 because of blood inventory shortages
(mean 3.39 days a year; range: 1 to 39 days a year) (AABB 2004). Sixteen percent of hospitals reported
inability to meet their nonsurgical blood needs on at least 1 day (Whitaker 2005). Although demand is
fairly constant, the blood supply is actually highly variable throughout the year. This has led to transient
shortages during periods typically associated with low donation, e.g., holidays (AABB 2003).

Ortho Biotech performed a modeling simulation to estimate the impact that limiting the use of ESAs in
chemotherapy-induced anemia would have on the U.S. biood supply. The excess number of units that
would be required if treated patients were not treated with ESAs was contrasted with the available
marginal supply using 2004 data (the most recently available). Model inputs were drawn from the
published literature or expert opinion where evidence was lacking. Estimates were developed for a range
of scenarios and incorporated into appropriate sensitivity analyses.

The mode! predicts that up to a third of the marginal U.S. blood supply would be required to cover the
incremental demand for blood that would arise from a 25% decrease in the use of ESAs. Nearly two-
thirds of the marginal blood supply could be compromised with a 50% reduction of ESA use in patients
with chemotherapy-induced anemia. Recent Wall Street Analysts report that the CMS Proposed Decision
Memo on ESAs as written may decrease ESA sales from 25% to 70% (Porges 2007, Werber 2007, Ende
2007, Hopkins 2007). Such changes in ESA utilization are associated an incremental demand of
118,000-237,000 units of blood. (Data on file, Ortho Biotech #1, Excel model attached) This added
pressure on the blood supply could be even larger due to regional variation in the number of available
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units and the variable frequency of donation. The American Red Cross has reviewed the model and
welcomes CMS to inquire with them regarding the model and the blood supply impact. (Richard
Benjamin, MD, Chief Medical Officer American Red Cross, personal communication, 6/4/2007
[benjaminr@usa.redcross.org]).

7. Ortho Biotech Response to CMS Proposed Decision Memo on ESAs

71 CMS Proposed Non-Coverage of Conditions

e The CMS proposed decision memo lists certain conditions for which ESAs are not reasonable and
necessary. We do not object in principle to a determination that ESAs are not reasonable and
necessary for the following nine conditions:

e any anemia in cancer or cancer treatment patients due to folate deficiency, B-12 deficiency, iron
deficiency, hemolysis, bleeding, or bone marrow fibrosis

e the anemia of myeloid cancers

+ the anemia associated with the treatment of myeloid cancers or erythroid cancers

« the anemia of cancer not related to cancer treatment

e any anemia associated with primary radiotherapy

e prophylactic use to prevent chemotherapy-induced anemia

¢ prophylactic use to reduce tumor hypoxia

¢ patients with erythropoietin-type resistance due to neutralizing antibodies

* anemia due to cancer treatment if patients have uncontrolled hypertension

However, the final determination should clarify that “myeloid cancers” refers to acute myeloid
leukemia (AML) and chronic myeloid leukemia (CML) but not to myelodysplasia or multiple myeloma.
Additionally, coverage for the use of ESAs in several of these conditions may be reasonable and
necessary when such use is part of an evidence development program.

While Ortho Biotech can agree with some of what CMS has proposed based on our review of the
available evidence, we do not believe the evidence supports many of the restrictions that have been
proposed.

We disagree with the CMS interpretation of the evidence that ESAs are not reasonable and necessary
and support the ESA coverage for the following conditions:

+ Anemia of MDS

+ Patients with treatment regimens including anti-angiogenic drugs such as bevacizumab

(Avastin®)
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¢ Patients with treatment regimens including monoclonal/polycional antibodies directed against the
epidermal growth factor (EGF) receptor e.g., trastuzumab (Herceptin®), cetuximab (Erbitux®) and
panitumumab (Vectibux™)

e Patients with thrombotic episodes related to malignancy

7.2 CMS Proposed Decision Memo: Non-coverage for patients with myelodysplasia
(MDS)

OBl position: Epoetin alfa should be covered for MDS based on clinical trial results, Compendia
listings, and the recommendations by MDS/anemia treatment guidelines and American Society of
‘Hematology. Additionally, CMS has incorporated ESA use in MDS patients as a physician quality
measure under the Physician Voluntary Reporting Program (PVRP).

Myelodysplatic syndromes (MDS) are a group of bone marrow stem cell diseases characterized by
progressive bone marrow failure. The diseases are largely incurable with the exception of a bone marrow
transplant. Up to 85% of MDS patients develop anemia during the course of their disease and most
ultimately require red blood cell transfusions (Hellstrom-Lindberg 1997). Epoetin alfa (EPO) does not
have a [abel indication for the treatment of anemia with myelodysplatic syndromes (MDS); however, the
AHFS compendium describes the use of epoetin alfa in MDS patients (McEvoy 2007). Since 1998, the
USP DI/DrugPoints compendium has reviewed evidence in the peer-reviewed literature, and in addition to
the FDA-approved indications, DrugPoints currently lists PROCRIT as beneficial for use in anemia related
to MDS (USP DI has denoted as acceptance of use not established). The NCCN, MDS treatment
guidelines and ASH/ASCO anemia treatment guidelines also include the use of EPO in MDS patients
(NCCN MDS guidelines v.1.2007, Rizzo 2002). In the April 12, 2007 letter to CMS regarding ESAs, the
American Society of Hematology endorsed the coverage of ESA for patients with myelodysplasia (Silver
2007).

There are two randomized, double-blind, placebo-controlled clinical trials evaluating the role of EPO
monotherapy in MDS. (Stein 1991, Ferrini 1998) In the larger study, patients were randomized to receive
150 U/kg/day (N=37) or placebo (n=38) for 8 weeks. Overall response rates were 36.8% for the EPO arm
vs 10.8% on the placebo arm (p=0.007). (Ferrini 1998) Several open-label studies have evaluated the
role of EPO in MDS. (Aloe Spiriti 2005, Stasi 2004, Terpos 2002, Wallvik 2002, Stasi 1997, Rose 1995)
The newer, more recently conducted open label studies have shown that not only was EPO more
effective in treating the anemia of MDS, the incidence of pRBC transfusions was found to be lower
following EPO treatment in these patients. (Aloe Spiriti 2005, Terpos 2002) Moyo et al. (2006) reported a
meta-analysis of 20 studies and 890 patients, in which the cumulative erythroid response rate was 42%
overall and 58% for the more recent studies that used the International Working Group Criteria (IWG) for
response assessment, compared to 28% (p=0.02) for the older group of studies that used the alternative
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(non-IWG) research criteria. This meta-analysis confirms that response rates have improved over time as
a result of better classification systems and the adoption of uniform responsé assessment criteria (Moyo
20086).

Most (> 70%) MDS patients within lower risk categories do not die from leukemia transformation. Instead
they die from non-leukemic causes of death, which include cardiac conditions (50%), infections (30%),
liver failure (8%) and bleeding events (8%). With the exception of bleeding, these non-leukemic causes
of morbidity and mortality have been associated with iron overload following chronic transfusion in
thalassemia and other disease states. (Ladis 2005, Gordeuk 1994) The development of transfusion
dependence and iron overload in MDS has been associated with decreased survival. (Malcovati 2006,
Malcovati 2005)
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Figure 1. Survival of MDS patients according to the intensity of their
red cell transfusion reqguirement, calculated as the number of packed

red cell (PRC) units per month (U/4WK) (data obtalned from 426 Figure 5. Malcovatti et al Haematologica
patients dlagnosed with MDS according to WHQ criteria at the IRCCS . - ieai H
Policlinico San Matteo, Pavia, italy, between 1992 and 2004. The 2006: 91; 12 (Permission pending)

Detween-group comparison was performed by applying a Cox propor-
tional hazard regression model with tiime-dependent covariates).

Bone marrow transplant is the only curative option for MDS but even in this setting the presence of high
iron stores related to pre-transplant RBC transfusions may be associated with increased transplant
related mortality and lower overall survival. (Armand 2007)

Although epoetin alfa reduces transfusions in low risk MDS patients, there are no prospective data
showing improved survival with treatment. There are several retrospective studies suggesting that the
use of growth factors including epoetin alfa may be associated with improved survival in low risk MDS
patients, compared to historical controls (Golshayan 2007, Park 2006, Jadersten 2006, Musto 2006).

Because the natural history of MDS has been associated with a proportion of patients transforming to
acute leukemia, there is concern that the use of an erythropoietic agent would protect malignant cells and
enhance the development of leukemia. In MDS, there have been no clinical studies to date that have
been associated with increased leukemia transformation rates following the use of EPO. Data from
randomized studies have not shown an increase in AML transformation rates in EPO treated patients
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(Stein 1991, Thompson 2000, Nair 2006, Casadevall 2004, Miller 2004). In the Eastern Cooperative
Oncology Group (ECOG) randomized clinical trial, in which 109 patients were randomized to receive EPO
+/- G-CSF or transfusion support there was no difference in leukemia rates between the treatment arms
after 1 year of hematopoietic growth factor support (Miller 2004

Measure 68 of the physician quality research initiative (PQRI) will used by CMS to reward physicians for
the quality of care they provide. (Measure 68, 2007) This measure includes the provision for
documenting iron stores prior to initiating EPO therapy in pts 18 years or older with MDS.

“Myelodysplastic Syndrome(MDS): Documentation of Iron Stores in Patients Receiving
Erythropoietin Therapy
Percentage of patients aged 18 years and older with a diagnosis of MDS who are receiving
erythropoietin therapy with documentation of iron stores prior to initiating erythropoietin
therapy”

If this has been established as a quality measure for ESA treatment of MDS by CMS, then by inference

ESA use for MDS must be reasonable and necessary.

Additionally, during the May 10, 2007 FDA ODAC Dr Richard Pazdur, Director of the FDA's Office of
Oncology Drug Products commented on the differentiation of chemotherapy-induced anemia and anemia
of myelodysplasia.

“I think those are two opposite different things, and unfortunately, | do not want them (MDS
patients) to get swept away with this, and we will discuss with our colleagues in CMS to make
sure that does not occur.”

7.3 CMS proposed decision memo: Non-coverage for patients with treatment
regimens including anti-angiogenic drugs and antibodies against EGF receptor

OBI Position: The scientific evidence is insufficient to support a NCD. Coverage of ESA with
treatment regimens including anti-angiogenic drugs and antibodies against EGF receptor should
be allowed.

Rationale:

The theoretical concern that EPO will promote angiogenesis in humans is based on preclinical studies.
There is no scientific data in humans to support this coverage decision. An extensive literature search
failed to reveal clinical studies that suggested an adverse safety signal of ESA and anti-angiogenic drugs
or antibodies against the EGF receptor. One clinical trial that investigated concurrent use of
chemotherapy, epoetin alfa and an antibody to the EGR receptor did not report adverse safety outcomes
associated with the combination (Hurley 2006).

In all bevacizumab trials (current and completed) ESA use has never been contraindicated or

discouraged. There is no data demonstrating that combining ESAs with bevacizumab containing
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chemotherapy regimens results in increase in any toxicities or decreased of survival. A large
observational registry of Avastin (BRIGHT) does not contain any information about potential risk of
adverse events in patients receiving ESAs. This was not specifically collected or analyzed for ESA use
vs no use, but there is no signal, which would trigger such analysis (e.g. unexpected higher number of
deep vein thromboses or pulmonary emboli). (Genentech Medical Information, oral communication,
5/23/07).

Concurrent ESA administation is neither contraindicated nor discussed in the Warnings section of the
bevacizumab (Avastin) package insert. Recent published drug reviews of panitumomab (Vectibix) and
bevacizumab (Avastin) by authors from the FDA have not reported safety warnings regarding concurrent
use with ESAs (Giusti 2007, Cohen 2007).

7.4 CMS proposed decision memo: Noncoverage for patient’s thrombotic episodes
related to malignancy

OBl Position: Based on lack of contraindication or warnings in ESA labeling information, and no

demonstration that TVE risk is increased with EPO treatment, above and beyond the increased

risk noted in patients with a prior history of TVEs, the decision to use ESAs in this setting should

be left to treating physician after careful assessment of the benefits and risks.

Rationale:

Thrombotic vascular events are a recognized risk in patients with cancer, and that risk increases with use
of ESAs (Otten 2004, Khorana 2005). Certain anti-cancer therapies can also increase TVE risk (Bohlius
2006 JNC1). Johnson and Johnson Pharmaceutical Research and Development (J&JPRD) has
previously performed an analysis of TVEs in 10 double-blind, randomized, placebo-controlled studies of
epoetin alfa that focused on treatment of anemic cancer patients receiving chemotherapy, excluding
Study N93-004 [Grote 2005] and the BEST [Leyland-Jones 2005] study, as these studies included
treatment of non-anemic subjects. All studies were part of regulatory submissions made by J&JPRD. In
brief, the odds ratios for TVEs were variable in these 10 studies. The combined analysis of all 10 studies
yielded an odds ratio of 1.55 (95% CI: 0.96 to 2.50) suggesting a higher incidence of TVEs with epoetin
alfa treatment (FDA ODAC Briefing Information, May 2004). This increased risk is recognized in the
product labeling worldwide.

An independent, systematic review of 30 randomized, controlled studies evaluating 6,092 subjects with
cancer, assessed the relative risk of TVEs between subjects receiving epoetin alfa therapy and
placebo/no therapy (Seidenfeld 2008). The studies included in the analysis investigated a variety of
cancer types and concomitant anti-cancer therapies (including no anti-cancer therapy) and a variety of
entry and target hemoglobin levels. The overall risk of thrombo-embolic complications was increased by
69% in Epo treated subjects (relative risk = 1.69 [95% CI: 1.36 to 2.10]). Subgroup analyses of TVE
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relative risk by studies conducted according to “labeled” criteria with respect to dose and maximum Hb
stopping value as compared to those studies evaluating epoetin alfa treatment beyond correction of
anemia were performed. Treatment to target a hemoglobin of greater than 12 g/dL (studies beyond
correction of anemia) leads to greater TVE risk and is strongly warned against in prescribing information.
Although cancer patients with a prior history of TVEs are more likely to have subsequent TVEs, it is
unclear if concomitant erythropoietin therapy contributes to that risk. In a study by O’Connell et al.
(20086), the clinical correlates of cancer patients with unsuspected pulmonary emboli diagnosed by
computed tomography were compared to matched controls. Although prior history of TVE, fatigue, and
dyspnea were more common in patients with unsuspected pulmonary emboli than in controls, there was
no difference in erythropoietin use between the two groups (O'Connell 2006).

In the current National Comprehensive Cancer Network (NCCN) Clinical Practice Guidelines for treatment
of TVEs, it is recommended that patients with advanced cancer experiencing a TVE be maintained on
anticoagulation therapy for at least six months and indefinitely for patients with persistent risk factors or
active cancer (NCCN venous thromboembolism guidelines v.2.2006). Thus, most patients with a recent
cancer-associated TVE history will already be on anticoagulation therapy and in this setting there is no
evidence that concomitant erythropoietin treatment of chemotherapy-induced anemia as per the labeled
guidelines will further increase the TVE risk. Moreover, the alternative to ESAs for treatment of
chemotherapy-induced anemia, namely blood transfusions, in patients with thrombotic episodes related to
malignancy may result in worse outcomes in this setting. Accordingly we believe there is insufficient
evidence to conclude that ESA coverage for patients with thrombotic episodes related to malignancy is
not reasonable and necessary. The decision to use ESAs in patients with thrombotic episodes related to

“malignancy should be left to the treating physician after a careful assessment of the product’s risk/benefit
profile as per the labeled guidelines.

7.5 Erythropoietin Receptor

CMS has proposed limitations based on the erythropoietin receptor (EPO-R) to guide policy
decisions; however, the erythropoietin receptor lacks predictive use for use in cancer patients,
which is confirmed by FDA reviewers and Oncology Drug Advisory Committee Chair.

The draft CMS NCD suggests that ESAs should be limited for specific tumor types that express the EPO-
R. This proposal may be partially due to recent ESA clinical trials in breast and head and neck cancer
where an imbalance between treated and placebo arms were observed. Although this proposal warrants
further study, no data to date exists to discriminate/segregate specific tumor types unequivocally for
exclusion.

The EPO-R discovery and characterization was concomitant with the launch of the first ESA (Winkelman
1990). At that time, the EPO-R was thought to be a receptor restricted to erythropoietic precursors.
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Subsequently, the EPO-R has been reported on numerous cell types of non-hematopoietic origin
including endothelial and brain cells (Farrell and Lee, 2004). Moreover, its expression has been reported
on numerous tumor types/cells including bladder, breast, female reproductive tissue, gastrointestinal
tract, head and neck, kidney, liver, »Iung, melanoma, pancreatic, prostate, nervous system and thyroid
(Hardee 2006). The methodologies to ascertain expression are equally broad including reverse
transcriptase-polymerase chain reaction (RT-PCR), northern and western blotting and
immunohistochemistry. In summary, EPO-R expression is not limited to hematopoiesis as assessed by
numerous methodologies. On the other hand, although recent literature has purported a role of the EPO-
R in tumor progression, rigorous biochemical analysis of the receptor on tumors is lacking due to non-
specific EPO-R antibodies, inability to generate an EPO binding affinity due to low or absent cell surface
expression and weak to absent cell signaling.

Erythropoiesis is driven by ESAs binding to the EPO-R leading to the promotion and maturation of red
blood cell precursors (D’Andrea 1998). Biochemical analysis utilizing in vitro and in vivo systems has
shown that ESAs bind to erythroid precursors with an affinity of ~ 200 pM and exert a biological response
at extremely low levels, 12 pM (ECso), the level at which 50% of maximal stimulation is observed. When
similar analyses were performed on tumor cells, no detectable binding could be ascertained (LaMontagne
2006). Furthermore, no increase in proliferation was observed. When reviewing the conflicting data
reporting an effect of ESA on tumors, an amount of ESA far exceeding that necessary to drive
erythropoiesis or that utilized clinically showed minimal effect on signaling. In summary, no reports
describing an ECs, for an ESA on tumor proliferation have been reported.

As stated above the ability of ESAs to stimulate cell proliferation has been assessed by numerous
groups. Numerous investigations have reported that ESAs do not stimulate cell proliferation (Berdel
1991; Westphal 2002; Rosti 1993; Hardee 2005). This result has been confirmed by our internal studies.
On the other hand, others have reported that ESAs stimulate cell proliferation (Westenfelder 2000; Acs
2001; Yasuda 2003, Lai 2005). A potential explanation of these two opposing conclusions is that the data
to support that ESAs stimulate tumor cell proliferation are based on a minimal proliferative response at
supra-pharmacological concentrations (i.e., greater than 10 Units/mL). Secondly, the proliferative
response was not concentration-dependent. This is in contrast to hematopoietic cells, which reach
maximal proliferative response at approximately 0.06 Units/mL. Full agonist activities are observed at
0.12 U/mL (1ng/mL) in vitro. The progression of a cell to a malignant phenotype is associated with
dysregulated changes in gene expression and growth factor independent of cell growth. For this reason,
it is possible for ESAs to have no effect on proliferation even though the EPO-R is up regulated as the cell
progresses to a malignant state. An intact and competent signal transduction pathway is necessary to
confer ESA responsiveness upon binding to its receptor. In summary, the presence of the EPO-R on a
cell does not confer ESA responsiveness on all cell types.
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In the manuscript by Acs (2001), the authors propose that EPO may be detrimental to cancer due to
increased expression of the EPO-R on human breast tissue. Various experiments were performed to
demonstrate expression by immunohistochemical analysis and western blotting. Moreover, this result
was confirmed by use of breast cancer cells lines. Although this is a plausible hypothesis, the authors do
not provide unequivocal data to support their hypothesis. For example, the authors demonstrate the
presence of EPO-R on human breast cancer cells by western blot analysis; however, the antibody C20,
directed against the carboxyl terminal domain is used, negating the ability to assess cell surface
expression. Moreover, this antibody has been shown to lack specificity for the EPO-R, (Elliott 2006).
Furthermore, there are examples in the literature of hematopoietic and non-hematopoietic malignant cell
lines that possess EPO-R but do not proliferate in response to EPO, (Rosti 1993). In hematopoietic cells,
a large percentage of the EPO-R synthesized is sequestered to the endoplasmic reticulum and thus
never reaches the cell surface to bind EPO and commence a signal transduction pathway.

The authors state that EPO or an EPO mimetic peptide can elicit tyrosine phosphorylation, a hallimark of
EPO signaling, however, the data does not support that EPO elicits a signaling cascade through the
JAK/STAT pathway. For example, the EPO-R receptor is rapidly phosphorylated on cytoplasmic tyrosine
residues. As shown, a reactive band corresponding to the EPO-R is not tyrosine phosphorylated.
Secondly, no reactive band is observed at 95 kDa indicative of STAT phosphorylation. A second point is
a concentration of 250 Units/mL is used to demonstrate tyrosine phosphorylation. This concentration is
100 fold higher than would be seen in human serum where concentrations of 2-4 lU/mL are observed
after EPO administration (Cheung 1998). Also, UT-7 cells, a hematopoietic cell line possessing
endogenous EPO-R, demonstrate robust tyrosine phosphorylation after EPO administration at
concentrations below 10 Units/mL. Lastly, the authors show a cellular proliferation stimulation of 125 %
of control (no stimulation). This amount of stimulation is within the noise of a cell proliferation assay and
would suggest no effect. For reference, UT-7 cells demonstrate 300-500% of control at low EPO (ng/mL)
concentrations. In summary, this article does not adequately demonstrate the existence of EPO-R on
human breast cancer tissue or that the cell lines have an effect.

A follow-up manuscript from Acs (2002), describes the immunohistochemical expression of EPO and
EPO-R in breast carcinoma. The authors propose that EPO-R may play a role in breast carcinogenesis.
The authors state that the induction of autocrine and paracrine EPO signaling may represent a novel
mechanism by which hypoxia can promote breast carcinoma. A few points should be stated to address
this paper. Firstly, EPO-R is expressed in benign mammary epithelial cells with an increase in invasive
mammary carcinoma. This result is not surprising since breast cancer tumors are in general very hypoxic
and given that EPO and EPO-R are upregulated under hypoxic conditions, this phenomena is a normal
physiological process. Secondly, the authors did not find a correlation between EPO-R immunostaining
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and tumor size, tumor grade, presence of necrosis, lymphovascular invasion, lymph node status hormone
receptor status, or HER2/neu overexpression. No control cytokine and/or cytokine receptor was
evaluated in this study.. The analysis of VEGF/VEGFR and/or EGF/EGFR would be extremely interesting
since VEGF is regulated by hypoxia and is a pharmacological intervention currently studied for
therapeutic utility. Although these factors, i.e., EPO, VEGF and EGF share common features, they are
actually quite different. EPO signals through an associated tyrosine kinase, JAK2 while VEGF and EGF
signal through an intrinsic kinase in the receptor itself that is mutated and amplified in some cancers.

In another manuscript by Arcasoy (2002) evidence is presented to support a role of erythropoietin
receptors (EPO-R) in breast cancer. This is shown by demonstrating both EPO and EPOR expression in
cancerous tissue as compared to surrounding normal tissue. Moreover, a correlation of tumor hypoxia
and EPO/EPO-R expression is proposed. This was investigated since tissue hypoxia has been
associated with tumor progression coupled with the fact that hypoxia is the mechanism that governs EPO
expression. Although the authors can demonstrate that both hypoxia and EPO/EPOR expression are up
regulated in breast cancer tissue, a correlation of both occurring together in the same tissue section is not
established. The progression of normal tissue to a cancerous state results from dysregulated/aberrant
gene expression. For this reason, it is not surprising that EPO is up regulated during tumor progression.
Furthermore numerous genes have been shown to be up regulated including both epidermal and
fibroblast growth factors.

Additional experiments to understand the functional significance of EPO-R on breast cancer tissue were
performed by implanting rat adenocarcinoma cells into rats and observing if EPO-R antagonists have an
effect on tumor progression. Briefly, cells were implanted subcutaneously in the presence or absence of
test compound and maximal tumor depth was analyzed seven days post-implantation. The authors
demonstrate that soluble EPO receptor; anti-EPO antibody and a JAK kinase inhibitor can decrease
tumor depth in a dose dependent manner. This result suggests that the EPO signaling pathway is
involved in tumor progression. Although this result supports their hypothesis since attenuation of the
signal leads to decreased tumor depth, numerous parameters need to be tested. First, the experiment
was performed with one administration of test compound. The relevance to current clinical practice
whereby EPO is administered during the course of chemotherapy is unknown. Research has shown in
animal models that multiple administrations of EPO either has no effect (La Montagne 2008) or leads to
tumor regression. Lastly, EPO has been shown to increase survival in a murine multiple myeloma model
(Mittleman 2001).

Several groups have explored whether ESAs confer an anti-apoptotic effect or interfere with the
effectiveness of chemotherapeutic agents on tumor cells. Numerous studies have shown that ESAs
increase the expression of the anti-apoptotic genes, bclyand bcl2 in hematopoietic and neuronal cells. In
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the study by Batra et al. (2003), up-regulation of bcl, and bcl2 was demonstrated at EPO concentrations
greater than 30 Units/mL, a supra-pharmacological concentration; however, expression of these genes
was also observed in the absence of ESAs. Furthermore, this EPO concentration necessary to impact
gene expression is 1000-fold higher than EPO levels in the normal physiological range and 10-to 100-fold
higher than that seen after high-dose EPO administration in the clinical setting.

In the study by Gewirtz (2006) EPO failed to interfere with the antiproliferative and cytoxiceffects of
antitumor drugs. Both taxol and tamoxifen exhibit identical cytotoxicity on MCF-7 cells in the absence or
presence of 10 Units/mL EPO. MCF-7 cells, a human breast cancer cell line, have been previously
shown to express the EPO-R (Acs 2001). In addition to this in vitro result, several published studies have
reported that ESAs increase the chemo- and radio-sensitivity of tumors in normal and anemic animal
models (Silver 1999, Thews 2001; Stuben 2001).

To answer the question pertaining to exclusion of tumor types for ESA treatment, one must explore this
question with extreme diligence. For example, select tumor types must be obtained in high quality under
similar conditions. Secondly, tumors should be processed and evaluated with specific reagents that
detect the EPO-R with high confidence. Thirdly, all positive tumors should be further evaluated with a
bioassay to ascertain functionality. Both RT-PCR and IHC provide a qualitative not quantitative
assessment of EPO-R protein and function that may not reflect the actual situation in situ. In summary,
no comprehensive evaluation of tumors linking expression, binding and functionality exist to adequately
address ESA and tumor exclusivity presently.

Mechanisms other than epoetin-tumor cell interactions may explain the findings of less favorable
outcomes in investigational (non-FDA approved) ESA trials targeting higher hemoglobin levels. The CMS
proposed decision memo (p. 18-19) discussed the evidence of cancer-related changes in the coagulation
cascade and epoetin-associated alterations of coagulation, platelet function and blood viscosity. Tumor-
related coagulation changes have been reported by others (Khorana 2007). Such epoetin- and tumor-
related changes may synergize to cause microthrombi within or surrounding the tumor resulting in altered
blood flow and attenuation of chemotherapy or radiation anti-tumor effect. This hypothesis of epoetin-
induced vascular change as a mechanism for less favorable outcomes has recently been described in the
JNCI (Journal of the National Cancer Institute) (Tuma 2007)

Discordant findings of cell surface receptors and clinical outcomes have been reported with other
hematopoietic growth factors, specifically receptors that stimulate white blood cell maturation. Acute
myelogenous leukemia cells (a malignancy of white blood cells) are known to have cell surface receptors
for granulocyte colony stimulating factor (G-CSF) and granulocyte-macrophage colony stimulating factor
(GM-CSF) (Armitage 1998, Kawada 1998), yet two hematopoietic growth factors that act on these
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receptors—filgrastim (G-CSF, Neulasta®) and sargramostim (GM-CSF, Leukine®--are FDA approved to
reduce the time of neutrophil recovery in patients with acute myelogenous leukemia. (Neulasta® package
insert, Leukine package insert®) Both agents have been evaluated by regulatory agencies and found to
have beneficial rather than deleterious effects on patients with acute myelogenous leukemia despite
receptor interaction. Additionally, American Society of Clinical Oncology white blood cell growth factor
treatment guidelines recommend colony-stirhulating factors for patients with acute myelogenous
leukemia, particularly those over the age of 55. (Smith 2006)

Independent reviewers, including FDA reviewers, have also described the uncertainty of the present state
of the art regarding erythropoietin receptor science. Comments in the FDA briefing document developed
by FDA scientists for the May 2007 Oncology Drug Advisory Committee included the following:

“.... a direct relationship between the presence of erythropoietin receptors on tumor and tumor
proliferation in response to exogenous erythropoietin has not been established. In vitro and in
vivo data do not provide convincing evidence that erythropoietin promotes tumor growth and
proliferation...” (FDA-authored Briefing Document, May 2007)
Additionally, Dr Gail Eckhardt, Oncology Drug Advisory Committee Chair, recently commented on the
erythropoietin receptor:

“... Eckhardt said the CMS decision to base its actions on the hypothesis that response to EPQ is
regulated by EPOQ receptors is premature. “There is a huge amount of conflicting science on that
issue, so I don’t think that anybody can say definitively one way or the other, certainly not at
ODAC.”... (Goldberg 2007b)

8.0 CMS Proposed Limitations
The CMS proposed decision memo describes six potential coverage limitations with the CMS draft
limitations, and Ortho Biotech positions are described below.

8.1 Hemoglobin Level at ESA Initiation

CMS draft limitation: “the hemoglobin/hematocrit levels immediately prior to initiation of dosing for the
month should be <9 g/dl/27% in patients without known cardiovascular disease and <10 g/dl/30% in
patients with documented symptomatic ischemic disease that cannot be treated with blood transfusion
(The latter patients should be alerted to the increased potential for thrombosis and sequelae.) (We
suggest that patients, especially those in the latter category, be alerted to the increased potential for
thrombosis and sequelae.)”

OBI position: Coverage for Hb < 11 g/dL at ESA initiation, which is consistent with labeling
information, anemia treatment guidelines, and ESA clinical trial designs. Initiating ESA use ata
Hb < 9 g/dL will have a negative effect on patient quality of life and increase risk of transfusion.
Clinical trial and ESA registry analyses reported higher transfusion frequency in patients with
hemoglobin of <9 g/dL compared with Hb 9-11 g/dL at time of ESA initiation. Clinical data is
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lacking for ESA initiation based on the CMS proposed limitation. Published practice pattern
studies have reported hemoglobin levels consistent with NCCN anemia treatment guidelines. This
position is for the initiation of ESA dosing for the entire treatment course rather than for one
month at a time.

Rationale:

Quality of life (QoL)

If patients are initiated at a Hb < 9 g/dL, their QoL will be negatively impacted compared to initiating at a
Hb level of < 11 g/dL. Several publications have examined QoL differences at various Hb levels.
Crawford et al (2002) demonstrated that anemic patients undergoing chemotherapy experience the
greatest gain in quality of life with Hb improvements from 11 g/dL to 12 g/dL in association with ESA
administration. A much smaller incremental gain in QoL was observed with Hb improvements of 8.0 g/dL
to 9.0 g/dL or Hb improvements of 9.0 g/dL to 10.0 g/dL.

A separate randomized, open label trial of 359 evaluable patients receiving chemotherapy and
radiotherapy noted similar incremental gains in QoL. The greatest incremental gain in QoL associated
with a 1 g/dL rise in Hb occurred around Hb 12 g/dl (range 11-13 g/dL). There was an increase in LASA
Overall QOL score of 1.4 mm when Hb increased from a midpoint range of 8 to 10 g/dL. This is in
contrast to an increase of 13.5 mm points when Hb increased from 10 to 12 g/dl. (Shasha 2004)
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Straus et al (2008) conducted an open label multicenter trial examining early vs late epoetin alfa use in
patients with anemia associated with chemotherapy. The objective was to examine if there was any
differences in patient reported Qol. if epoetin alfa was initiated at Hb < 9.0 g/dL (late group) vs Hb > 10 - <
12 g/dL (early group). Patients initiated at Hb< 9.0 g/dL (late group) had significantly lower QoL scores
for total FACT-General, FACT-General physical and functional well-being subscales, total anemia scale,
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and fatigue subscale and daily activity, energy compared to patients initiated at higher Hb levels (ESA Hb
initiation 10-12 g/dL). The late group (ESA Hb initiation < 9.0 g/dL) also had more bed rest days and
restricted activity days. (Straus 2006)

Initiating ESA use at Hb < 9.0 g/dL will have a significant and detrimental impact on patient QoL. We
recommend initiating at a higher Hb levels in order to improve the quality of life benefit ESAs confer to
anemic chemotherapy induced cancer patients.

Labeling information

A baseline Hb level of < 9 g/dL for ESA initiation is inconsistent with pivotal trials that led to FDA approval
of ESAs in patients with chemotherapy-induced anemia. Both FDA-approved ESAs, each with two
approved dosing schedules, have been evaluated in randomized clinical trials following regulatory agency
discussions. In each case, baseline Hb at ESA initiation in pivotal trials has been 10.5-11.5 g/dL,
including FDA approval of one ESA regimen as recently as March 2006.

FDA-approved ESA regimen* Year of FDA Baseline Hb in FDA-approved registration
approval trial

Aranesp 500 mcg Q3W 2006 <11 g/dL

Aranesp 2.25 mcg/kg QW 2002 <11 g/dL

PROCRIT 40,000 U QW 2004 < 10.5 g/dL females, < 11.5 males

PROCRIT 150 U/kg TIW 1993 <10.5 g/dL

* PROCRIT Prescribing Information [3/07], Aranesp Prescribing Information [4/07}

Information regarding baseline Hb of pivotal trials has been included in the “Clinical Studies” section of
the Aranesp labeling information:

“ .. This study was conducted in anemic (Hgb < 11 g/dL) patients with advanced, small cell or non-
small cell lung cancer, who received a platinum-containing chemotherapy regimen. Patients were
randomized to receive Aranesp® 2.25 meg/kg (n = 156) or placebo (n = 158)...”

“ .. This study was conducted in anemic (Hgb < 11 g/dL) patients with non-myeloid malignancies
receiving multicycle chemotherapy. Patients were randomized to receive Aranesp® af 500 mcg
Q3W (n = 353) or 2.25 meg/kg (n = 352) administered weekly as a SC injection for up to 15
weeks...” (Aranesp Prescribing Information [4/07])

The National Comprehensive Cancer Network (NCCN) anemia treatment guidelines provide
recommendations regarding ESA initiation at a hemoglobin level of < 11 g/dL for cancer patients with
chemotherapy-induced anemia:

“Following the identification of anemia (defined for the purpose of considering intervention as
hemoglobin levels equal to or less than 11 g/dL) and the evaluation for anemia specific causes,
an initial risk assessment should be completed... The history should assess whether
accompanying symptoms are present, such as chest pain or dyspnea. Comorbidities such as
cardiac disease or underlying pulmonary disease must be considered...Observation or
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erythropoietic therapy should be considered for asymptomatic patients with risk factors for
developing anemia. The decision of whether to use epostin immediately or to wait until
hemoglobin levels fall closerto 10 g/dL should be determined by clinical circumstances. For
symptomatic patients, transfusion and/or erythropoietic therapy are recommended. If the patient's
hemogiobin level is between 10-11 g/dL, the panel recommends the consideration of
erythropoietic therapy with or without transfusion. If the patient's hemoglobin level is <10 g/dL, the
panel strongly recommends erythropoietic therapy...” (NCCN anemia treatment guidelines
v.3.2007)

Additionally, the American Society of Hematology/American Society of Clinical Oncology (ASH/ASCO)
published anemia treatment guidelines recommend ESA initiation at an Hb of 10-12 g/dL in certain clinical
conditions, such as the elderly.

“...The guideline panel found good evidence to recommend use of epoetin as a treatment option
for patients with chemotherapy-associated anemia with a hemoglobin level less than 10 g/dL. Use
of epoetin for patients with less severe anemia (hemoglobin < 12 g/dL but never below 10 g/dL)
should be determined by clinical circumstances... Examples of patients at this higher degree of
absolute risk, who may be considered reasonable candidates for this agent, based on clinical
Judgment, include but are not limited to elderly individuals with limited cardiopulmonary reserve or
patients with underlying coronary artery disease and symptomatic angina...” (Rizzo 2002)

Post hoc analyses of multiple controlled clinical trials reported a higher proportion of patients requiring
blood transfusions and higher blood utilization in patients treated with baseline hemoglobin <9 g/dL
compared with those initiated at hemoglobin of 9-11 g/dL. The placebo-controlled registration trial used to
support the FDA approval of PROCRIT (epoetin alfa) 40,000 Units QW was analyzed to investigate the
transfusion patterns of patients initiated at a hemoglobin level of < 9 g/dL v. 9-11 g/dL. A consistent
reduction of proportion of patients requiring transfusion was observed in both subgroups categorized by
baseline hemoglobin of hemoglobin 9-11 g/dL v < 9 g/dL in the epoetin alfa-treated group compared to
the placebo-treated group. (Data on file, Ortho Biotech #2). Moreover, 38% of patients required blood
transfusion when PROCRIT was initiated when Hb < 9 g/dL whereas only 22% required blood
transfusions when initiated with Hb 9-11 g/dL.

Registration trial of EPO 40,000 Unit QW
EPO EPO Placebo Placebo
Hb at ESA initiation
<9 g/dL 9-11 g/dL <9g/dL 9-11 g/dL
Patients requiring PRBC or whole blood 38% 22% 63% 31%
transfusion — Day 1 to end of study
Number of units transfused/transfused patient 3.3 28 4.1 3.9

Additionally, post hoc analyses of two controlled ESA clinical trials (clinical trial #1: Waltzman (2005);
clinical trial #2 Henry (2006)) also reported similar results: higher transfusion rates (50%) in patients
initiated at Hb < 9 compared with those initiated at Hb 9-11 g/dL (13-18%). (Data on file, Ortho Biotech
#3)
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Clinical trial #1
Hb at ESA initiation <9g/dL 9-11 g/dL
Patients requiring PRBC or whole blood transfusion — Day 1 to end of 50% 18%
study (95% ClI) (33, 67) (14, 22)
Mean number of units transfused/transfused patient (SD)' 4.6 (3.8) 2.9(1.8)
'P value of mean number of units transfused (ESA initiation < 9 g/dL vs 9-11 g/dL): 0.01

Clinical trial #2
Hb at ESA initiation <9 g/dL >9-11 g/dL
Patients requiring PRBC or whole biood transfusion — Day 1 to end of 50% 13%
study (95% Cl) (33, 67) (9,17)
Mean number of units transfused/transfused patient (SD)* 3.6 (1.5) 3.0(1.8)

?P value of mean number of units transfused (ESA initiation < 9 v 9-11): 0.30

Similarly observational data from an ongoing patient registry study ESA in U.S. oncology clinics reported
higher transfusion frequency in the patients initiated at Hb <9 g/dL compared to those initiated at Hb
levels 9-11 g/dL. (Data on file, Ortho Biotech #4)

ESA registry data
Hb at ESA initiation < 9 g/dL (n=25) 9-11 g/dL (n=145)
Patients requiring PRBC or whole blood
46% (32.9%, 59.7%) 18% (15.9%, 21.1%)
transfusion — Day 1 to end of study (SD)
Mean number of units transfused/transfused 3.2 (2.38) 3.2(2.18)*
patient (mean SD) 95% CL 2.22, 4.18 95% ClI: 2.83, 3.52

*p=0.96

Similar findings have been reported in analyses comparing patients initiated at a Hb < 10 g/dL compared
with those with ESA initiation of 10-11 g/dL. In clinical trials and observation studies, data have reported
a higher proportion of patients requiring blocd transfusion in the Hb < 10 g/dL v Hb 10-11 g/dL.

Proportion of patients transfused
Hb at ESA initiation

Type of study <10 g/dL 10-11 g/dl
Vansteenkiste (2004) Clinical trial 31% 15%
Boccia (2006) Clinical trial 28% 12%
Szczudlo (2007) Clinical trial 36% 9%
Szczudlo (2007) Clinical trial 29% . 3%
Wang (2007) Observational 31% 13%




Ot Giotach Lomments on OMS Propesed Decision Memo for ESAs (CAG-00385N Page 49 of 71

A recent meta-analysis of all randomized controlled studies comparing ESA versus transfusion alone for
prophylaxis or treatment of anemia in cancer patients (42 studies with 6,510 subjects) demonstrated that
patients treated with epoetin alfa or darbepoetin aifa had a 36% lower risk of transfusion than control
subjects (relative risk=0.64 [95% CI: 0.60 to 0.68)]) (Bohlius 2006 Cochrane Database). The publication
also presented relative risk for transfusion categorized by baseline hemoglobin. As shown in the table
below, the relative risk for patients initiated at Hb < 10 g/dL was higher (0.70) than for patients initiated at
a hemoglobin of 10-12 g/dL, indicating the greater benefit for transfusion reduction is observed in patients
with ESA initiation at 10-12 g/dL (0.46).

Baseline Hb at ESA initiation Relative risk for transfusion (95% Cl)

Hemoglobin < 10 g/dL 0.70 (0.65, 0.7)

Hemoglobin 10-12 g/dL 0.46 (0.40, 0.53)

ESA clinical trials evaluating anemia management have used baseline hemoglobin levels of < 11 g/dL to
investigate ESA use in the oncology population receiving chemotherapy.

Clinical trial publication Baseline hemoglobin
Demetri (1998) <11 g/di

Gabrilove (2001) <11 g/d!
Vansteenkiste (2002) <11 g/l
Vadhan-Raj (2003) <11 g/dl

Shasha (2003) <11 g/dl
Schwartzberg (2004) <11g/dl

Waltzman (2005) <11 g/dl

Glaspy (2006) <11 g/l

Boccia (2006) <11 g/dl

Henry (2006) <11 g/l

Steensma (2006) < 12 g/dL males; < 11 g/dL females
Canon (2006) <11 g/di

Witzig (2005) < 10.5 g/dL females, < 11.5 males
Abels (1993) <10.5 g/dL

Justice (2005) <11 g/dl

Glaspy (2005) >9&<11g/dL

Hesketh (2004) <11 g/l

Glaspy (2003) <11 g/l

Multiple ESA practice pattern studies have reported that hemoglobin levels prior to ESA initiation. In each
study, the team of health care professionals made the decision for ESA initiation caring for the individual
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patient. Mean baseline hemoglobin levels from three studies are consistent with NCCN treatment

guidelines (mean Hb at ESA initiation < 11 g/dL).

Mean hemoglobin at ESA initiation (SD)

N EPO DARB
Chen (2006) 861 10.4 (0.9) 10.5 (1.0)
Mark (2005) 1005 9.78 (0.86) 9.94 (0.82)
Schwartzberg (2003) 1391 10.2 (1.1) 10.3(1.2)

As currently written, this limitation is unclear in the meaning of “dosing for the month should be...” If this

infers that for each new month a patients Hb must be less than 9 g/dl to receive coverage, it would result

in disjointed and irregular Hb levels as well as increased transfusions. lt is important to note that it after

ESAs are administered it takes 3-4 weeks to see a Hb effect. For example, a hypothetical case of

adjusting each month to align with Hb < 9.0 g/dL is as follows:

Date Hb Level (g/dL) | Treatment received

July 1 8.9 Patient receives one dose of ESA

July 8 8.0 Patient receives a transfusion + 1 dose ESA
July 15 8.8 Patient receives one dose of ESA
July 22 9.2 Patient receives one dose of ESA
July 29 9.9 Patient receives one dose of ESA

Aug 5 10.1 No ESA given since it is a new month and Hb > 9 g/d|
Aug 14 9.7 No ESA given since it is a new month and Hb > 9 g/dl
Aug 21 9.3 No ESA given since it is a new month and Hb > g g/d|
Aug 29 8.8 Patient receives one dose of ESA

Sept 5 8.5 Patient receives one dose of ESA
Sept 12 8.0 Patient receives a transfusion + 1 dose ESA

We do not recommend dividing ESA dosing into monthly intervals where certain parameters must be
obtained on a monthly basis in order to receive coverage. We propose CMS stipulate that for each
contiguous treatment course of ESAs, the Hb levels prior to initiation of ESA dosing should be less than

11 g/dL.

At the May 2007 ODAC meeting there was discussion surrounding Hb initiation, but the committee
suggested no specific Hb initiation level. It is important to note that the ESA prescribing information does
not provide guidance on Hb initiation for patients with chemotherapy-induced anemia.
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8.2 Limited Annual Treatment Duration

CMS draft limitation: the maximum covered treatment duration is 12 weeks/year

OBI Position: No annual treatment duration restriction; consider limitation of ESA administration
to 3 months following completion of chemotherapy regimen

Rationale:

An arbitrary annual limit of ESA administration to 12 weeks is without merit in that most chemotherapy
regimens exceed treatment duration of 18 weeks. As anemia is a frequent complication of many
regimens (Groopman 1999), the duration and intensity of ESA support will depend on individual patient
age, co-morbidities, underlying malignancy, and previous cancer-related treatments. Additionally, the 12-
week annual limit in the draft NCD severely restricts ESA use in patients with refractory or relapsed
malignancies that may require multiple chemotherapy regimens within a given year. Patients
experiencing a clinical benefit to ESA could lose such benefits imposed by the treatment duration limits
described in the draft NCD.

The chart below highlights the treatment duration of a variety of chemotherapy regimens. Many patients
treated with relapsed or refractory disease may experience multiple chemotherapy regimens, and
therefore, have a much longer chemotherapy treatment duration that described with various treatment

regimens.
: Chemotherapy-related
Tumor type Chemotherapy regimen .
treatment duration
Non-Hodgkin’s lymphoma (Feugier 2005) R-CHOP 24 weeks
Hodgkin’s lymphoma (NCCN Hodgkin :
ABVD 16-32 weeks
disease/lymphoma v.1.2007)
Colon cancer (NCCN colon cancer v.2.2007) S5FU-leucovorin 32 weeks
Breast cancer (NCCN breast cancer v.2.2007) CAF 24 weeks
Breast cancer (NCCN breast cancer v.2.2007) AC followed by paclitaxel 24 weeks
Lung cancer (Ihde 1994) cisplatin-etoposide 24 weeks

Medical claims analyses from two large U.S. managed care databases foundvthat the mean duration of
ESA administration was 105-119 days in the age > 65 population receiving concurrent chemotherapy and
ESA. Additionally, 44-52% of patients received an ESA for more than 12 weeks. This indicates that
approximately 50% of the age > 65 population would have ESA agents terminated prematurely based
treatment duration limits of 12 weeks as described in the draft CMS NCD. (Data on file, Ortho Biotech #4)

ESA treatment duration for age > 65 population receiving concurrent chemotherapy
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. §i] i < . v
Mean (SD) -Median (257-75 % of patients with ESA treatment duration
percentile) > 12 weeks
Database 1 105 (100) 71 (29-148) 44%
Database 2 118 (109) 86 (29-170) 52%

CMS inquired about ESA treatment duration in patients initiated late in the chemotherapy treatment
regimen. Discussions with CMS at the June 6, 2007 meeting, mentioned ESA administration late in the
cycle; however, to clarify chemotherapy cycle is typically administered every 3-4 weeks with most
chemotherapy treatment regimens given as a series of 4-8 cycles. For patients that experience anemia
(baseline Hb < 11 g/dL) during the latter part of the chemotherapy regimen (eg. month six), ESA coverage
should be supported, thus allowing physicians to decide on ESA intervention based on the individual
patient’s condition. Implementation of policy to hold ESA dosing for Hb > 12 g/dL, consistent with labeling
information, will lead to a self-limited ESA treatment duration in such patients.

8.3 Dose Limitation

CMS draft limitation: the maximum covered 4 week treatment dose is 126,000 units for erythropoietin and
630 g for darbepoietin

OBI Position: A maximum covered 4 week treatment dose should not be considered due to
patient and chemotherapy treatment heterogeneity. Furthermore, such proposals position a
financial disincentive for the use of one product over the other. A more evidence-based approach
could focus on the appropriate ESA use based on patient-specific outcomes limiting coverage
(Initiation of ESA at Hb < 11 g/dL with non-coverage for Hb > 12 g/dL). Such recommendations are
supported by FDA-approved labeling information and recent clinical trials.

Rationale:
Dosing limitations described in the draft CMS NCD preclude epoetin alfa administration consistent with
FDA-approved dosing. FDA approved epoetin alfa labeling information defines initial dosing and dosing
based on initial response as follows:

PROCRIT (epoetin alfa)

“Starting Dose: Adults 40,000 Units SC..Increase Dose if: response is not satisfactory (no
increase in hemoglobin by 2 1g/dL after 4 weeks of therapy, in the absence of a RBC transfusion)
to achieve and maintain the lowest hemoglobin level sufficient to avoid the need for RBC
transfusion and not to exceed 12 g/dL: Adults: 60,000 Units SC Week”

“Starting Dose: Adults 150 Units/kg SC TIW..Increase Dose to 300 Units/kg TIW if: response is
not satisfactory (no reduction in transfusion requirements or rise in hemoglobin) after 8 weeks to
achieve and maintain the lowest hemoglobin level sufficient to avoid the need for RBC transfusion
and not to exceed 12 g/dL” (PROCRIT Prescribing Information [3/07])
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Anemia treatment guidelines developed by the NCCN and ASH/ASCO have also incorporated FDA-
approved dosing that included potential dose escalation based on initial response. The draft NCD
limitation would not allow for dosing in accordance with anemia treatment guidelines.

Clinical studies have described a mean weight of approximating 70 kg in patients receiving ESA however
the standard deviation is wide [Weight, kg (SD): Study 1: 69.3 (13.7) (Canon 2006); Study 2: 74 (18)
(Mark 2005); Study 3: 75.6 (19.2) (Chen 2006)] demonstrating patient heterogeneity with respect to
weight. These findings highlight patient variability with regard to weight and potential dosing implications.
For example, a 100-kg patient would require a four week epoetin alfa dose of 360,000 Units? should dose
escalation be required.

The proposed dosing limitations have tremendous implications for patients; as such limitations may cause
interruption of ESA treatment. Two data base analyses of medical claims showed 4-week cumulative
ESA dosing which exceeds the proposed limitations (EPO: 126,000 Units/4 weeks: DARB 630 mcg/4
weeks) in 28-29% of patients over age 65 receiving concurrent ESA and chemotherapy (Data on file,
Ortho Biotech #5, #68). These data suggest that a proportion of Medicare beneficiaries would have ESA
treatment interrupted if the proposed dose maximums were adopted, denying Medicare beneficiaries the
benefits of avoiding transfusion and better quality of life. In particular, patients with higher BMIs or those
who receive particularly myelosuppressive chemotherapy will be unnecessarily discriminated against.
Maximum dose limits also ignore patient heterogeneity in response, which may be a function of their
inherent physiology and not something that patients have any control over.

Additionally, the proposed dosing limitations could result in shifting usage to the ESA whose dose
maximum accommodates the most patients. An unintended consequence is that this could force the
selection of the ESA with the highest cost, without any corresponding additional benefit. For instance, the
4-week dose maximums proposed in the NCD would result in a payment limit for Aranesp, which is 66%
higher than the payment limit for PROCRIT. This would put CMS in the position of picking winners and
losers in a therapeutic category, limiting choice, paying more than it would otherwise, and increasing
beneficiary co-pays.

Based on 2™ quarter Average Sales Price (ASP) the following price premium is calculated for ARANESP:

Dose Cost based on ASP ARANESP Price Premium
PROCRIT ' 1,190.95
126,000 Units $ 66%
ARANESP 630 mcg $1,980.09

NOTE: 2" Qtr ASP: PROCRIT -$9.452/1,000 Units; ARANESP - $3.‘143/mcg
Source: CMS. http://mww cms.hhs.gov/McrPartBDrugAvgSalesPrice/ Accessed June 5, 2007

2100 kg patient x 300 U/kg TIW (FDA-approved epoetin alfa dose with dose escalation) = 30,000 Units TIW (90,000 Units/week) or
360,000 Units/4 week period
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We also believe that ESAs should remain a covered treatment for beneficiaries with MDS, and since
patients with MDS require doses well beyond those needed by patients with chemotherapy-induced
anemia, maximum doses for the latter would impede effective doses in the former.

The only way to avoid the arbitrary advantaging of one product over another is to not set maximum dose
limits on either product. ESA dose can and will be appropriately and effectively constrained through
implementation of an ESA initiation hemoglobin of < 11 g/dL and holding ESA dosing at Hb > 12 g/dL,
obviating the need for separate maximum dose limits which interfere with patient care.

8.4 Limitation Based on Poor Drug Response

CMS proposed limitation: “continued use of the drug is not reasonable and necessary if there is evidence
of poor drug response (hemoglobin/hematocrit rise < 1 g/dl/< 3%) after 4 weeks of treatment”

OBI Position: ESA administration should not be limited based on poor drug response at 4 weeks.
Patients with poor hemoglobin response (hemoglobin/hematocrit rise <1 g/dL/3% over baseline)
should be discontinued after 8 weeks following ESA initiation.

Rationale

We agree that coverage for ESA administration in patients with documented non-response should be
limited; however, restrictions based on poor initial drug response (< 1 g/dL Hb rise after 4 weeks of ESA
treatment) as proposed in the draft NCD does not allow for ESA dosing as described in FDA-approved
labeling information, anemia treatment guidelines, and clinical trial evidence. Such limitations preclude
patient benefits of hemoglobin response and transfusion reduction in those patients that do not achieve
an initial response however respond with subsequent ESA dose escalation, as described in labeling
information.

The actual ESA treatment duration in assessing an individual patient response may vary depending on
the selected dosing schedules. FDA approved PROCRIT (epoetin alfa) labeling information defines
dosing for patients with inadequate initial response as follows:

PROCRIT (epoetin aifa)

“Starting Dose: Adults 40,000 Units SC...Increase Dose if: response is not satisfactory (no
increase in hemoglobin by = 1g/dL after 4 weeks of therapy, in the absence of a RBC transfusion)
to achieve and maintain the lowest hemogiobin leve! sufficient to avoid the need for RBC
transfusion and not to exceed 12 g/dL: Adults: 60,000 Units SC Week”

“Starting Dose: Aduits 150 Units/kg SC TIW...Increase Dose to 300 Units/kg TIW if: response is
not satisfactory (no reduction in transfusion requirements or rise in hemoglobin) after 8 weeks to
achieve and maintain the lowest hemoglobin level sufficient to avoid the need for RBC transfusion
and not to exceed 12 g/dl.” (PROCRIT Prescribing Information [3/07])
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Based on FDA-approved labeling, patients treated with the weekly PROCRIT (epoetin alfa) dosing
schedule are initiated at 40,000 Units weekly and then dose escalated, if initial poor response, to 60,000
Units weekly at week four. In those patients with continued poor response (hemoglobin improvement < 1
g/dL over baseline) following four weeks of 60,000 Units weekly, PROCRIT (epoetin aifa) should be
discontinued, which allows an 8 week PROCRIT treatment duration in assessing the individual patient

response.

For patients treated with the TIW PROCRIT (epoetin alfa) dosing schedule are initiated at 150 U/kg
weekly and then dose escalated, if initial poor response, to 300 U/kg TIW at week eight. In those patients
with continued poor response (hemogiobin improvement < 1 g/dL over baseline) following four weeks of
300 U/kg TIW, PROCRIT (epoetin alfa) should be discontinued, which allows an 12 week PROCRIT
treatment duration in assessing the individual patient response.

Anemia treatment guidelines have also commented on the ESA treatment duration for patients with pcor
response. The NCCN anemia treatment guidelines recommend ESA dose escalation if lack of initial
response and continuation of therapy based on individual patient response.

“An initial response assessment distinguishes patients with a response (Hb increase by 1 g/dL)
from those with no response to erythropoietic therapy. In patients with a response, erythropoietin
should be continued to maintain an optimal hemoglobin (12 g/dL). Assessment of patients with no
response to therapy should be performed at 4 weeks for epoetin alfa and 6 weeks for
darbepoetin. If no response is detected, a dose increase of the erythropoietic agent is
recommended with or without iron supplementation as indicated. If the hemoglobin level
increases by 1 g/dL at 8-12 weeks of erythropoietic therapy then a dosage titration should be
performed to maintain an optimal hemoglobin level at 12 g/dL.. Erythropoietic therapy should be
discontinued and transfusion initiated as indicated if there is no hemogiobin response at 8-12
weeks of therapy...” (NCCN anemia treatment guidelines v.3.2007)

ASH/ASCO guidelines recommend appropriate dose escalation prior to considering a patient as a non-

responder

* ..Continuing epoetin treatment beyond 6 to 8 weeks in the absence of response (eg, < 1to 2
@/dL rise in hemoglobin), assuming appropriate dose increase has been attempted in
nonresponders, does not appear to be beneficial...” (Rizzo 2002)

Clinical trial evidence has reported continued patient benefits when dosed with potential dose escalation
based on initial response. Waltzman (2005) reported that 29% of epoetin alfa-treated patients and 35%
of darbepoetin alfa-treated patients without a 1 g/dL Hb rise at week 4 went on to have at least a 1 g/dL
Hb rise by end of study. Henry (2006) reported 35% of patients that did not achieve a Hb response (> 1
g/dL) within the first four weeks, achieved a Hb response during the course of study. Patterns of
decreased transfusion use throughout the clinical trial duration have been observed in multiple ESA
clinical trials (Duh 2005, Demetri 1998, Gabrilove 2001, Shasha 2003). This demonstrates that a
significant proportion of patients have continued benefits throughout ESA treatment.
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8.5 Limitation Based on Fluid Retention

CMS draft limitation: “continued administration of the drug is not reasonable and necessary if there is an
increase in fluid retention or weight (5 kg) after 2 weeks of treatment”

OBl position: Scientific evidence is insufficient to support a NCD on ESA administration and fluid
retention in cancer patients at this time.

Rationale:

Fluid retention or weight (5 kg) gain after 2 weeks of treatment is not a contraindication for use of
PROCRIT (epoetin alfa) according to the FDA approved prescribing information. Also, warnings are not
described in the prescribing information for fluid retention or weight gain (5 kg) after 2 weeks of treatment.
The studies listed in the proposed NCD for ESAs citing fluid retention all involve chronic kidney disease
patients receiving dialysis. (Maschio 1995, Roger 1993, Winearls 1986) The articles focus on
hypertension and platelet reactivity and not fluid retention or weight gain. Chronic kidney disease patients
receiving dialysis are a distinctly different population than anemic oncology patients receiving
chemotherapy. Uremic patients undergoing dialysis are at an increase risk of pulmonary edema, and
several factors unique to this population, such as the inability to excrete a fluid load or to adjust to
increased intravascular volume by increased urine output. These unique factors are attributed to a higher
incidence of weight gain. Extrapolating data from a dialysis population and inferring similar results in
oncology patients is not scientifically sound.

To date, there are no data in the published literature linking an increase in fluid retention in anemic
patients receiving chemotherapy to poor outcomes. An updated COCHRANE meta-analysis by Bohlius
et al. (2006) showed an increase risk of hypertension that was not statistically significant in oncology
patients receiving epoetin alfa or darbepoetin alfa. The authors concluded that there was insufficient
evidence to judge whether ESAs increases the risk of hypertension in this population.

8.6 Limitation Based on Rapid Hemoglobin Rise

CMS draft limitation: “continued administration of the drug is not reasonable and necessary if there is a
rapid rise in hemoglobin/hematocrit > 1 g/dL/>3% after 2 weeks of treatment”

OBl position: Although this is an appropriate safety signal, the ESA dose should be reduced by
25%, not discontinued, as per the prescribing information.

Rationale:
The prescribing information for PROCRIT (epoetin alfa) lists specific recommendations for managing
patients who experience a rapid rise in hemoglobin. The recommendation is:
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Reduce dose by 25% when Hgb approaches 12 g/dL or increases > 1 g/dL in any 2 weeks
(PROCRIT Prescribing Information {3/07])
Similar information is described in the Aranesp (darbepoetin alfa) labeling information:
“If the hemoglobin increases by more than 1.0 g/dL in a 2-week period, the dose should be
decreased by approximately 25%.” (Aranesp Prescribing Information [4/07])
The prescribing information does not recommend discontinuing use in the event of a rapid rise as
proposed in the CMS NCD. Reducing the dose by 25% is also in accordance with the recently updated
NCCN guidelines (NCCN anemia treatment guidelines v.3.2007).

9. Coverage with Evidence Development

In its proposal on ESAs, CMS expressed interest in comments on whether coverage for ESAs for
“Medicare beneficiaries with cancer” should occur only within appropriately designed clinical research
studies where informed consent and safety monitoring can be assured. It is unclear from this language
whether CMS means to refer to patients with anemia of cancer not related to cancer treatment, or to
patients undergoing treatment for cancer who experience chemotherapy-induced anemia. Both patient
groups can be described as beneficiaries “with cancer”. »

Requiring beneficiary participation in clinical research studies in order to receive Medicare coverage
appears to be Coverage with Study Participation (CSP), one of the two options outlined in recent CMS
guidance on Coverage with Evidence Development (CED), a type of national coverage determination
(NCD) that includes capture and reporting of data as a condition for payment.

If by "Medicare beneficiaries with cancer" CMS means those patients suffering from anemia of cancer not
related to treatment, then Ortho Biotech may have interest in CSP under Coverage with Evidence
Development. That interest will, however, depend on the details of any proposed study design and its
execution.

Alternatively, if by “Medicare beneficiaries with cancer” CMS is referring to cancer patients with
chemotherapy-induced anemia, then applying Coverage with Study Participation is clearly unacceptable
given the body of evidence demonstrating that ESAs are reasonable and necessary for the treatment of
CIA. Such an action suggests that the current level of evidence is inadequate and, in the past, would
have prompted a non-coverage decision. This is an extreme, overreaching and unprecedented
interpretation of the current body of evidence, one that is simply without merit or broad-based support
from a wide range of interested parties, including health care practitioners, patients and the organizations
that represent them, caregivers, manufacturers, researchers, and commercial insurers. While CMS is
asserts that it does not make coverage determinations based on costs or cost-effectiveness, Coverage
with Study Participation in CIA would lend substantial credibility to the increasingly popular belief that
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CMS is advocating unsupportable coverage restrictions on ESAs due primarily to budgetary
considerations.

10. Conclusion

While Ortho Biotech agrees with several of the proposed coverage changes, we also believe that many of
the proposed coverage changes:
+ Are not fully supported by a proper interpretation of available scientific and clinical evidence,
which is inconclusive
¢ Do not consider the substantial heterogeneity inherent in oncology patients and their treatments
e Are contrary, in many instances, to current prescribing information and independent national
treatment guidelines _
* Expose beneficiaries to known and unknown risks of blood transfusions while putting unbearable
pressure on the aiready limited national blood supply and transfusion services

+ Unduly restrict coverage and access to ESAs, which could harm Medicare beneficiaries
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TENNESSEE ONCOLOGY PRACTICE SOCIETY

June 7, 2007

Steve Phurrough, MD, MPA

Director, Coverage and Analysis Group
Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mailstop: C1-13-18

7500 Security Blvd.

Baltimore, MD 21244

Re: Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for Non-
Renal Disease Indications (CAG-00383N).

Dear Dr. Phurrough:

As President of the Tennessee Oncology Practice Association, I represent over 100
practicing oncologists and their groups in the state of Tennessee. | am writing on
behalf of them, and more importantly on behalf of the patients for whom we care,
regarding the Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs)
for the Non-Renal Disease Indications (CAG-00383N).

We have followed with great interest the recent publications suggesting a possible
safety signal for the ESA class. Our evaluation shows that of the studies published in
the 7 publications (5 in oncology patients) with safety concerns, ESAs were used in a
method that is outside the norm for how these agents are used in the community
oncology setting. These studies either investigated the use of ESAs with a high
hemoglobin target or investigated the use in patients with cancer not undergoing
chemotherapy and near the end of life, neither of which is a standard practice in
community oncology. The standard of care in the community is to follow accepted
national clinical guidelines such as those published by ASCO and NCCN.

Upon review of the significant literature, we are unable to find any suggestion of a
safety signal when these agents are used while following these accepted clinical
guidelines. There is actually a large literature, including pooled analysis, that would
strongly suggest that these agents are indeed safe when used according to widely
accepted guidelines. In view of these data, it seems less than reasonable to extrapolate
a safety signal seen in an experimental setting that does not apply to current clinical
practice. Our assessment shows that the limitations listed in the proposed NCD are
not supported by the available science.
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In addition, there are aspects of the proposed NCD that appear completely
arbitrary. There is no literature to support limiting initiation of ESA to hemoglobin
of 9, but there is literature that shows the risk of requiring a transfusion goes up the
lower the initiation hemoglobin, with an initiation level of 11 appearing to be
optimal. Likewise, there are no data to support an arbitrary 12-week limit to
therapy. Review of the 7 publications showing a safety signal does not reveal a
relationship between length of exposure to ESA and safety, so we are unable to
find a scientific explanation for these recommendations. ESA therapy has been
recognized as a standard of care for myelodysplastic syndrome (MDS) by national
guidelines (ASCO, ASH, and NCCN) for years. We were unable to identify any
safety concerns in any of the MDS literature. It is not clear to us what justification
one would propose to change the standard of care for this disease.

As practicing oncologists, we have all experienced a significant improvement in the
quality of life for our cancer patients since the advent of ESAs. Anyone who
would deny that their is significant improvement in the quality of life of a patient
who has an improvement in there baseline hemoglobin from 10 or 11 to 12 has
certainly not cared for patients in the oncology setting. These agents make a
significant impact on our patients’ lives, and we feel that limiting our patients’
access to these life-improving agents would be tragic. As oncologists, we spend
our entire careers making risk benefit decisions. Based upon our review of the
literature and our greater than 10 years of experience, we feel the benefits greatly
outweigh the risks to ESA use for the majority of our patients with anemia. To
suggest that CMS is better positioned to judge this risk benefit decision is
objectionable to our medical professionals.

We ask that your final NCD be based upon the available scientific evidence and
allow us to continue to follow our evidence-based national treatment guidelines.

Sincerely,

;w,f{g P

Patrick B. Murphy, MD
President
Tennessee Oncology Practice Society



Piddy C. Liynch, MD., S.C

867 W. Harper Avenue
Decatur, lllinois 62526

Telephone (217) 454-1414
June 4, 2007

Ms. Maria Ciccanti, RN

Lead Analyst

Centers for Medicare and Medicaid Services
7500 Security Boulevard

Baltimore, MD 21244

Dear Ms. Ciccanti:

It has come to my attention that CMS may not continue to cover the administration of
erythropoiesis stimulating agents (ESA’s) for non-renal disease. | believe that to
discontinue this coverage for patients with MDS would be a serious mistake and would
ultimately result in the death of patients whose anemia is being controlled by the
administration of ESA’s.

Sincerely,

- @é@/ I 0
T:’hiI/ipC. ch, M.D. <

pcl-200706june04-mciccanti.doc
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Steve Phurrough, MD, MPA

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mailstop: C1-09-06

7500 Security Boulevard

Baltimore, MD 21244

RE: Proposed Coverage Decision Memorandum for the Use of Erythropoiesis
Stimulating Agents in Cancer and Related Neoplastic Conditions (CAG-00383N)

Dear Dr. Phurrough:

| am Preston H. Dalglish, Jr. M.D., a Medical Oncologist practicing in Maine.. |
currently see approximately 230 new patients with cancer each year.
Additionally | see many patients with anemias of a variety of types. Many of
these patients are currently treated with Erythropoiesis Stimulating Agents
(ESAs). 1 have been in practice for ( ---) years, and have personally seen the
benefits of these agents on my ability to administer adequate doses of
chemotherapy, on the reduction in the need for transfusions and the
improvement in the quality of life of my patients with anemias for which ESAs
have been traditionally prescribed.

| am well aware of new clinical data suggesting that treating patients with ESAs
to hemoglobins over 12 g/dl or hematocrits over 36% may well be deleterious to
my patients’ health. Still | believe the proposed National Coverage Determination
included in the above Memorandum goes far beyond the bounds of good patient
care, available science or the legal restrictions on cancer care as listed in
Medicare statute.

The Medicare Statute as amended in 1993 by the so called Rockefeller Levin Bill,
section1861(t)(2) of the Social Security Act (42 U.S.C. $1395x(t)(2) states that
CMS must cover anti-neoplastic drugs including supportive medications for which
an indication is approved by the FDA, listed as acceptable by approved
compendia, or supported by peer reviewed medical literature. The restrictions for
coverage included in the proposals of the above Memorandum far exceed any of
indications required by statute.

Treatment of anemia due to myelodysplasia with ESAs is standard clinical
practice. |t is supported by ASCO/ASH guidelines which are strictly evidence
based. Additionally MDS is listed as an “accepted” indication in the USPDI Drug
Compendium. MDS should not be an exclusion for coverage by CMS. | have
several patients who have become transfusion independent as a result of being
on ESA’s.




The proposal that treatment with ESAs should not be used in patients with
anemia and erythropoietin-type resistance due to neutralizing antibodies is
completely unrealistic as this assay is not clinically available. This proposal
should be rejected.

The proposal that patients being treated with EGFR or VEGF antibodies are not
appropriate candidates for ESA therapy is likewise unsupported by evidence
based prospective medical literature. This proposal is also inconsistent with FDA
labeling and compendia citations and should be rejected.

The proposal that “ESA treatment is only reasonable and necessary under
specified conditions for the treatment of anemias in those types of cancers which
the presence of erythropoietin receptors on either normal tissue/cell lines or
malignant tissue/cell lines has been reported in the literature” is completely
unsupported by evidence based medical literature.

The proposal that ESA therapy should not be initiated unless the
hemoglobin/hematocrit is < 9 g/dl or 27% or < 10g/dl or 30% in those individuals
with cardiovascular disease is also contrary to clinical practice and appropriate
clinical trials. Further the implication that transfusion of PRBCs is a safer
alternative than ESA therapy in this and other clinical situations is an untested
hypothesis.

The proposal to limit coverage to 12 weeks per year is completely inconsistent
with good clinical practice. Many of my patients are on chemotherapy that goes
well beyond 12 weeks. There is clear evidence that these patients require fewer
transfusions and have a better quality of life as a result of ESA therapy. Further
there is no evidence that ESA use for more than 12 weeks presents a safety risk.

Further the proposal to limit the total four week dose of erythropoietin to
126,000U or darbepoietin to 630 mcG is contrary to FDA labeling as well as
ASCO/ASH guidelines. Additionally this proposal does not allow for appropriate
dose escalations as recommended in the above cited references.

The statement that “continued use of the drug (ESAs) is not reasonable and
necessary if there is evidence of poor drug response (hemoglobin/hematocrit rise
< 1 g/dI/<3%) after four weeks of treatment” is again contrary to good clinical
practice or evidence based studies. In clinical practice we treat individuals with
anemia due to chemotherapy to levels that will avoid the need for transfusion of
PRBCs or prevent cardio-respiratory decompensation. Setting artificial
standards of an increase in hemoglobin or hematocrit is contrary to proper
patient management. Additionally the product labels specifically allow for dose
escalations in hypo-responders.




Lastly the proposal that ESAs should only be covered if dispensed in the context
of a clinical trial is completely out of bounds. Erythropoietin and darbepoietin are
FDA approved drugs and when prescribed in the support of anti-neoplastic
therapy or for the treatment of MDS must be covered by CMS according to
statute.

In summary, if the current CMS proposal is approved without alteration, | will be
forced to support my patients with an increased number of blood transfusions.
This change in my practice will be costly to the patients and to the Medicare and
Medicaid systems. It will expose patients the potential side-effects of transfusion
including iron overload, transfusion reactions, fluid overload and infections. This
change in practice will stress an already tenuous national blood supply. Having
to travel to get blood transfusions will create a great hardship for patients already
burdened with the rigors of chemotherapy and serious diseases. And lastly there
is no conclusive evidence that supporting patients with transfusion therapy is
better medical care than the current standard of care using ESAs.

Thank you for your attention to my concerns.
Sincerely,

Preston H. Dalglish, Jr., M.D.

Maine Center for Cancer Medicine

26 W. Cole Rd.
Biddeford, ME 04005
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April 13, 2007
VIA E-Mail to CAGinquires@cms.hhs.gov

Maria Ciccanti, RN

Centers for Medicare & Medicaid Services
7500 Security Blvd.

Mail Stop C1-09-06

Baltimore, MD 21244-1850

Re: isis Sti ing Agents for Non-R dications: CA 383N
Dear Ms. Ciccanti:

Anemia is commonly encountered in malignancies. Anemia may be directly caused
by the malignant disease or may be a consequence of the therapy for the disease. Up
to 70% of patients with hematologic malignancies may experience anemia and up to
50% of patients with solid tumors may have some degree of anemia after initiation of
chemotherapy or combined modality therapy. Anemia may be a direct consequence
of the disease or may be due to the toxicities of therapy on the kidneys or bone
marrow. Treatments for anemia include transfusion of allogeneic red cells. The risks
of transfusion include transmission of diseases but more commonly transfusion
reactions including transfusion-related-lung injury (TRALI) and over-transfusion
(volume-overload).

Erythropoiesis-stimulating-agents have been available since 1989 and became widely
used in the treatment of severe to very mild anemia, first in renal failure and then
other conditions. Large, randomized, double-blind cooperative group trials have
confirmed the effectiveness of ESAs in reducing transfusion needs and improved
quality of life in cancer patients (Witzig, JCO, 2005, 23;2606-17). Recent trials
reporting higher mortality in treatment groups with a target hemoglobin level over 12
gm/dL have raised caution concerning the use of erythropoietin and darbepoietin
alpha. A recent trial in head and neck cancer patients was stopped early after interim
analysis revealed an increased risk of locoregional recurrence. It is important to note
the high hemoglobin target and the mean hemoglobin level of 15.4 g/dL in the
treatment group after nine weeks of treatment. Much of the recent data remains
reported in meetings only or as reports to the FDA so that broad analysis of the data
has not been available.

http://www.fda. gov/medwatch/safety/2007/safety07 htm#Aranesp
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For the many patients experiencing anemia while on chemotherapy for cancer, the
benefits of the ESAs remain, and are acknowledged in the FDA alert last updated on
3/9/2007. Access to the ESAs should be preserved for patients undergoing active
chemotherapy, and the ability to avoid the largely non-infectious risks of blood
transfusions extended. A recent meta-analysis (Ross et al, Clinical Therapeutics, Vol
28, No. 6, p801-831) supported a reduction in transfusions with both erythropoietin
alpha and darbepoietin for patients undergoing cancer therapy. In addition to the end-
point of number of transfusions, quality of life measures have also demonstrated
superiority of intervention with erythropoiesis stimulating agents (Savonijie, The
Oncologist, 2006, 11; 206-216).

In some disease states, specifically myelodysplastic syndromes, a benefit of ESAs
measured by an increase in hemoglobin has been demonstrated (Giraldo et al, Cancer,
2006;107:2807-16). No thrombotic or cardiovascular events were observed in this
study

The caution concerning certain uses of erythropoietin is appropriate, although the
value to the chemotherapy-treated patient with a hemoglobin less than 12 g/dL.
remains, More recent trials questioning the benefit of ESAs have had target
hemoglobins higher than the original studies ( Henke trial, Lancet 2003; DAHANCA
letter, December 1, 2006; FDA Alert 3//9/2007). These trials also addressed the
problem of acute chemotherapy induced anemia. The rationale for limiting the target
hemoglobin levels to 12 g/dL appears to remain sound.

We find there is compelling evidence of improvement of quality of life and reduction
in the need for blood component therapy with the use of ESAs in patients undergoing
chemotherapy for malignant diseases. (Bohlius, Cochrane Review, 2007, Issue 1, 1-
228). There is additional evidence for the use of ESAs in focused applications such as
myelodysplastic syndromes. The efficacy and safety of the the available preparations
appear equivalent, and the selection of the agent should be based upon individual
circumstances.

We strongly endorse the continued access to these agents by cancer patlents as
important modalities in treatment of cancer chemotherapy-associated anemia and
focused primary bone marrow diseases. Cancer patients and their families should be
able to accrue the benefits of these therapies as part of the complex supportive care
required for successful cancer treatment.

Respectably submitted:

Director, Human Cell therapy Laboratory
Divisions of Transfusion Medicine 8t Hematology
Mayo (linic

Rochester, MN



Lori Wilhams DSN, RN, AOCN
University of Texas

MD Anderson Cancer Center
PAF Scientific Chair

Houston, TX
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F. Marc Stewart, MD

Professor of Medicine, University of Washington
Fred Hutchinson Cancer Research Center
Seattle, WA
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Beveridge, MD
Co-Director, Stemcell Transplant
Inova Fairfax Hospital
Fairfax, VA

Knoxville, TN

Don Conway, MD %

Director, The Healthcare Initiative
kaSchoolomemess
Dartmouth

Hanover, NH
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Robert M. Rifkin, MD, FA 4
Director, Cellular Therapeutics
Rocky Mountain Blood & Marrow Transplant Program

Rocky Mountain Cancer Centers
Denver, CO

Dr. David Brizel, g@sor @

Duke University Health System
Radiation Oncology Department
Durham, NC
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May 31, 2007

Steve Phurrough, M.D., MPA

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mailstop: C1-13-18

7500 Security Boulevard

Baltimore, MD 21244

RE: Proposed Decision Memo for Erythropoiesis Stimulating Agents
(ESAs) for non-renal disease indications (CAG-00383N)

Dear Dr. Phurrough:

The Association of Community Cancer Centers (ACCC)
appreciates this opportunity to comment on the Centers for Medicare
and Medicaid Services’ (CMS) proposed decision regarding the
Medicare National Coverage Determination for Erythropoiesis
Stimulating Agents (ESAs).1 ACCC is a membership organization
whose members include hospitals, physicians, nurses, social workers,
and oncology team members who care for millions of patients and
families fighting cancer. ACCC’s more than 700 member institutions
and organizations treat 45% of all U.S. cancer patients.

ACCC is committed to ensuring that cancer patients have access
to the entire continuum of quality cancer care, including access to the
most appropriate cancer therapies that may improve patients’ quality
of life while they undergo treatments for this debilitating disease.
Therefore, ACCC believes that CMS should not limit access to ESAs
for proven FDA indications and compendia listings. Doing so may force
them to undergo more lengthy blood transfusions, which may take
them out of the community office setting, thus further detracting from
their quality of life.

1 http//www.cms.hhs.gov/imed/viewdraftdecisionmemo.asp?id=203
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ACCC does not agree with CMS’ decision to enforce clinical limitations
on ESA usage, both dosage and time limits, when that decision should be made by
both the physicians and the Food and Drug Administration (FDA). When label
indications are followed, ESAs can be very beneficial to patients, increasing their
quality of life. The FDA has yet to determine what, if any, changes will be made to
the label of ESAs after the recommendations of the Oncologic Drug Advisory
Committee (ODAC) meeting of May 10, 2007. Because of this, the length of time
and hemoglobin levels suggested in the proposal seems arbitrary and without an
evidentiary basis.

In addition, we believe CMS has made an error in including anemia of
Myelodysplastic Syndrome (MDS) in the non-covered category. MDS is a clonal
myeloid disorder which may not evolve into acute leukemia, and it should not be
included in this decision.

ACCC recognizes the desire of CMS to control costs in Medicare, which
is presumably the reason why limitations on duration patients can be on ESAs was
included in the proposal. However, it should be noted that taking a patient off of an
ESA treatment in favor of blood transfusions or other treatments may be more
costly than leaving patients on the medication.

ESAs can be effective as a maintenance tool, and do not only have to be
used to raise hemoglobin levels. Often, ESAs are used to maintain a patients’
hemoglobin level at the desired level, and may not raise it the required one gram
that CMS has included as a stipulation for continuing treatment. ACCC feels that a
better understanding of the disease state is necessary before these actions are
taken. The most important aspect of using ESAs for treatment is not to over-rise a
patient’s hemoglobin level, while at the same time maintaining a level as close to
normal as possible. Use of ESAs to accomplish this will thus limit the need for
lengthy blood transfusions.

As a result of the proposal by CMS, more patients with MDS and
chemotherapy induced anemia will require blood transfusions, which may take
them out of the community setting where they are receiving chemotherapy. This
will put a serious strain on the nation’s blood supply, thus affecting not only cancer
and MDS patients, but many other types of patients as well. It will also add an
additional strain on hospital resources, with hospitals having to utilize more space
and personnel to administer the transfusions.

ACCC feels that the best course of action for CMS to take would be to
cover for all indications already on the FDA labels and to also use the guidelines for
ESA usage that are already in place from the American Society of Hematology
(ASH) and the American Society of Clinical Oncology (ASCO).



ACCC greatly appreciates this opportunity to comment on the
proposed NCD. ACCC supports the proper usage of these drugs and the effects they
can have on a patient’s quality of life.

We would be pleased to answer any questions regarding these
comments. Please contact Matthew Farber at 301-984-9496 ext. 221 if ACCC can be
of any assistance as CMS continues to evaluate and develop its approach to
coverage of ESAs.

Sincerely,
SR S A A g

o
Richard B. Reiling MD, FACS

President
Association of Community Cancer Centers (ACCC)
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Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent:  Tuesday, June 05, 2007 7:29 AM
To: Ciccanti, Maria L. (CMS/OCSQ)
Subject: FW: Public comment

From: Richard & Channa [mailto:callcallss@msn.com]
Sent: Tuesday, June 05, 2007 12:22 AM

To: CMS CAGInquiries

Subject: Public comment

Title of NCA/CAL: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As an employee of Utah Cancer Specialists, and patient care advocate, I am concerned about the proposed erythropoietic stimulating
agent (ESA) guidelines under consideration. While I understand the need for proper use of these medications, the proposal falls
short of providing the best standard of care recommended by oncology organizations such as NCCN, ASCO and ASH. The current
proposals will result in a compromised quality of life for our patients, increased blood transfusion requirements with the associated
co-morbidity and risk and, ultimately, prove more costly to society than judicious use of ESAs. Please reconsider these guidelines
encouraging physicians to carefully weigh the risk/benefit with patients and allow providers to treat this growing population with the
best and most compassionate standard of care.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is quite responsive to ESAs
when iron stores, vitamin B12 and folate deficiencies and other underlying processes have been corrected. Holding initiation of ESA
until the hemoglobin drops to <9mg/d] will delay response and most likely result in transfusion for a greater number of our
chemotherapy patients. Most chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting
the covered treatment duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to any form of ESA under all
circumstances. While a portion of the MDS patients will not respond to ESAs, a greater number benefit from these medications;
reducing the number of necessary blood transfusions, eliminating the complications of iron overload that results from transfusion,
enhanced productivity by limiting time spent in a healthcare facility, and an overall improved quality of life.

We do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive to treatment, however:
e The recommended four weeks is an inadequate timeframe in which to evaluate patient responsiveness. Former
guidelines allow 12 weeks to determine response. Clearly, four weeks is an irresponsible timeframe.
e The proposed maximum treatment dose is insufficient to provide standard doses within the recommended
timeframes. The maximum covered four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
At an average dose of 40,000 units of Procrit each week, we would need 160,000 units in four weeks. The average
dose of Aranesp is 300mcg per 2 weeks - so the 630mcg would be sufficient.

We encourage you to reconsider the list of specified conditions to include other myeloid and erythroid cancers as well as anemia
caused by radiotherapy. Some patients will respond, therefore a trial of an ESA medication seems prudent.

Thank you for your consideration of this request. As a community oncology practice we strive to provide the optimal care to our
patients. Please allow us the support we need to continue this practice.

Respectfully,
Richard D. Call

EMPLOYEE NAME

06/11/2007 /4 \/::)
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June 6, 2007

Steve Phurrough, M.D., MPA

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mailstop: C1-13-18

7500 Security Blvd.

Baltimore, MD 21244

RE: Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESA’s) for Non-
Renal Disease Indications (CAG-00383N)

Dear Dr. Phurrough:

The Virginia Association of Hematologists and Oncologists (VAHO) represents over 200
cancer care providers in the Commonwealth of Virginia who are committed to the
treatment of cancer and blood-related diseases. VAHO members include
hematologist/oncologists who regularly render services to Medicare beneficiaries. The
society appreciates this opportunity to provide comments to CMS on the appropriate use
of erythropoiesis stimulating agents (ESA’s).

Of paramount importance to VAHO is to ensure the highest degree of patients’ safety and
to protect against not only the overuse of these drugs, but their underuse and misuse as
well.

Recent research studies reviewed by the oncologic advisory committee of the food and
drug administration report and access of serious or life-threatening events associated with
the use of ESA’s in nonanemic patients in various clinical settings. The food and drug
administration has recently issued new warnings regarding the use of ESAS. We would
like to comment on the appropriate use of ESA’s in light of current scientific evidence.

A recent FDA black box warning cautions clinicians that there is an “increased... risk of
death when ESA’s are administered to a target hemoglobin of 12 g/dL in patients with
active malignant disease receiving neither chemotherapy nor radiation therapy. ESA’s are
not indicated for this population.” This statement is mainly based upon an unpublished
Amgen study (#20010103) of patients with anemia of cancer (non-myeloid) who were not
receiving active anticancer treatment. Few of those patients had hematologic
malignancies, and none had myelodysplastic syndrome (MDS).

The present quality of data to extend this FDA warning to patients with hematologic
malignancies or MDS does not currently exist. We agree with numerous national
organizations including the American Society of Hematology and the American Society of
Clinical Oncology that Phase 3 studies need to be initiated to address these issues in
patients with both myelodysplastic syndrome and hematologic malignancies.

Executive Office: 11600 Nebel Street e Suite 201 ® Rockville, MD 20852-2557

PHONE: 301.984.9496 e FAX: 301.770.1949
www.vah-o.org



Steve Phurrough, M.D., MPA

June 6, 2007
Page 2

Below are VAHO's comments concerning appropriate use, treatment targets and
duration of use of ESA's for patients with chemotherapy associated anemia and for
patients with hematologic malignancies not on chemotherapy.

Appropriate use of the ESA is for patients with cancer oriented conditions

Chemotherapy Associated Anemia

ESA’s may be used as a treatment option for patients with chemotherapy associated
anemia. VAHO agrees with several national organizations including the American
Society of Hematology’s observation that a patient may continue to suffer from anemia
for some time following completion of chemotherapy treatment and recommends that
coverage of ESA’s be continued for treatment of anemia due to chemotherapy for 90
days post chemotherapy. If anemia persists beyond 90 days after completion of
chemotherapy, it would be reasonable to reevaluate the anemia to determine if this
continues to be a result of the chemotherapy, thereby justifying continuation of ESA
treatments, or if another processes is in place.

Maximum treatment duration of 12 weeks per year is grossly inadequate for many
patients. Patient receiving chemotherapy with curative intent in the adjuvant setting
typically has treatment regimens ranging from 4 to 6 months time. The use of the ESA’s
both during the time of active chemotherapy and for a period post chemotherapy stretch
beyond the recommended maximum treatment duration of 12 weeks per year. In
addition, patients with metastatic disease may receive multiple courses of chemotherapy
that last for many months.

The proposed exclusion of patients receiving VEGF and EGRF inhibitors is not based
on any current clinical evidence. This would preclude treatment with ESAs for many
patients with breast, colorectal, and lung cancer without any supporting scientific or
clinical data.

Patients with hematologic malignancies not on chemotherapy

ESA’s may be used as a treatment option for patients with hematologic malignancies
who are not on chemotherapy. There is evidence to support the use of the ESA is in
patients with anemias associated with low risk myelodysplasia (less than 5% blasts).
Myelodysplastic syndromes are a heterogeneous group of hematological malignancies
characterized by dysplastic and ineffective hematopoiesis with a variable risk of
transformation to acute leukemia. Low risk myelodysplasia with less than 5% blasts can
include the following (World Health Organization classification) forms of
myelodysplasia:

Refractory anemia

Refractory anemia with ring sideroblasts

Refractory cytopenia with multi-lineage dysplasia

Refractory cytopenia with multi-lineage dysplasia and ring sideroblasts
Myelodysplastic syndrome, unclassified

Myelodysplastic syndrome associated with isolated deletion (5q)
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Evidence of effective treatment outcomes is present throughout the medical literature
with the use of ESA's in the supportive treatment of patients with myelodysplastic
syndromes, specifically those of a low risk score by the IPSS staging system. This
evidence is represented in treatment guidelines created by the National Comprehensive
Cancer Network (NCCN) which are based on evidence based medical practices.

Treatment recommendations

Evidence suggests that transfusion avoidance is better accomplished by early
intervention with ESA’s. Initiation of therapy at a Hgb level <11g/dL has been shown
to be superior to <10 g/dL by every measure in 6 different randomized studies. The use
of a Hgb level of <9g/dl as a treatment initiation point is inadequate and not based on
current data derived guidelines of therapy. Current data show many of the patients who
receive ESA’s after Hgb falls below <9g/dl will require transfusions that are otherwise
avoidable because their Hgb will continue to fall for several weeks after ESA use is
initiated.

The therapeutic goal of therapy should be a level of no higher than 12 g/dL and the dose
of the ESA should be modified in accordance with the recent FDA black box warning
when the hemoglobin level approaches 12 g/dL.

A "stopping rule” at 4 weeks if a 1g/dl rise in Hgb is not achieved is not consistent with
the clinical trial data.

The clinical trials with both ESA agents demonstrate that up to 8 weeks may be required
to achieve a 1 g/dl rise.

Dose escalation has been a critical element of most of the clinical trials. A significant
number of patients who failed to respond to initial ESA use will respond after
administering a single dose 50% higher than the initial dose. Therefore, dose escalation
has become part of the accepted standard of care.

VAHO agrees with the current data that ESA’s should not be continued after 8 weeks of
therapy in the absence of response, assuming the appropriate dose increase has been
attempted in the low responders. A response is a rise in hemoglobin of 1 g/dL or
greater.

VAHO agrees with concerns that the American Society of Hematology, American
Society of Clinical Oncology, and other national oncology groups have concerning the
impact on the nations blood supply that CMS’s proposal will have due to the increase in
transfusions that will be necessary in these patient populations. Therefore, the impact on
the blood supply should be taken into account when determining changes in the use of
these products.

Of paramount importance to practicing hematologists and oncologists such as me, is to
ensure the highest degree of patients’ safety while offering sound the medical care that
is founded in clinical research and clinical experience.
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On behalf of VAHO, I greatly appreciate this opportunity to comment on the proposed
NCD. [ humbly urge CMS to listen to practicing physicians such as myself and to work
with state societies such as VAHO along with the national organizations of practicing
hematologists and oncologists to form working groups that can properly analyze
available data and effectively apply this to our patient population. This will ensure data-
driven high quality medical practice for our Medicare beneficiaries.

Sincerely,

'\L\J"\

Richard M. Ingram, M.D.
President
Virginia Association of Hematologists and Oncologists



May 21, 2007

Steve Phurrough, MD, MPA
Director, Coverage and Analysis Group
Centers for Medicare and Medicaid Services

CAGinquiries@cms.hhs.gov.

RE:  Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for non-renal disease
indications (CAG-00383N).

On behalf of the 400 members of the Florida Society of Clinical Oncology, I am writing to convey our comments and
concerns regarding the Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for Non-Renal
Disease Indications (CAG-00383N).

We recognize that there are safety concerns regarding the use of ESAs. However, we feel that the proposed coverage
decision inappropriately restricts use of ESAs because a number of the proposals are not supported by scientific data,
rely on poor quality data, or are in conflict with expert scientific analysis. In particular, the proposed policy does not
take into consideration recommendations made by FDA's Oncology Drug Advisory Committee during a May 10th
meeting.

We are especially concerned about the exclusion of use of ESAs for treatment of anemia due to myelodysplasia
(MDS). There is evidence to support the use of ESAs in a significant number of patients with anemia associated with
MDS to decrease the need for blood transfusions. Unfortunately, there are few effective treatment options for MDS.
Denial of coverage for ESAs will deprive patients with MDS of an effective therapy for their illness, one on which
many of them already depend.

We are also dismayed by other aspects of the coverage decision which are arbitrary, premature, and not based on
scientific data. These include the maximum covered treatment duration of 12 weeks per year, which is not adequate
either for patients who are undergoing cancer chemotherapy or for those with anemia due to MDS. Likewise, the
maximum four week dosage limits are inadequate, as is the limit of four weeks of treatment while awaiting response.

The State of Florida has a very large population of Medicare beneficiaries. Coverage decisions like this one affect a
very significant portion of our patients. Our State Society is committed to ensuring that cancer patients have access
to the entire continuum of quality cancer care, including access to the most appropriate cancer therapies in the most
appropriate settings. We believe that underuse of appropriate therapies is as detrimental as overuse. We feel that it is
vitally important for coverage decisions like this one to be guided by the best available scientific evidence to ensure
the highest degree of patient access and safety, and not to be based solely on economic considerations.

Sincerely,
Robert Cassell, MD, FLASCO President
FLORIDA SOCIETY OF CLINICAL ONCOLOGY

3709 W. Jetton Ave — Tampa, FL 33629
Tel: 813.253.0541 — Fax: 813.254.5857



MartiNelsonCancerFoundation
1520 East Covell Blvd. B5#103
Davis, California 95616

June 12, 2007

Steve Phurrough, MD, MPA
Director, Coverage and Analysis Group
Centers for Medicare & Medicaid Services

Mail Stop C1-09-06 _ e

7500 Security Boulevard
Baltimore, MD 21244

RE: National Coverage Analysis for Erythropoiesis Stimulating Agents (ESAs) for
Non-Renal Disease Indications (CAG-00383N)

Dear Dr. Phurrough:

The Marti Nelson Cancer Foundation is a nonprofit, 501(c)3, cancer patient advocacy
organization founded in 1994. Our work focuses on the needs of individual cancer
patients seeking effective treatment and also on broader issues related to clinical trials,
experimental medicine and the drug approval process. Our work is performed free of
charge by unpaid volunteers, and we have no financial or professional ties to the
companies that manufacture or market erythropoiesis stimulating agents (ESAs). We are
submitting this letter in response to your request for public comments on your proposed
decision memorandum, CAG-00383N.

First, we would like to offer some general observations and recommendations for your
consideration, and then provide you with additional specific questions and comments.

Safety and Context Considerations in ESA Use

Although consumers expect pharmaceutical products prescribed by their physicians to be
both safe and effective, the unfortunate reatity is that drugs frequently do not provide the
benefit expected. For the most part, it is not technologically possible at this time to
determine in advance which patients will benefit and which will not benefit from any
given drug. Adjustments to complex treatment regimens, or cycling from a first drug to a
second upon futility of the first, are generally empirical decisions based on physician
judgment and patient experience.

All drugs involve some risk, and each day physicians and patients must make decisions
about the probability of benefit versus the risk of harm. A fully informed decision to use
or not to use a particular drug can only be made when all available information is
objectively presented to physicians and patients for consideration within the context of a
patient’s individual situation. The choices that may be made about risk tolerance may
vary significantly from one individual to another depending on circumstances and
priorities of the persons involved. One person may be willing to take a known risk in




MartiNelsonCancerFoundation

exchange for the possibility of an improvement in the quality or quantity of life while
another person may find any new risk to be intolerable.

As we have helped cancer patients select and enroll in clinical trials, or gain access to
experimental medicine via compassionate access or expanded access programs, we have
met many people willing to risk early death for a possibility of extended life. We have
also met many people who place far greater value on the quality of their remaining period
of life than they do on its absolute length. However, it is incorrect to assume that a
person in poor health, or given a diagnosis such as metastatic cancer, will necessarily be
willing to tolerate significantly more risk from a pharmaceutical product than a person
who is in relatively good health. The varying values and priorities of different individuals
are difficult to quantitatively describe through academic research, but their reality should
be considered and respected by CMS as it finalizes its coverage decisions.

Our recommendation is that CMS consider the variety of individual patient perspectives
in its assessment of the reasonable and necessary uses of ESAs, including the following:

e Safety is not an absolute value but is a relative value. The risk of harm may be
quantified with respect to a given statistical sample, but current knowledge does
not allow prediction of absolute risk, nor absolute benefit, for an individual
person.

o Patients benefit from a medical system that enables exercise of judgment by
individual physicians and patients.

o Clinical practice is best guided by the circumstances and values of each patient
and the judgment of each treating physician rather than by reimbursement policy,
as long as sufficient and objective data is available for fully informed decision
making.

Over-Promotion Should Not Be Followed by Under-Utilization

At the May 10, 2007 meeting of the FDA’s Oncologic Drugs Advisory Committee, many
aspects of ESA use were analyzed and discussed, including briefly the issue of direct-to-
consumer advertising and its impact on the perception of these products by both
physicians and patients. Many believe that inappropriate advertising drove some of the
demand for these products in the past, and may have provided a false impression of their
safety and effectiveness in certain applications; however, this history must not influence
the objectivity of the essential, current analysis of the optimal use of these important
biologics.

The FDA is now investigating the circumstances under which certain particularly
aggressive advertisements were allowed to run. The May 18, 2007 issue of The Cancer
Letter quoted Richard Pazdur, MD., FDA’s Director of the Office of Oncology Drug
Products, “We are looking into this whole issue of why these ads were allowed to go on,
and I think that-the FDA is responsible for giving the American public as well as the
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review staff that sits here the reasons why these ads were allowed to go on.” Because the
problem of over-promotion of drugs through inappropriate pharmaceutical product
advertising is broader than the ESA category, we have requested additional information
about past and current FDA practices regarding drug advertising. We look forward to
receiving the requested information and to learning more in the near future about the
status of the current internal FDA review.

Balancing our concern about over-promotion of ESAs in the past is our equally strong
concern about a potential over-correction leading to inappropriately restrictive
reimbursement policies that will deny patients the benefit of products that are safe and
effective for their needs and circumstances. Objective analyses of data from well-
designed, controlled clinical trials have demonstrated the safety and efficacy of ESAs for
cancer patients in a wide variety of clinical circumstances.

Despite the newer safety signals, and in vitro or animal data that raise theoretical
concerns, ESA use clearly obviates some of the risks of red blood cell transfusion for
many patients and reduces demand on hospital facilities and finite blood supplies.
Additional benefits are clearly documented by years of clinical evaluation and
widespread use in a heterogeneous population. Patients will not be well served if these
benefits of treatment are denied them in an aggressive attempt to limit unrelated,
inappropriate use of ESAs.

We are also concerned about the impact that overly conservative CMS policies may have
on the for-profit health insurance industry. We recommend that CMS take the following
into consideration:

¢ Despite significant differences in the population characteristics of their customer
bases versus the populations covered by CMS, many health insurance companies
are likely to view the CMS final decision memorandum as an opportunity to
excessively reduce coverage for ESA use, thereby improving their overall
corporate financial performance. When financial stakes are high, even well-
intentioned professionals can make the wrong decisions. Thus, we believe it is
important for CMS to document the evidentiary basis for, and limitations of, each
reduction in coverage it makes from its recent historical policies.

FDA Mandate Versus CMS Mandate

We acknowledge the differences between the mandate of FDA to make marketing
approval decisions based on the safety and efficacy of a drug in a specified indication,
and the mandate of CMS to establish coverage policy based on a determination of
reasonable and necessary use of a drug in the CMS-covered population. Thus, it may be
logical that objective analysis of all available data may lead to the establishment of
coverage parameters by CMS that are not congruent with the FDA-approved label of a
given drug.
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However, the final parameters determined by CMS may be significantly influenced by
which of two alternative starting assumptions guide its analysis. One can begin with the
assumption that an ESA safety signal in a given patient population, treated in accordance
with a specific regimen, should be extrapolated to all other uses of ESAs until and unless
the drugs are proven safe for each indication and regimen. Alternatively, one can begin
with the assumption that ESAs are safe when used as approved for use by the FDA, in the
absence of clinical evidence to the contrary, for each indication, regimen, or patient
population of potential concern.

We recommend that CMS coordinate its analysis very closely with the FDA’s ongoing
assessment of ESA safety and consider this issue in three parts.

e First, we recommend that CMS continue to provide coverage for use of ESAs
within the parameters of the FDA approved label until and unless data confirm
safety problems arising from ESA use in any indication, regimen or patient
subpopulation currently within the parameters of the FDA-approved label.

e Second, for indications, regimens or subpopulations that are outside the FDA-
approved label parameters and within which clear safety signals have arisen, we
recommend that CMS withdraw coverage until and unless safety is established
through controlled clinical trials.

e The more difficult third category are those indications, regimens and
subpopulations currently outside the parameters of the FDA label but within
which significant safety signals have not been seen. Our recommendation in
these cases, an example of which is myelodysplastic syndrome, is that CMS
weigh the preponderance of the evidence and continue to provide coverage where
clinical data demonstrate patient benefit and simultaneously establish incentives
and mechanisms whereby new clinical data can be gathered on both the safety and
efficacy of ESAs in these applications.

Specific Questions and Comments

Quality of Life Issues. Despite the difficulty in objectively proving quality of life
benefits from ESA use, large numbers of patients and physicians believe that such
benefits are objectively real. Some might argue that many years of advertising have led
people to expect a subjective benefit, and therefore the placebo effect is a significant
factor in this perception. On the other hand, it is an objective fact that ESA use raises
hemoglobin levels for most patients; the symptoms of anemia correlate with lower
hemoglobin levels; and subjective experiences such as fatigue are correlated with other
clinical signs of anemia.

CMS may be able to provide incentives to accelerate the accumulation of sufficient
objective data to define the specific circumstances, if any, under which ESA use provides
quality of life benefits in its beneficiary population.
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Concomitant Factors. CMS Proposes that ESA treatment is not reasonable and
necessary for beneficiaries with any anemia in cancer or cancer treatment patients due to
folate deficiency, B-12 deficiency, iron deficiency, hemolysis, bleeding, or bone marrow
fibrosis. Obviously, the specified conditions may occur in a patient who is also receiving
chemotherapy. In such a situation, it may not be practical to reach firm conclusion about
cause and effect relationships among clinical findings, treatment regimens, and anemia.
Does CMS intend to provide a mechanism for coverage of ESA use by patients
undergoing chemotherapy whose clinical condition and anemia results from a
combination of causes including the chemotherapy treatment?

Myelodysplasia. We are aware that CMS has received many comments on the value of
ESA use by these patient populations. Others can provide arguments stronger than ours
on this topic, but we add our voice to the suggestions that CMS reconsider denying
coverage for ESA use in this indication. Use in myelodysplasia appears to be one of the
more compelling off-label uses for ESAs and we do not believe patients should be denied
access to the potential benefit of these agents while waiting for the accumulation of
additional data to substantiate or contradict a presumption of safety and efficacy.

Patients in Transition. We encourage CMS to consider in more detail the determination
of the clinical point of transition between chemotherapy-induced anemia and anemia of
cancer. Our view is that this is a good example of a situation that requires reliance on the
judgment of a physician treating an individual patient. There is a risk that the current
proposal would deny patients beneficial access to ESAs who have completed a
chemotherapy regimen but have not yet recovered from chemotherapy-induced anemia.

ESA Use with Antibodies. We are not aware of clinical data to support a theory that risks
of ESA are increased in patients undergoing treatment with anti-angiogenesis agents such
as bevacizumab, or antibodies directed against the EGF receptors such as cetuximab.
Since most patients who receive these therapies are also treated with chemotherapy,
elimination of coverage for these regimens is a surprising component of the CMS
proposal that should not be implemented lightly.

We encourage CMS to coordinate its work with FDA to seek unpublished data from each
of the companies that manufactures or markets antiangiogenesis or EGF receptor-targeted
agents (both biologics and drugs). We recommend revision of your proposal to eliminate
reference to these agents as a basis for denying coverage for ESA use until and unless
specific safety signals emerge.

Unresolved Biological Questions. We encourage you, perhaps in collaboration with FDA
and NCI, to offer incentives to more rapidly and completely address the remaining
preclinical, biological questions regarding ESA receptors, possible mechanisms of tumor
promotion, and a potential role for ESAs in stimulation of angiogenesis. Much of the
available information is not of sufficient quality for a regulatory process. If the existing
data support exaggeration of the potential risks of ESAs, then patients are harmed by
under-use in certain circumstances. If the existing data incompletely address a real and
serious risk to certain patients undergoing certain treatment regimens, then continued
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ambiguity can only harm those patients. Conducting relevant experiments, with high-
quality, validated reagents, to thoroughly address these fundamental questions should be

a priority for everyone involved in the production, marketing, use and regulation of
ESAs.

Initiation of Dosing. Do clinical data support the contention that ESAs would be
effective in raising hemoglobin concentration to a level sufficient to avoid the need for
red blood cell transfusion, if initiation of dosing is delayed until hemoglobin
concentrations drop to the levels specified by the CMS proposal (<9 g/dl or <10g/dl)?

Duration of Treatment. What clinical data were used to determine the maximum
proposed covered treatment duration of 12 weeks/year? Would this maximum be applied
to a patient who must initiate two chemotherapy regimens within the same calendar year?
What clinical data were used to determine the proposed maximum covered 4 week
treatment doses? We suggest that any specification of a maximum covered dose should
provide the treating physician with the latitude to adjust the dose based on the weight of
the patient and other relevant patient characteristics.

Additional Data and Clinical Trials

Gaps in knowledge and inadequate clinical data limit objective understanding of some
important biological and clinical consequences of ESA use in the complex variety of
disease types, stages, and patient populations in which they historically have been used.
Additionally, a range of conflicting conclusions about relative risk and benefit of ESA
use in various indications can be supported by reference to conflicting clinical trial results
and by extrapolation of results from specific clinical trial settings to other; different
clinical situations. Clearly more information would be beneficial, and for individual
physicians and patients to make optimal decisions, access to complete and objectively
obtained and analyzed data is essential.

We question the practicality of requiring that all future use of ESAs by CMS
beneficiaries occur in the context of clinical trials. The additional cost and administrative
burdens of designing, enrolling and administering clinical trials for such a large number
of participants would probably result in insurmountable treatment access barriers for
many patients who would otherwise benefit from using ESAs. However, we encourage
CMS to work with the FDA, the NCI and the companies that manufacture and market
ESAs to identify the highest priority, addressable clinical questions, and establish the
necessary incentives to accelerate the pace of data development.

Ve ly yours,

g A/

Robert L. Erwin
President
Marti Nelson Cancer Foundation
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June 12, 2007

Steve Phurrough, MD, MPA, CPE

Director, Coverage and Analysis Group
Oftice of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mail Stop: C1-09-06

7500 Security Boulevard

Baltimore, Maryland 21244

Dear Dr. Phurrough:

Several months ago a group of expert physicians, academic researchers, and advocates
developed an independent report on the future of drug safety. The principles asserted in
the resulting document “Drug Safety and Drug Efficacy: Two Sides of the Same Coin”
(www focr.org/drugsafetyreport.htm) are very relevant to current concerns surrounding
erythropoietin stimulating agents (ESAs).

At the level of medical practice, safety and efficacy are always considered together by the
treatment professional in the context of a patient’s specific circumstances and
preferences. The regulatory process should reflect this essential balance that is
fundamental to all medical decision-making.

Just as this committee concluded that drug safety decisions must be driven by scientific
and clinical evidence, so too should coverage decisions made by the Centers for Medicare
and Medicaid Services (CMS). While we agree that caution must be taken with the use
of ESAs, we are concerned with the lack of clinical evidence to support several
conditions of the CMS Proposed Decision Memorandum for ESAs (CAG-00383N).
Areas of particular concern include:

o The use of ESAs in conjunction with anemia of myelodysplasia would be non-
covered

e Maximum covered treatment duration would be 12 weeks/year




e Hemoglobin/hematocrit levels immediately prior to initiation of dosing for the
month should be <9 g/dl/27% in patients without known cardiovascular disease
and <10 g/d1/30% in patients with documented symptomatic ischemic disease that
cannot be treated with blood transfusion.

e The hypothesis that ESA interaction with erythropoietin receptors drives tumor
growth

e The use of ESAs with certain treatment programs that include chemotherapy and
biological agents would be non-covered

In all treatment decisions medical professionals and patients must weigh both the benefits
and risks associated with a particular treatment. Clinical evidence supports the use of
ESAs in the treatment of anemia of MDS. Numerous clinical studies have been
conducted demonstrating the benefit of ESA treatment for MDS patients in reducing
blood transfusions.! Furthermore, a long-term study of MDS patients treated with ESAs
and granulocyte-colony stimulating factor revealed no difference in overall survival or
risk of AML development in ESA-treated patients compared to data from untreated
patients.” In addition, the evidence for continued coverage of ESAs in MDS patients was
supported at a May 10, 2007 FDA Oncology Drugs Advisory Committee meeting when
OODP Director, Dr. Richard Pazdur, stated, “Those are two different things. I do not
want them [MDS patients] to get swept away with this. We will discuss this with our
colleagues at CMS to make sure that does not occur.™

Due to the fact that the duration of chemotherapy treatment often exceeds 12 weeks, the
clinical rationale for this proposed coverage decision is not clear. Medical societies have
recognized this in stating that the duration of ESA therapy may need to be up to 90 days
post-chemotherapy with potentially longer durations based on individual circumstance.”

While ESA should not be used to achieve high hemoglobin levels, the proposal to restrict
coverage to patients with levels less than 9.0 g/dL (in patients without known
cardiovascular disease) is not clearly supported by clinical evidence. The goal of
treatment with ESAs is to prevent the need for blood transfusions in anemic patients. Not
only is the proposed coverage restriction not consistent with the approved FDA label and
guidelines from major professional societies,’ but it could negate the treatment goal

! Balducci, L. Transfusion independence in patients with myelodysplastic syndromes: impact on outcomes
and quality of life. Cancer 106(10); May 15, 2006: 2087-94

? Jaderstenm M, et. al. Long-term outcome of treatment of anemia in MDS with erythropoietin and G-CSF.
Blood 106(3); Aug 1, 2005: 803-11

* Pazdur, R. Comments from United States Food and Drug Administration Oncology

Drugs Advisory Committee on May 10, 2007

* American Society of Hematology. ASH Statement on Medicare Proposed National

Coverage Policy on Erythropoiesis-Stimulating Agents (ESAs). Available at:
http://www.hematology.org/policy/news/05182007.cfm. Accessed June 7, 2007.

% Rizzo, J.D. et. al. Use of Epoetin in Patients With Cancer: Evidence-Based Clinical Practice Guidelines of
the American Society of Clinical Oncology and the American Society of Hematology. J Clin Oncol 20(19)
Oct 1, 2002: 4083-4107




giving many patients no other options than to receive higher risk transfusions for
treatment of chemotherapy associated anemia.

It appears that some of the proposed CMS coverage decision relies heavily on the
hypothesis that erythropoietin receptor (EPO-R) activation by ESAs drives tumor growth.
There is little scientific and clinical evidence for this hypothesis. Further examination of
the role of EPO-R in malignant human cells is warranted at this point, but the role of
EPO-R in human tumor growth remains speculative at this time.°

There is no medical evidence that supports restricting the use of ESAs in combination
with certain chemotherapy regimens. Epidermal growth factor receptor (EGFR)
inhibitors and anti-angiogenic agents are often used in combination with
myelosuppressive therapy, which is well known to result in anemia. Studies that
specifically demonstrate ESA interference with EGFR signaling are not available. In
addition, preclinical and clinical data regarding the direct contribution of exogenous
erythropoietin to angiogenesis is purely speculative.’

We appreciate the opportunity to share our concerns with you. As a group of physicians
and advocates, we have focused our attention on the need for a rigorous, scientific
foundation on which to base benefit-risk decisions. We ask that CMS do the same and
wait to consider the FDA final decisions before completing the National Coverage
Decision for the use of ESAs.

Sincerely,

Robert C. Young, M.D. (Drug Safety Committee Chair) President, Fox Chase Cancer Center,
Philadelphia, PA

Edward J. Benz, Jr., M.D. President, Dana-Farber Cancer Institute, Boston, MA

William P. Bro, President and Chief Executive Officer, Kidney Cancer Association, Evanston,
IL

Michael A. Caligiuri, M.D. Director, Comprehensive Cancer Center The Ohio State University
James Cancer Hospital & Solove Research Institute, Columbus, OH

Bruce A. Chabner, M.D. Clinical Director, Massachusetts General Hospital Cancer Center,
Boston, MA

William S. Dalton, Ph.D., M.D., President, Chief Executive Officer and Center Director, H. Lee
Moftitt Cancer Center & Research Institute, Tampa, FL

® Osterborg A, et. al. Preclinical studies of erythropoietin receptor expression in tumor cells: Impact on
clinical use of erythropoietic proteins to correct cancer-related anemia. Fur J Cancer. 2007;43:510-519
" Ribatti, D. et. al. Erythropoietin/erythropoietin receptor system is involved in angiogenesis in human

neuroblastoma. Histopathology. 50(5); Apr 2007: 636-41.



G. Denman Hammond, M.D. Founder & Trustee, National Childhood Cancer Foundation,
Arcadia, CA

Paul J. Limburg, M.D., M.P.H. Associate Professor of Medicine, Division of Gastroenterology
and Hepatology, Mayo Clinic College of Medicine, Rochester, MN

H. Kim Lyerly, M.D. Director, Duke Comprehensive Cancer Center, Durham, NC

Richard L. Schilsky, M.D. Associate Dean for Clinical Research, University of Chicago
Pritzker School of Medicine, Chicago, IL

Ellen V. Sigal, Ph.D. Chairperson and Founder, Friends of Cancer Research, Washington, DC

Jerome W. Yates, M.D., M.P.H. National Vice President for Research, American Cancer
Society, Atlanta, GA
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Steve Phurrough, MD, MPA

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mailstop: C1-12-28

7500 Security Blvd.

Baltimore, MD 21244

Re: Proposed Decision Memorandum for Erythropoiesis Stimulating
Agents (ESAs) for Non-Renal Disease Indications (CAG-00383N)

Dear Dr. Phurrough:

The Biotechnology Industry Organization (BIO) appreciates this
opportunity to comment on the Centers for Medicare and Medicaid Services’ (CMS)
Proposed Coverage Decision Memorandum for the Use of ESAs in Cancer and Related
Neoplastic Conditions (hereinafter “Proposed NCD”). BIO is the largest trade
organization to serve and represent the biotechnology industry in the United States and
around the globe. BIO represents more than 1,100 biotechnology companies, academic
institutions, state biotechnology centers, and related organizations in the United States.
BIO members are involved in the research and development of health care, agricultural,
industrial, and environmental biotechnology products. In particular, many of our
members are involved in the research and development of cancer therapies and play a
critical role in delivering treatments that both prolong life and reduce the burden of
disease for cancer patients worldwide.

In the Proposed NCD, CMS proposes a series of broad coverage
restrictions on both the Food and Drug Administration (FDA) approved uses and off-
label uses of ESAs in cancer-related anemia. BIO has a strong interest in this matter
because CMS’ proposal could establish a precedent that affects Medicare patient access
to a wide range of innovative drug and biological therapies on a national basis. Such a
policy approach, if more broadly adopted by CMS, could have far-reaching implications
for other patient populations and treatments of other serious and life-threatening diseases.

Given the extensive comments submitted by practicing oncologists and
other relevant stakeholders, BIO is concerned that the Proposed NCD could curtail
legitimate, medically appropriate uses of FDA-approved ESA therapy that are supported
by the scientific evidence and widely accepted clinical practice guidelines. Specifically,

B0« Washington, DC 20024 149 » 202.962.9.
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clinical experts in the oncology community have questioned the completeness and rigor
of CMS’ review of the scientific evidence upon which the agency’s coverage proposals
are based. As a general principle, BIO strongly urges CMS to strictly follow sound
principles of evidence-based medicine in formulating coverage policies and ensure that
any coverage limitations on ESAs are firmly grounded in the available clinical evidence.
BIO is also concered that, based upon CMS’ review of the evidence, the agency appears
to be substituting is own conclusions regarding the safety and effectiveness of approved
uses of ESAs for those of FDA. BIO urges CMS to acknowledge the important role of
the FDA and its experts in evaluating the safety and effectiveness of approved indications
of drugs and biologicals. Therefore, CMS should delay finalizing the Proposed NCD
until after the FDA has completed its current clinical review of the safety and
effectiveness of ESA therapy. Finally, BIO requests that CMS ensure that its coverage
policies do not interfere with the ability of practitioners to make patient-centered
treatment decisions, especially in oncology, and that CMS abide by the statutory
protections for anti-cancer therapy.

L Medicare Coverage Decisions on Drugs and Biologicals Should Be
Firmly Supported by the Scientific Evidence.

BIO recognizes CMS’ statutory authority to provide Medicare coverage
only for those health care items and services that the agency determines are reasonable
and necessary for the diagnosis or treatment of illness or injury.! However, it is
imperative that CMS rely on a strong evidentiary foundation when making national
coverage determinations that affect Medicare beneficiary access to care, particularly
when such determinations result in coverage restrictions. BIO is a strong supporter of
evidence-based medicine, and believes that clinical decisions made by physicians and
patients should be based on the best available scientific evidence. Evidenced-based
medicine “de-emphasizes intuition, unsystematic clinical experience, and
pathophysiologic rationale as sufficient grounds for clinical decision-making and stresses
the examination of evidence from clinical research.”® The Proposed NCD seems to
conflict with the evidence-based coverage standards that CMS has endeavored to uphold
by not evaluating the totality of the scientific evidence, and reaching conclusions that
contradict the medical judgment of experienced clinical oncologists. Indeed, Dr. S. Gail
Eckhardt, Chair of FDA’s Oncology Drugs Advisory Committee (ODAC) recently
commented, “I was shocked to see how the CMS restrictions go way beyond the
scientific evidence that indicates what’s actually proven beneficial or not beneficial... 3
CMS appears to be proposing coverage restrictions on ESAs based on an unproven
theoretical premise regarding the safety of the products in certain instances, and placing
the burden on the manufacturers to prove this premise wrong. BIO is concerned by the
potential precedent of this approach to Medicare coverage because it lacks firm

" Social Security Act § 1862(a)(1)(A).
2 Dr. Steve Phurrough, “Medicare Coverage Decisions: Balancing Competing Demands.” National Health
Policy Conference Presentation, February 2, 2005, available at:

hitp://www.academyhealth .org/nhpc/2005/phurrough pdf.
3 The Cancer Letter, May 18, 2007, Vol. 33 No. 19
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grounding in the available scientific evidence. BIO urges CMS to strictly adhere to the
principles of evidence-based medicine when making coverage decisions that affect
Medicare beneficiary access to ESAs, as well as other drug and biological therapies.

BIO is concerned that the specific coverage restrictions on ESAs in the
Proposed NCD lack clear support in the scientific evidence, and contradict the
established standard of care. Several of the proposed restrictions are inconsistent with
widely accepted clinical practice guidelines, and have been questioned by members of the
practicing oncology community who have submitted comments to the Proposed NCD.
For example, many clinical experts in oncology disagree that the scientific evidence
supports CMS’ proposed non-coverage for the use of ESAs in chemotherapy regimens
that include certain drug and biological therapies. Clinical experts also disagree that the
evidence supports restrictions on the coverage of ESAs to only patients with hemoglobin
levels of <9 g/dl immediately prior to initiation of dosing for the month in patients
without known cardiovascular disease. In light of these concerns, BIO strongly urges
CMS to ensure that the final NCD is well-supported by the full body of scientific
evidence, and that any coverage restrictions do not inappropriately limit medically
accepted uses and further restrict the FDA labeled indications.

IL CMS Should Acknowledge the Role of the FDA in Evaluating the
Safety and Effectiveness of Approved Uses of Drugs and Biologicals.

As a payer of health care services, CMS has the authority to provide
Medicare reimbursement for health care items and services that the agency determines
are reasonable and necessary. FDA’s mission is to promote and protect the public health,
which includes the approval of drugs and biologicals based upon demonstration of safety
and effectiveness for the conditions of use prescribed in the labeling.* FDA has approved
two ESAs for oncology indications and continues to monitor and assess the safety and
effectiveness of these products. FDA worked with the manufacturers to change the full
prescribing information for the products earlier this year, and the ODAC recently
recommended that: FDA consider additional labeling changes; that additional safety
studies be conducted; and that the committee reconvene to consider additional issues and
recommendations to FDA.

In light of the pending FDA review and action, implementation of the
coverage restrictions outlined in this Proposed NCD is premature. Disregarding the
FDA’s safety and effectiveness review of ESAs would essentially result in CMS creating
a second set of prescribing guidelines in addition to FDA, and would result in the
inability of Medicare patients to access the approved treatment to the full extent of the
labeling. The four corners of the approved labeling— as agreed upon by experts in
oncology and other related areas of medicine, both within and outside of FDA, and as
implemented to meet a particular patient’s needs— would become less relevant in light of

* FDA Modermnization Act of 1997 (P.L. 105-115); Section 505(d) of the Federal Food, Drug and Cosmetic
Act.
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these Medicare coverage realities. Thus, CMS should delay finalizing this NCD until
FDA has considered the results of the May 10, 2007 ODAC and completed its
reevaluation of the ESA labels. In addition, CMS should take into account the results of
the FDA'’s review prior to implementing any Medicare coverage restrictions.

Also of significant concern to BIO is the statement in the Proposed NCD
that CMS is interested in public comments addressing whether access to ESAs should be
limited to patients who are enrolled in clinical research trials with informed consent and
safety monitoring. BIO strongly disagrees with any efforts to limit coverage of all uses
of an approved drug or biological solely to patients enrolled in clinical research trials.
Such an unprecedented action would be inconsistent with the status of ESAs as approved
by FDA to provide safe and effective treatment for anemia in cancer patients, and with
recent actions and recommendations by FDA and ODAC. It would also significantly
interfere with the ability of physicians to provide proper care and treatment to their
cancer patients. Limiting coverage of ESAs only to those in clinical trials would
discriminate against Medicare beneficiaries who are unable to enroll in such trials due to
factors beyond their control (e.g., proximity to an approved study site). Not all
community oncologists are clinical investigators, and this restriction would place an
undue burden on providers who would be required to administer the research protocol.
Additionally, making coverage available only to beneficiaries enrolled in clinical trials
could be considered coercion. Medicare patients should not be pressured into signing
informed consent forms and participating in clinical trials in order to access ESAs or any
other FDA-approved therapies. Given the aforementioned concerns, BIO urges CMS not
to implement such unprecedented restrictions in cancer care.

I11. CMS Should Not Interfere with Physician Judgment in Medical
Decision-Making, Especially in Oncology.

BIO is also deeply concerned that CMS’ proposal would interfere with the
ability of clinicians to make appropriate treatment decisions based on the unique clinical
circumstances and preferences of each patient, and could effectively limit beneficiary
access to medically appropriate therapies. Patients respond differently to the same
treatment interventions based on a variety of clinical factors. This is especially true in the
case of innovative drug and biological therapies, which often target specific mechanisms
of action that allow particular therapies to work in specific patient populations. In order
to achieve the best possible health outcomes, practitioners must have the flexibility to
tailor the appropriate course of treatment for each patient based on individual clinical
circumstances. In addition, many new uses of drugs and biologicals are found to be
effective in very small, unique patient populations for whom FDA-approved labeling is
difficult to obtain. Imposing coverage requirements that fail to adequately allow for
practitioner flexibility and variations among patients can interfere with the ability of
providers to deliver the most appropriate care, and could lead to suboptimal health
outcomes.
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The ability of clinicians to make patient-centered treatment decisions
based on the scientific evidence is particularly important in oncology. In oncology, the
standard of care advances approximately every six months, if not sooner, as clinical
research discovers effective new treatment regimens. Many of these treatment options
involve drugs and biologicals for indications not initially approved by the FDA. Congress
recognized the critical role of protecting Medicare beneficiary access to medically
appropriate uses of drug and biological therapies in fighting cancer when it enacted the
Medicare statute’s requirement to cover off-label indications of drugs used in anticancer
regimens when listed in the recognized compendia.’ Medicare contractors are also
granted the discretion to ensure beneficiary access to important drugs and biologicals if
they determine that the use is supported by peer-reviewed medical literature or that the
use is “medically accepted generally as safe and effective for the particular use.”®

The Proposed NCD would eliminate Medicare coverage for certain
unapproved uses of ESAs in oncology, including anemia of myelodysplasia (MDS) and
anemia of myeloid cancers. This would severely limit the treatment options available to
cancer patients and their doctors, and undermine the Congressional protections for anti-
cancer therapy to the extent that the uses are medically accepted in the recognized
compendia and established in the medical literature. By eliminating coverage for many
off-label uses of ESAs, many cancer patients who would benefit from such treatment
could be effectively denied it. Further, many cancer patients currently rely on ESAs to
tolerate the side effects of other chemotherapy agents. By restricting coverage for ESAs,
CMS could, by default, also limit access for other effective anti-cancer therapies used as
part of a chemotherapy regimen. In finalizing the NCD, CMS should consider these
consequences, and recognize the critical role of the physician in determining and
delivering the most appropriate care for each Medicare patient.

Iv. CMS Should Remain Consistent with Current Statutory Protections
for Anti-Cancer Therapy and Adhere to the FDA Label.

Due to the existing statutory protections for Medicare beneficiary access
to anti-cancer therapies, CMS should adhere to the approved indications of ESAs until
further action by the FDA. Doing so is not only necessary to ensure that Medicare
patients maintain access to medically appropriate cancer treatments, but also is consistent
with the laws that govern Medicare coverage policies. In 1993, Congress enacted
legislation that was intended to resolve questions about the discretion of Medicare
officials and contractors to limit coverage of medically appropriate cancer therapies.
Accordingly, in §1861(t)(2) of the Social Security Act (42 U.S.C. §1395x(t)(2), the term
“drugs” is specifically defined to include “any drugs or biologicals used in an anticancer
chemotherapeutic regimen for a medically accepted indication,” which is further defined
to include “any use which has been approved by the Food and Drug Administration™ as

3 Social Security Act § 1861(1)(2)(B)(i)(D).
6 Social Security Act § 1861(t)(2)(B)i)(I); Medicare Benefit Policy Manual (CMS Pub. 100-2),ch. 15, §
504.5.
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well as any compendia-supported use that has not been found by the Secretary to be
medically inappropriate.

In enacting this legislation, Congress clearly intended for Medicare
beneficiaries to have access to on-label and off-label uses of medically appropriate cancer
therapies. BIO believes that CMS is acting contrary to this Congressional intent and is
doing so without an evidentiary basis with regard to the coverage limitations applicable
to on-label uses of ESAs. In addition, the statute provides that if off-label coverage is to
be restricted in a manner that conflicts with compendia references, there must be a
specific determination by the Secretary that the restricted uses are medically
inappropriate. There is no evidence supporting such a determination.

V. Conclusion

In conclusion, BIO sincerely hopes that CMS will give thoughtful
consideration to our comments and concerns prior to finalizing this NCD. If you have
any questions regarding our comments, please contact John Siracusa at 202-312-9281.
Thank you for your attention to this very important matter.

Respectfully submitted,
Is/

Sandra J.P. Dennis
Deputy General Counsel for Health
Care Regulatory Affairs

/s/

John A. Siracusa
Manager, Medicare Retmbursement
and Economic Policy

cc: Louis Jacques, MD
Maria Ciccanti, RN
Tara Turner, PharmD
Elizabeth Koller, MD, FACE
Shamiram Feinglass, MD, MPH
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Scott Kruger MD
3000 Coliseum Drive #104
Hampton, Virginia 23666

Re: ESA Guidelines

Dear Committee:

Thank you for your hard work in addressing this issue. As a practicing
medical hematologist and oncologist, [ am very concerned about the
ramification some of the new proposals would have on my patients. I have
used erythropoietins for more than 10years. Ibelieve, like any drug a
physician needs to use them carefully for appropriate reasons and weight the
risks and benefits of treatment. Having had a patient develop hepatitis C from
blood transfusions and die of liver failure keeps the risk of transfusion in the
front of my mind. While the blood system is safer today, this risk is real.
Aids and other diseases can cause unnecessary mortality and morbidity. The
erythropoietin’s do decrease the need for RBC transfusions and when used
appropriately a safer alternative. In my community, we do not have a place
where we could handle the increased number of transfusions that the current
proposal would result in. As a certificate of public needs state our inpatient
beds are limited. We will not be able to meet our patient’s needs for
transfusion therapy. Outpatient space is also limited and there will not be
enough blood available to meet the need. I feel that appropriate use of
erythropoietins is warranted.



the drug is initiated. As you are aware, clinical studies show that a 1 g/dl rise in
Hgb can take 6 — 8 weeks once drug therapy is initiated. Avoidance of
transfusions is better accomplished by an earlier intervention at a HGB of <11.
This has been shown in at least 6 different randomized studies.

The current proposal to limit the maximum treatment at 12 weeks per year does
not take into account the advances we are making with cancer patients with
metastasis disease. Many patients are working and maintaining their quality of life
by staying on treatment. It is not uncommon to see a terminal colon cancer or
breast cancer patient stay on treatment for months and even years for palliation.
Many of my patients have been on many treatment regimens and continue to work
and care for their families. The ESA have been instrumental in helping them to
maintain a productive quality of life. The exclusion of EGFR and VEGF
inhibitors is not based on any safety or clinical study. A patient receiving
chemotherapy in combination with these newer agents should not be prevented
from receiving the benefits of the ESA drugs.

As a practicing hematologist, I am particularly concerned about my patients with
myelodysplasia and multiple myeloma. There are many randomized trials that
show efficacy of these drugs in these conditions. I have seen first hand, how these
drugs improve the quality of life of patients with these diseases.

While [ do not envy your task, I do feel that there are safe and reasonable
guidelines that can maximize the safety to our patients and not compromise
clinical efficacy. Physician groups have used the medical literature effectively and
written guidelines for these medications (ASCO, NCCN, USOncology). I ask that
we take an evidence medicine based approach in this decision making process. |
encourage you to ask the pharmaceutical industry to fund clinical trials to answer
further questions. Please, let’s not ignore the benefits of these medications. The
ESA have benefited cancer patients and allowed them to live, work and function in
society. Years ago, patents stayed in hospitals or remained homebound because
they were too weak and sick to function. Please, let us not take a step backwards.

[ would rather see us go forward and use the current medical literature that
supports rational guidelines for the use of these agents.

Sincerely,

G

Scott Kruger MD
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Re: Comment Regarding Changes in Medicare Policy re: Erythropoiesis Stimulating Agents (ESAs) for

Non-renal Disease Indications (CAG-00383N)

Thank you for inviting comment regarding your proposed changes in Medicare policy re: ESAs. | have been in the
practice of Hematology and Medical Oncology in the Community and University settings in North Carolina and California
for over six years, treating patients with a broad spectrum of malignancies and blood disorders. | agree that growth
factors have made a huge (positive) difference in our treatments and | agree that there is a need for national coverage
standards as well as a rational, evidence-based response to FDA warnings about ESAs (and all drugs).

it is my experience that both darbepoetin alfa and epoetin alfa have equal efficacy in treating selected forms of anemia
and | believe that CMS should therefore establish the same list of indications to support medical necessity for both. This
list should include all indications where evidence shows that ESAs are safe and effective.

| believe that Quality of Life, reduced morbidity and side effects secondary to our antineoplastic therapies, and
transfusion avoidance are relevant, important endpoints for patients living with cancer. Transfusions carry both expense
(cost of blood, blood bank personnel time, nursing time, transfusion bed time, and the patient’s time) and considerable
risk (of reactions, HIV, and Hepatitis).

| disagree with discontinuing ESAs for failure to achieve a 1 g/dl Hemoglobin increase in four weeks; | do not believe
that this is evidence-based. Clinical studies consistently show that the optimal response takes 2 — 12 weeks to occur.




Neither darbepoetin alfa nor epoetin alfa reliably ‘achieves and increase of 1 g/dlin 4 weeks at standard doses.
Standard doses usually require 5 — 7 weeks for 1 g/dl response.

| believe that there must be a provision for dose escalation in non-responders — it has been the standard of care of
ten years to dose escalate in non-responders at 6 — 8 weeks. There has been no evidence showing a safety risk
associated with dose escalation.

| agree with restricting the use of ESAs in most people who have a hemoglobin level of > 12 g/dl. Trials that pushed
hemoglobin above the limit (in the hopes of improving patients’ response rates to treatment) showed an increased risk
of thrombotic events, clearly not in the patients’ best interest. However, in patients who are currently undergoing
chemotherapy, who have a hemoglobin level of 12.0 or 12.1 and who will be receiving myelosuppressive treatments
within the next week, should receive ESAs with the goal of keeping the hemoglobin at the 12.0 g/dI level.

| disagree with your suggested change to not cover multiple myeloma, MDS, and chronic anemia of cancer.
Transfusion avoidance is as important for people who are currently not receiving chemotherapy (such as people
multiple myeloma, myelodysplastic syndromes, or metastatic cancers) as for those who are receiving chemothearapy.
Studies that showed significant and life-threatening events in certain patients who have taken ESAs for non-renal
diseases, do not appear to have included any patients with bone marrow failure (such as MDS). Most patients with
MDS are elderly; many have comorbidities that make alternative treatments such as chronic transfusions and
aggressive chemotherapy, very risky. ESAs have been found to be safe and beneficial (therapeutic as well as
supportive) in all subtypes of MDS.

| disagree with a 12 week maximum allowance for ESA usage. When the original studies that formed the basis for
FDA approval of ESAs in chemo-related anemia were done, they were done with a 12 week course of chemotherapy.
In the last 20 years, the duration of antineoplastic therapies has increased due to the availability of supportive agents
as well as the number of active agents available. For patients undergoing first, second, and third line regimens lasting
even 6 -12 months in a given year, the 12 week maximum allowance is grossly inadequate. Also, there is no evidence
suggesting that the use of ESAs for more than 12 weeks is associated with more safety issues (as there is with greatly
elevated hemoglobin levels).

i disagree with your proposed non-coverage ESAs in patients receiving VEGF or EGFR inhibitors. These agents are
known to induce anemia and are often given with other anemia-inducing regimens. There is no evidence that ESA
usage antagonizes the therapeutic effect of VEGF/EGFR inhibitors.

In summary, | believe that the benefits of ESAs have been demonstrated in the literature in over 2000 patients,
correcting anemia and reducing transfusion rates. While cancer patients’ quality of life, functionality, and general
well-being are greatly improved by maintaining hemoglobin concentrations near 12 g/dl, there is no evidence that
transfusions are safer or more effective than ESA use in patients with Hemoglobin levels between 9—-11. Your
proposed changes could increase the blood demand by 20% and could risk depletion of the national blood supply.

I strongly recommend that you approve use of ESAs: 1) to be started at Hgb < 11 g/dI, 2)
that dose escalation be allowed, 3) that treatment be held with Hgb > 12 and treatment be restarted as soon as Hgb
subsequently drops below 12, 4} include coverage for MDS and Multiple Myeloma, 5) maintain coverage for patients
receiving VEGF and EGFR inhibitors, and 6) coverage be continued for as long as chemo-induced anemia continues up
to 12 weeks after chemotherapy is concluded. Thank you for inviting my comments.

E (7 7))

Shane P. Dormady, MD, PhD

SPD:sdg
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Re: Comment Regarding Changes in Medicare Policy re: Erythropoiesis Stimulating Agents (ESAs) for

Non-renal Disease Indications (CAG-00383N)

Thank you for inviting comment regarding your proposed changes in Medicare policy re: ESAs. | am an Oncology Nurse
Clinician, treating patients with a broad spectrum of malignancies and blood disorders in the Community setting for
twenty years. | agree that growth factors have made a huge (positive) difference in our treatments and | agree that there
is a need for national coverage standards as well as a rational, evidence-based response to FDA warnings about ESAs (and
all drugs).

It is my experience that both darbepoetin alfa and epoetin alfa have equal efficacy in treating selected forms of anemia
and | believe that CMS should therefore establish the same list of indications to support medical necessity for both. This
list should include all indications where evidence shows that ESAs are safe and effective.

I believe that Quality of Life, reduced morbidity and side effects secondary to our antineoplastic therapies, and
transfusion avoidance are relevant, important endpoints for patients living with cancer. Transfusions carry both expense
(cost of blood, blood bank personnel time, nursing time, transfusion bed time, and the patient’s time) and considerable
risk (of reactions, HIV, and Hepatitis).

.

| disagree with discontinuing ESAs for failure to achieve a 1 g/dl Hemoglobin increase in four weeks; | do not beliave
that this is evidence-based. Clinical studies consistently show that the optimal response takes 2 — 12 weeks to occur.

N



Neither darbepoetin alfa nor epoetin alfa reliably achieves and increase of 1 g/dl in 4 weeks at standard doses.
Standard doses usually require 5 -7 weeks for 1 g/dl response.

| believe that there must be a provision for dose escalation in non-responders — it has been the standard of care of
ten years to dose escalate in non-responders at 6 — 8 weeks. There has been no evidence showing a safety risk
associated with dose escalation.

| agree with restricting the use of ESAs in most people who have a hemoglobin level of > 12 g/dl. Trials that pushed
hemoglobin above the limit (in the hopes of improving patients’ response rates to treatment) showed an increased risk
of thrombotic events, clearly not in the patients’ best interest. However, in patients who are currently undergoing'
chemotherapy, who have a hemoglobin level of 12.0 or 12.1 and who will be receiving myelosuppressive treatments
within the next week, should receive ESAs with the goal of keeping the hemoglobin at the 12.0 g/dl level.

| disagree with your suggested change to not cover multiple myeloma, MDS, and chronic anemia of cancer.
Transfusion avoidance is as important for people who are currently not receiving chemotherapy (such as people
multiple myeloma, myelodysplastic syndromes, or metastatic cancers) as for those who are receiving chemotherapy.
Studies that showed significant and life-threatening events in certain patients who have taken ESAs for non-renal
diseases, do not appear to have included any patients with bone marrow failure (such as MDS). Most patients with
MDS are elderly; many have comorbidities that make alternative treatments such as chronic transfusions and
aggressive chemotherapy, very risky. ESAs have been found to be safe and beneficial (therapeutic as well as
supportive) in all subtypes of MDS.

| disagree with a 12 week maximum allowance for ESA usage. When the original studies that formed the basis for
FDA approval of ESAs in chemo-related anemia were done, they were done with a 12 week course of chemotherapy.
In the last 20 years, the duration of antineoplastic therapies has increased due to the availability of supportive agents
as well as the number of active agents available. For patients undergoing first, second, and third line regimens lasting
even 6 -12 months in a given year, the 12 week maximum allowance is grossly inadequate. Also, there is no evidence
suggesting that the use of ESAs for more than 12 weeks is associated with more safety issues (as there is with greatly
elevated hemoglobin levels).

| disagree with your proposed non-coverage ESAs in patients receiving VEGF or EGFR inhibitors. These agents are
known to induce anemia and are often given with other anemia-inducing regimens. There is no evidence that ESA
usage antagonizes the therapeutic effect of VEGF/EGFR inhibitors.

In summary, | believe that the benefits of ESAs have been demonstrated in the literature in over 2000 patients,
correcting anemia and reducing transfusion rates. While cancer patients’ quality of life, functionality, and general
well-being are greatly improved by maintaining hemoglobin concentrations near 12 g/dl, there is no evidence that
transfusions are safer or more effective than ESA use in patients with Hemoglobin levels between 9—-11. Your
proposed changes could increase the blood demand by 20% and could risk depletion of the national blood supply.

I strongly recommend that you approve use of ESAS: 1) to be started at Hgb < 11 g/dl, 2)
that dose escalation be allowed, 3) that treatment be held with Hgb > 12 and treatment be restarted as soon as Hgb
subsequently drops below 12, 4) include coverage for MDS and Multiple Myeloma, 5) maintain coverage for patients
receiving VEGF and EGFR inhibitors, and 6) coverage be continued for as long as chemo-induced anemia continues up
to 12 weeks after chemotherapy is concluded. Thank you for inviting my comments.

Sincerely,

;,1%/\076(& @\, 0 M>

Sherri D. Garoutte, RN, OCN
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[ASH Comments to the Centers for Medicare and Medicaid Services on coverage
for Erythropoiesis Stimulating Agents (ESAs) filed electronically on April 12, 2007]

April 12, 2007

The American Society of Hematology (ASH) represents over 11,000 hematologists in the
United States who are committed to the treatment of blood and blood-related diseases.
ASH members include hematologists and hematologist/oncologists who regularly render
services to Medicare beneficiaries. The Society appreciates this opportunity to comment
on the use of Erythropoiesis Stimulating Agents (ESAs) for conditions other than end-
stage renal disease as Medicare begins developing a National Coverage Determination
(NCD).

New research studies report an excess of serious and life-threatening events associated
with the use of ESAs in non-anemic patients in various clinical settings, and the Food and
Drug Administration (FDA) has recently issued new warnings regarding the use of ESAs.
Thus, ASH believes it is important for Medicare to carefully review all policies related to
the administration of ESAs and, in particular, the scientific evidence, to determine the
appropriate use of ESAs for multiple clinical indications.

Of paramount importance to ASH is to ensure the highest degree of patient safety and to
protect against not only the overuse of these drugs, but their underuse and misuse as well.
Consequently, ASH notes that ESAs help to reduce the need for transfusions and thereby
alleviate strain on the nation’s blood supply. Therefore, the impact on the blood supply
should be taken into account when determining changes in the use of these products. In
addition, while ASH accepts the relevance of four recently completed cancer trials that
evaluated new dosing regimens and new patient populations, we recognize that additional
high quality clinical trials are needed to better understand the impact of ESAs on patients
with hematologic malignancies.

Below are ASH’s comments concerning use of ESAs for patients with conditions other
than end-stage renal disease, including recommendations about treatment targets and
duration. Because all ESAs have the same mechanism of action, ASH, like the FDA,
believes these comments apply to all ESAs (marketed as Procrit, Epogen, and Aranesp).
While some local carriers have separated policies for darbepoetin alfa (Aranesp) and
epoetin alfa (Epogen and Procrit), ASH believes there should be a single national
coverage policy because the products are basically interchangeable and use of one is
essentially equal to the use of the other.

Coverage of ESAs for Patients with Conditions Other than End-Stage Renal Disease

¢ Chemotherapy associated anemia (285.22)
ESAs may be used as a treatment option for patients with chemotherapy-associated
anemia. ASH notes that a patient may continue to suffer from anemia for some time
following completion of chemotherapy treatment and recommends that coverage of
ESAs be continued for treatment of anemia for 90 days post chemotherapy. If anemia



persists beyond 90 days after completion of chemotherapy, it would be reasonable to
re-evaluate the anemia to determine if this continues to be a result of the
chemotherapy, thereby justifying continuation of ESA treatment, or if another process
is in place. ASH believes most patients should recover in this time period, but notes
evidence from randomized clinical trials concerning this issue is not available and
recommends prospective studies concerning this topic.

Anemia of chronic disease (Anemia of chronic inflammation) (285.29)

ESAs may be used as a treatment option for patients with anemia of chronic
inflammation. ASH notes that the anemia of cancer is not included and is distinct
from this category. Anemia of inflammation is a common consequence of chronic
infections and noninfectious generalized inflammatory disorders. The diagnosis is
usually exclusionary; meaning other causes of the anemia have been ruled out.
Common features include: low or normal serum iron, low or normal iron-binding
capacity levels, and elevated iron in reticuloendothelial cells in bone marrow;
however, there may be variation. ASH recommends that Medicare cover the use of
ESAs for the anemia of chronic disease when the following conditions are met: the
pretreatment Hct level is 30 percent or less and/or if the patient has been transfusion
dependent; the pretreatment erythropoietin level is 100MU/ml or less; and at least one
of the following applies: low or normal serum iron, low or normal iron binding
capacity, normal or elevated serum ferritin, iron is present in the bone marrow
(requires bone marrow aspiration and/or biopsy).

Patients with hematologic malignancies not on chemotherapy
ESAs may be used as a treatment option for patients with hematologic malignancies
but who are not on chemotherapy. There is evidence to support the use of ESAs in
patients with anemia associated with low-risk myelodysplasia (less than five percent
blasts). Myelodysplastic syndromes (MDS) are a heterogeneous group of
hematological malignancies characterized by dysplastic and ineffective hematopoiesis
and a variable risk of transformation to acute leukemia. Low risk myelodysplasia
with less than five percent blasts can include the following (World Health
Organization classification) forms of myelodyplasia:
e Refractory anemia (RA) (238.72)
e Refractory anemia with ringed sideroblasts (RARS) (238.72)
e - Refractory cytopenia with multilineage dysplasia (RCMD) (238.72)
e Refractory cytopenia with multilineage dysplasia and ringed sideroblasts (RCMD-
RS) (238.72)
o Myelodysplastic syndrome, unclassified (MDS-U) (238.75)
e MDS associated with isolated del(5q) (238.74)
Refractory anemia can be defined as erythropoietic insufficiencies that cannot be
assigned to a specific vitamin or mineral deficiency. ASH recommends that
Medicare cover treatment with ESAs in patients with MDS who meet the following
criteria:
1. Hemoglobin (Hgb) of 10 g/dl or Hematocrit (Hct) of 30% or less
2. Patients who have a reasonable expectancy of longer survival
3. Patients who need or are anticipated to need frequent transfusions



4. Treatment with ESAs will end or reduce the need for transfusions.

Experts in hematology have used ESAs to treat anemic patients with multiple
myeloma, non-Hodgkin lymphoma and chronic lymphocytic leukemia (CLL) in the
absence of chemotherapy where the ESAs have proven effective. ASH
acknowledges, however, that there are no randomized clinical trials to support use of
ESAs in these hematologic malignancies, and strongly recommends this to be an area
for further study and evaluation. ASH notes that the large seminal studies used by
FDA to support public safety warnings do not include adequate numbers of patients
with hematologic malignancies not undergoing chemotherapy to allow appropriate
analysis. In the absence of randomized clinical trial data, coverage for these patients
should be on a case by case basis.

Treatment Recommendations

Starting and ending targets

ASH recommends that ESAs be started in appropriate clinical settings at a
hemoglobin level at or below 10 g/dl. (ASH notes that this can be considered the
same as an Hct of 30%, but uses hemoglobin because it is directly measurable and
used in the literature.) ASH notes, however, that there may be extenuating
circumstances when treating patients with co-morbidities, such as cardiac or
pulmonary disease, (which should be documented) that could justify use of ESAs
before the hemoglobin has decreased to 10 g/dl.

ASH believes the therapeutic goal should be a hemoglobin level of no higher than 12
g/dl and recommends that the dose of ESA be modified in accordance with the recent
FDA black box warning when the hemoglobin approaches 12 g/dl. It is important to
encourage doctors to be vigilant in monitoring patient blood counts when treating
with ESAs, and iron levels in non-responders.

Non-response

ESAs should not be continued after eight weeks in the absence of response, assuming
the appropriate dose increase has been attempted in low-responders. A response is a
rise in hemoglobin of 1 g/dl or greater.

Hematologic malignancy patients treated with chemotherapy

Chemotherapy associated anemia in patients with hematologic malignancies
(Myeloma and other plasma cell dyscrasias, Hodkins and non-Hodgkins lymphoma,
low grade myelodysplasias, and CLL) should be treated according to the parameters
recommended above.

Anti-tumor therapy
Current data do not support the use of ESAs solely to potentiate the effectiveness of
anti-tumor therapy.

Again, thank you for this opportunity to share ASH’s recommendations concerning use
of ESAs for conditions other than ESRD. ASH is currently updating our evidence-based



practice guidelines concerning use of Epoetin to include other ESAs and is willing to
share this information as the draft becomes available later this summer. We would
welcome a meeting with Medicare medical officers and analysts to discuss our
recommendations with more specificity and hope to maintain an ongoing dialog with
CMS over the issue of ESA usage, particularly as additional information becomes
available and ASH’s ESA guidelines are finalized. In the meantime, if you need
additional information or have any questions, please contact Mila Becker of the ASH
staff at 202-776-0544 or mbecker@hematology.org.

Sincerely,

O

Samuel Silver, MD, PhD
Chair, ASH Reimbursement Subcommittee
Councilor, ASH Executive Committee

References follow
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Baltimore, MD 21244

RE: Proposed Decision Memorandum for Erythropoiesis Stimulating Agents (ESAs) for non-renal
disease indications (CAG-00383N)

Dear Dr. Phurrough:

On behalf of the Connecticut Oncology Association, representing medical oncologists and
community oncology in the state of Connecticut, we would like to present our comments regarding
the above-referenced proposed National Coverage Determination (NCD) use of erythropoiesis-
stimulating agents (ESAs) in the management of anemia due to conditions other than chronic renal
insufficiency.

Introduction

Anemia is a major problem in cancer patients, with significant adverse effects on quality of life
and overall health. Estimates of the proportion of cancer patients with anemia are as high as 100%
in some populations. Adverse effects of anemia include fatigue, weakness, congestive heart
failure, worsening dementia and risk of falls. Prior to the availability of ESAs such as epoetin alfa
(Procrit, Epogen) and darbepoetin alfa (Aranesp), anemia in cancer patients was generally treated
only with transfusions of packed red blood cells, adding a significant additional burden to cancer
patients’ difficult treatment regimens and exposing patients to the many adverse effects of
transfusions.

The availability of ESAs has revolutionized the treatment of anemia in cancer patients, decreasing
the frequency of transfusions and their attendant adverse effects, improving the tolerability of
chemotherapy and other difficult cancer treatments, and improving patient quality of life. Since
the initial FDA approval of epoetin alfa in 1989, ESAs have had a long history of safe and
effective use when used appropriately.




Results of recent trials

Recent studies have reported adverse outcomes in patients receiving ESAs for various indications.
These studies generally used unapproved or experimental doses and schedules of ESAs that do not
reflect the current standard of care for ESA use in contemporary community oncology or current
evidence-based guidelines published by national groups. In general, the experimental regimens
involved higher hemoglobin (Hgb)/hematocrit (Hct) targets than are used in practice and/or
inadequate monitoring of response to treatment. As noted below, some of these studies have not
been published. The results of the published studies are briefly reviewed here.

DAHANCA 10 (Danish Head and Neck Cancer Study Group)

In this trial,’ patients receiving radiation therapy for advanced head and neck cancer were randomized to receive
(1) darbepoetin to maintain a hemoglobin of 14.0-15.5 g/dL, or (2) no darbepoetin. The darbepoetin group had
poorer three-year locoregional control and a trend toward poorer survival (p=0.08). The trial was terminated
early.

The target hemoglobin range in the treated group in this study would be considered inappropriately high by
today’s standards. The current standard of care generally includes beginning treatment with an ESA when the
hematocrit is less than 33% (roughly equivalent to a hemoglobin of less than 11 g/dL) and withholding treatment
if the hematocrit is 36% or greater (hemoglobin 12 g/dL or greater).

Amgen trial

Amgen’ reported preliminary results of a randomized controlled trial in which 989 anemic cancer patients not
receiving chemotherapy were randomized to receive (1) darbepoetin with a target hemoglobin of 12 g/dL, or (2)
placebo. The treated arm did not have a lower need for PRBC transfusions and had increased mortality (hazard
ratio 1.25, 95% confidence interval 1.04-1.51). The results of this study were discussed in a “Dear Health Care
Professional” letter sent by Amgen, but the study has not been published.

These findings are concerning because the target hemoglobin range appears similar to that used in practice today,
but further details of the trial have not been released and thus multiple questions remain unanswered. Were other
causes of anemia excluded or treated appropriately? Was appropriate iron supplementation given? Were the
patients terminally ill, or did they have a particularly poor prognosis? What were the “cutoff” rules for
administering Aranesp? What was the effect of treatment on quality of life? It is difficult to assess the relevance
of this trial without answers to these questions.

Ortho Biotech study

Wright et al.” reported the results of a randomized controlled trial in which anemic non-small-cell lung cancer
patients not receiving chemotherapy were randomized to receive (1) epoetin alfa with a target hemoglobin of 12-
14 g/dL, or (2) placebo. The study was closed early because of higher mortality in the treated arm (p=0.04).
Patients in the treated arm did not have fewer PRBC transfusions or improved quality of life.

Again, the target hemoglobin range in the treated group in this study would be considered inappropriately high
by today’s standards. Epoetin alfa was only withheld if the hemoglobin exceeded 14 gm/dL, and was then
resumed with a 25% dose-reduction when the hemoglobin fell below 12 gm/dL. A 25% dose-reduction was also
instituted if the hemoglobin increased by 2 mg/dL or more during any four-week period. The standard of care in
the community is to withhold treatment with ESAs if the hematocrit is 36% or greater (roughly equivalent to a
hemoglobin of 12 gm/dL or greater).

Hoffman-La Roche study

Hoffman-La Roche* suspended a trial of a pegylated epoetin beta product in February 2007 because of “a
numerical imbalance in the number of deaths across the four arms of the study.” No other information on this
trial is available. Pegylated epoetin beta is not approved for use in the United States and thus the applicability of




these results is unclear. In addition, the unanswered questions regarding the Amgen trial above apply for this
study as well.

N93-004 trial

Grote et al."® reported the results of a randomized, double-blind, placebo-controlled trial in which patients
receiving chemotherapy for smail-cell lung cancer and hemoglobin less than or equal to 14.5 g/dL were
randomized to receive either epoetin alfa 150 U/kg three times weekly or placebo until three weeks after the
completion of chemotherapy. The trial was terminated early “because of slow improvement and suboptimal
enrollment,” not because of adverse events. In this trial, despite a hemoglobin starting level higher than that used
in the community, no differences in overall survival or mortality were observed.

Leyland-Jones trial

Leyland-Jones et al."” reported the results of a randomized, double-blind, placebo-controlied trial in which
patients receiving chemotherapy for metastatic breast cancer with a hemoglobin of less than 13 g/dL were
randomized to receive either epoetin alfa 40,000 units weekly, with a hemoglobin target range of 12-14 g/dL, or
placebo. The hemoglobin was monitored weekly for the first four weeks of therapy and every three to four
weeks thereafter. The trial was terminated early because of inferior survival in the epoetin alfa group.

The higher target hemoglobin range in this study does not reflect the standard of care in the community. In fact,
many of the patients in this study would not even have been started on an ESA in most oncology practices today,
since ESAs are usually not started until the hematocrit is less than 33% (roughly equivalent to a hemoglobin of
less than 11 g/dL). In addition, monitoring of hemoglobin response was performed inappropriately infrequently
during the trial. In most oncology practices, the hemoglobin and hematocrit are checked prior to each ESA dose.

Rosenzweig trial

Rosenzweig etal® reported the results of a randomized, unblinded trial in which patients receiving
chemotherapy for metastatic breast cancer with a hemoglobin of less than 12 g/dL. were randomized to receive
either epoetin alfa 40,000 units weekly or placebo. The trial was terminated early because of an excess of
thrombotic complications in the epoetin group. Four of 14 patients on the epoetin alfa arm developed thrombotic
complications, whereas none of 13 patients on the observation arm developed thrombotic complications. The
hemoglobin levels in patients with thrombotic complications were 12.0, 11.2, 14.5 and 11.4 g/dL. The authors
noted that “ [t]he thrombotic event incidence was non-significant between groups.”

The results of this trial, as the authors indicate, do not show a statistically significant increase in thrombotic

- complications in patients receiving epoetin alfa. In addition, no information is reported on how the response to
epoetin alfa was monitored, what (if any) stopping rules were used, or whether there was any difference in
survival between groups.

Henke trial

Henke et al.?' reported the results of a randomized, double-blind, placebo-controlled trial in which patients with
head and neck cancer who had a hemoglobin of less than 12 g/dl. (women) or 13 g/dL (men) and who were
receiving radiotherapy with curative intent were randomized to receive epoetin beta 300 U/kg three times weekly
or placebo. 82% of patients receiving epoetin beta achieved a hemoglobin of greater than 14 g/dL (for women)
or 15 g/dL (for men). In follow-up correspondence on this study published in the same journal,”* Henke noted
that “the mean haemoglobin concentration during radiotherapy was 143 g/L [14.3 g/dL] for patients on
erythropoietin.” The study demonstrated inferior progression-free survival in the epoetin beta arm.

The higher hemoglobin starting level and very high observed hemoglobin outcome in this study does not reflect
the standard of care in the community. In fact, many of the patients in this study would not even have been
started on an ESA in most oncology practices today, since ESAs are usually not started until the hematocrit is
less than 33% (roughly equivalent to a hemoglobin of less than 11 g/dL). In addition, epoetin beta is not
approved for use in the United States and thus the applicability of these results is unclear.

Elective spinal surgery study




A study of preoperative epoetin alfa in patients undergoing elective spinal surgery’ reportedly showed an
increased frequency of deep venous thrombosis in patients treated with epoetin alfa (4.7% vs. 2.1%, “more than
twice” the frequency in untreated patients). No other information on this trial is available, and it is thus difficult
to comment on the relevance of these results. In particular, it is not known how the drug was given, under what
circumstances doses were withheld, or whether the difference in frequency of deep venous thrombosis was
statistically significant.

CREATE trial

Drueke et al.® reported the results of the CREATE trial, in which 603 patients with moderate renal insufficiency
(GFR 15-35 mL/min) and “mild-to-moderate anemia” (Hgb 11.0-12.5 g/dL) were all treated with epoetin beta;

- they were randomized to a target hemoglobin of 13.0-15.0 g/dL or 10.5-11.5 g/dL. Epoetin beta was
administered weekly, but dose adjustments were only made every four weeks; the dose was increased by “25 to
50%?” if the hemoglobin rose by less than 0.5 g/dL, and the dose was decreased by “25 to 50%" if the hemoglobin
rose by more than 1 g/dL. It is not stated whether or under what circumstances epoetin beta was withheld. The
patients were seen every two weeks for the first three months, and every three months thereafter. Iron
supplementation was left to the discretion of the investigators, although they were “encouraged to follow clinical
guidelines.” The observed hemoglobin results in the two treatment arms were reported in graph format and not
numerically, but the graph appears to indicate that the hemoglobin in the high-target patients was nearly always
greater than 12, often greater than 13 and sometimes greater than 14 g/dL.

The higher target range in this study was higher than the standard of care in the community, as was the observed
outcome in terms of hemoglobin. In fact, most of the patients in this study would not even have been started on
an ESA in most oncology practices today, since ESAs are usually not started until the hematocrit is less than 33%
(roughly equivalent to a hemoglobin of less than 11 g/dL). The patients were also monitored much less
frequently than is the standard of care in the community; in most oncology practices, the hemoglobin and
hematocrit are checked prior to each ESA dose. [n addition, since epoetin beta is not available in the United
States, the applicability of these results is unclear.

CHOIR trial

Singh et al.” reported the results of the CHOIR trial, in which 1432 patients with chronic renal insufficiency
(GFR 15-50) and anemia (Hgb < 11.0 g/dL) were all treated with epoetin alfa; they were randomized to a target
hemoglobin of 13.5 or 11.3 g/dL. An appendix to the report states that epoetin alfa was administered “based on a
pre-specified dosing algorithm to achieve the randomized [hemoglobin] target,” but the algorithm is not
specified. In particular, “cutoff” rules are not reported. The patients in the higher-target group had a poorer
outcome in terms of a composite endpoint of death and cardiovascular events, although the difference in outcome
for individual events comprising the composite endpoint (death, CHF requiring hospitalization, non-fatal Ml and
non-fatal stroke) was not statistically significant. Again, the observed hemoglobin results in the two treatment
arms were reported in graph format and not numerically, but the graph appears to show that the hemoglobin was
in the range of 12.5 to 13.0 g/dL (and sometimes higher) for the high-target group and in the range of 11.3-11.8
g/dL for the low-target group.

Again, the higher hemoglobin target range and the observed hemoglobin outcome in this study were higher than
the standard of care in the community and higher than recommended by commonly-used guidelines.

CMS recommendations for NCD

The proposed NCD contains extensive recommendations for limiting the use of ESAs for the
treatment of multiple conditions. These recommendations go far beyond the safety concerns raised
by the trials described above and would result in greatly curtailed use of ESAs for Medicare
patients. Several specific recommendations for noncoverage of ESAs are addressed below.

“... any anemia in cancer or cancer treatment patients due to folate deficiency, B-12 deficiency, iron
deficiency, hemolysis, bleeding, or bone marrow fibrosis.”




10.

11.

13.

Oncologists do not treat anemia due to these conditions with ESAs, and we do not disagree with this
recommendation. However, anemia in cancer patients is often multifactorial, and these conditions may often
supervene in patients with anemia due to chemotherapy. In particular, patients receiving ESAs often develop
functional iron deficiency which requires parenteral iron supplementation in order for ESA therapy to
continue to be effective. Patients receiving ESAs for an approved indication who also have or develop one of
the conditions described above should not have further ESA therapy denied.

“... the anemia of myelodysplasia.”

A large body of evidence and years of clinical experience has established the safety and efficacy of the use of
ESAs to treat the anemia associated with myelodysplastic syndromes.”>* No evidence has been put forward
to support the noncoverage of ESAs for these patients. Patients requiring ESAs for the treatment of anemia
due to myelodysplastic syndromes generally have chronic anemia and would be at particular risk for harm if
this treatment option were withdrawn. In addition, patients with myelodysplastic syndromes are at
particularly increased risk for transfusion-related secondary iron overload, the incidence of which would
greatly increase if ESAs were unavailable to them.

“... the anemia of cancer not related to cancer treatment.”
As noted above, the studies presented to date on this group of patients are flawed in that:
- they have not yet been published and thus cannot be adequately evaluated;

- they used experimental ESA doses and/or schedules that included starting inappropriate patients on
ESAs and/or using inappropriately high Hgb/Hct targets; and/or

- they used inadequate monitoring of patients’ response to treatment.

The studies presented to date do not support a categorical denial of coverage for ESAs for cancer patients not
receiving chemotherapy. Furthermore, anemic cancer patients with anemia who are not receiving specific
treatment for their malignancy are generally seriously ill and are likely to be seriously affected by their
anemia. In such patients, a careful analysis of the risks and benefits of treatment options such as ESAs
becomes particularly important. This analysis must be made by the patient and their physician (see
Conclusion below).

“... prophylactic use to prevent chemotherapy-induced anemia.”

Oncologists do not use ESAs for this indication outside of clinical trials, and we do not disagree with this
recommendation.

“... prophylactic use to reduce tumor hypoxia.”

Oncologists do not use ESAs for this indication outside of clinical trials, and we do not disagree with this
recommendation.

“... patients with treatment regimens including anti-angiogenic drugs such as bevacizumab.”
Bevacizumab and other anti-angiogenic drugs are an important part of many chemotherapy regimens for
cancer patients, and patients receiving these agents often become anemic. No evidence has been put forward

to support the noncoverage of ESAs for these patients.

“... patients with treatment regimens including monoclonal/polyclonal antibodies directed against the
epidermal growth factor (EGF) receptor.”

Anti-EGFR agents are an important part of many chemotherapy regimens for cancer patients, and patients
receiving these agents often become anemic. No evidence has been put forward to support the noncoverage
of ESAs for these patients.

“... patients with thrombotic episodes related to malignancy.”



The studies showing increased risk of thrombotic events in patients receiving ESAs have uniformly used
excessively high doses of ESAs or excessively high Hgb/Hct targets. The finding that patients treated
excessively with ESAs have an increased risk of thrombotic events is not a valid reason to deny coverage for
ESAs for all patients experiencing thrombosis, even at lower Hgb/Hct levels.

The proposed NCD also suggests “that ESA treatment is only reasonable and necessary under
specified conditions for the treatment of anemia in those types of cancer in which the presence of
erythropoietin receptors on either normal tissue/cell lines or malignant tissue/cell lines has been
reported in the literature.” (A list of 18 selected malignancies is given.) No evidence has been
presented to show that benefit from treatment with ESAs is limited to patients with these tumor
types (which, incidentally, amount to approximately 78.7% of cancer cases in the United States in
2007)", or that patients with other tumor types have less benefit or no benefit.

The proposed NCD gives specific parameters for which use of ESAs is or is not proposed to be
reasonable and necessary. The following proposed requirements are discussed below:

1. “the hemoglobin/hematocrit levels immediately prior to initiation of dosing for the month should be <9
g/dl/27% in patients without known cardiovascular disease and <10 g/d1/30% in patients with
documented symptomatic ischemic disease that cannot be treated with blood transfusion (The latter
patients should be alerted to the increased potential for thrombosis and sequelae.) (We suggest that
patients, especially those in the latter category, be alerted to the increased potential for thrombosis and
sequelae.)

Many clinical studies, evidence-based guidelines and years of experience support the initiation of ESAs when
the hemoglobin falls below 11 g/dL or the hematocrit falls below 33%. No evidence has been presented to
support this more restrictive guideline.

2. “the maximum covered treatment duration is 12 weeks/year; “

The duration of anemia in patients requiring ESAs is dependent on their underlying medical condition. In
particular, patients with chronic medical conditions such as myelodysplastic syndromes have chronic anemia
and require ongoing treatment with ESAs if this treatment is elected. No evidence has been presented to
support cutting off coverage for ESAs after twelve weeks of treatment. This restriction would have
particularly devastating effects on patients with chronic ESA-responsive anemias.

3. “the maximum covered 4 week treatment dose is 126,000 units for erythropoietin and 630 pg for
darbepoietin (sic); «

These limits equate to an average dose of 31,500 units per week for erythropoietin and 157.5 mcg for
darbepoetin. The standard of care for patients receiving ESAs includes doses of erythropoietin from 10,000
to 60,000 units per week and doses of darbepoetin from 100 to 200 mcg per week. No evidence has been
presented to support these dose-restrictions.

4. “continued use of the drug is not reasonable and necessary if there is evidence of poor drug response
(hemoglobin/hematocrit rise <1 g/dl/<3%) after 4 weeks of treatment; *

(See Item 6.)

5. “continued administration of the drug is not reasonable and necessary if there is an increase in fluid
retention or weight (5 kg) after 2 weeks of treatment ... «

Patients may have rapid weight gain for various reasons, not solely due to ESA use. The judgment as to
whether a particular adverse event such as fluid retention is due to ESA use must be left to the clinician and
should not be the subject of a blanket requirement to stop the ESA.




6. "continued administration of the drug is not reasonable and necessary if there is a rapid rise in
hemoglobin/hematocrit >1 g/dl/>3% after 2 weeks of treatment. «

An excessively rapid rise in the hemoglobin or hematocrit is grounds for decreasing the dose of the ESA or
interrupting its use temporarily. It is not grounds for declaring the ESA not reasonable and necessary and
prohibiting its use entirely. 1t should be noted that Items 4 and 6 together require that the hemoglobin must
rise less than 1 g/dL after two weeks of treatment, but more than 1 g/dL after four weeks of treatment in order
to continue ESA treatment. It would be frankly impracticable to attempt to maintain the hemoglobin within
this extremely narrow range during the first four weeks of treatment.

Risks of blood transfusions

The proposed NCD suggests blood transfusions as an alternative to treatment with ESAs. It should
be noted that ESAs were originally developed to lessen the dependence of patients with end-stage
renal disease on blood products. Blood transfusion therapy is not harmless and comes with its own
risks and benefits. An estimated 20% of blood transfusions result in an adverse effect, and an
estimated 0.5% of blood transfusions result in serious harm.!” Possible adverse effects of blood
transfusions include:

- hemolytic transfusion reactions due to incompatibility;

- febrile transfusion reactions;

- transfusion-related acute lung injury (TRALI);

- allergic or anaphylactic reactions;

- infectious disease transmission, including human immunodeficiency virus (HIV),
viral hepatitis, cytomegalovirus, human T-lymphotropic virus type 1 (HTLV-1),
Epstein-Barr virus, and bacterial sepsis;

- alloimmunization resulting in increased refractoriness to transfusion therapy (1% of
patients);

- congestive heart failure due to volume overload; and

- secondary iron overload, particularly in patients with myelodysplastic syndromes.

Widely-used guidelines for blood product use require the presence of severe anemia (usually
hemoglobin < 7-8 g/dL for asymptomatic patients, 8-10 g/dL. for symptomatic or other selected
patients, and rarely or never for patients with hemoglobin > 10 g/dL) before transfusions of packed
red blood cells are given. Allowing cancer patients to develop anemia of this severity before any
effective treatment can be given often results in complications such as angina pectoris, myocardial
infarction, congestive heart failure, and worsening pulmonary status, particularly in patients with
pre-existing cardiac or pulmonary disease. This seriously jeopardizes their overall health and
impedes effective treatment for their malignancy.

FDA review process

The Oncology Drugs Advisory Committee (ODAC) of the Food and Drug Administration (FDA)
met in May 2007 to review the issue of ESA safety. Among their findings and recommendations
were the following:




- ODAC recommended that additional trials using ESAs be done to clarify safety
1ssues; however, it did not recommend that patients be required to enroll in a trial in
order to receive ESAs.

- ODAC recommended that a hemoglobin level be defined at which ESA treatment
should be initiated; however, it did not recommend that ESA dosing be adjusted
solely with the goal of avoiding blood transfusions.

- ODAC agreed that ESAs are a valuable component of supportive care and that their
use reduces the risks associated with blood transfusions.

- ODAC noted that excessive restrictions on ESA use could increase the frequency of
blood transfusion and increase the burden on the blood supply.

FDA has not yet acted on the ODAC recommendations and should be given an opportunity to do
SO.

Conclusion

The use of erythropoiesis-stimulating agents (ESAs) has been of enormous benefit to patients with
anemia, and in particular to patients with cancer—those who are receiving chemotherapy as well
as those who are not receiving chemotherapy. Numerous previous studies have clearly
demonstrated that treatment with ESAs results in improved quality of life as well as decreased
need for packed red blood cell transfusions. The long-term safety and efficacy of ESAs, when
used in accordance with the current standard of care and under currently accepted, evidence-based
guidelines, is well-established.

Recent studies raising safety concerns regarding the use of ESAs, without exception, either
involved administering ESAs in ways that would be considered inappropriate by today’s standards
(i.e., using an unreasonably high hemoglobin/hematocrit target or not monitoring treatment
adequately), or have not been reported in their entirety and thus cannot be commented on
adequately. These studies should constitute a warning not to use ESAs inappropriately. They do
not change the established fact that ESAs are safe and effective when used correctly, and they
should not lead to unreasonable restrictions on the use of ESAs, particularly in cancer patients.

We are particularly alarmed about CMS’s suggestion that “coverage for ESA therapy for Medicare
beneficiaries with cancer should occur only within appropriately designed clinical research studies
where informed consent and safety monitoring can be assured.” Making patients’ ability to receive
a safe, effective, FDA-approved drug contingent upon their participation in a clinical trial is an
unreasonably coercive and—to our knowledge—unprecedented restriction, and appears to violate
the Nuremberg Code’s requirement that participants in medical research be afforded “free power
of choice, without the intervention of any element of ... constraint or coercion.”!

Cancer patients, including those who have discontinued chemotherapy or whose condition does not
permit treatment with chemotherapy, are faced with severe, life-threatening medical problems, and
improving quality of life in these patients is of the utmost importance. Previous studies of ESAs
have consistently demonstrated improved quality of life using validated and reproducible QOL
measures in patients with cancer.®*'* The benefits of ESAs in cancer patients are significant and
should not be discarded lightly. New study results that raise the possibility of adverse effects
should be taken seriously and should be subjected to peer review and open discussion; however,




they should not be the basis for denying patients safe and effective treatment. Guidelines for the
use of ESAs should be evidence-based and not arbitrary.

Cancer patients routinely receive FDA-approved chemotherapy drugs with significant, even life-
threatening toxicities (usually far greater than those being attributed to ESAs), because the benefits
of such treatment are sometimes found to outweigh the risks. Weighing these risks and benefits
must be done by the patient and their physician, taking into account the patient’s individual
medical condition and wishes. This careful analysis may result in a recommendation by the
physician, and a decision by the patient, in favor of a treatment with the potential for adverse
effects if the benefits are felt to outweigh the risk in that patient’s particular case. The decision to
use an ESA in a particular patient should be made by the patient and their physician after a frank
discussion of the risks, benefits and alternatives of ESA therapy.

- On behalf of the Connecticut Oncology Association and patients with cancer and blood disorders
in Connecticut, we urge you not to adopt the proposed NCD restricting the use of erythropoiesis-
stimulating agents (ESAs).

Thank you very much for your consideration.

Sincerely,

Stephen C. Lattanzi, M.D.
Vice President, Connecticut Oncology Association

Joseph A. O’Connell, M.D.
President, Connecticut Oncology Association
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Fax: (561) 482-3056

June 1, 2007

We are a Hematology-Oncology Practice located in Palm Beach County serving
predominantly elderly population. Our patients are quite concerned and have voiced a
strong desire about recently purposed changes in the erythropoietin stimulating agents
availability.

CMS has purposed non-coverage for many of the conditions which predominantly affect this
elderly group of the patients who also suffer from underlying extensive angina, heart
problem, emphysema, and peripheral vascular disease. Many of these patients require high
degree of hemoglobin to be fully functional and avoid the symptoms related to emphysema,
angina, and poor circulation.

Non-coverage related to the myelodysplasia, anemia of a malignancy, related to the
radiation therapy and related to the chemotherapy would lead to significant interruption in
these patients planned therapy. There also is a significant shortage of blood products
"available in the country.

None of the area hospitals are currently fully equipped to handle additional inflow of the
patients for blood transfusion. In addition, blood transfusion is certainly associated with
significant risk of transfusion reactions including life-threatening TRALI syndrome, fluid
overload, and infectious complications. This would certainly cause lot of emotional and
mental distress to this elderly population.

Accordingly, we strongly urge CMS that current indication for erythropoietin stimulating
agents be maintained with some strict criteria. We certainly support the idea of
discontinuing the erythropoietin therapy at hemoglobin of 12.

We urge CMS on behalf of myself, my associate Dr. Samarth Reddy, my office staff, and our
patients that current indication for erythropoietin therapy be maintained.

Sunil Patel, M.D.
SP/AS/GS

Dictated but not verified, subject to dictation/transcription variance.
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Ciccanti, Maria L. (CMS/OCSQ)

From: Dr. Beeker [Dr.Beeker@southerncancercenter.com]
Sent:  Thursday, June 14, 2007 1:22 PM

To: Ciccanti, Maria L. (CMS/0CSQ)

Subject: ESA's for nonrenal indications.

DearMs. Ciccanti,

| am writing to you in regards to the use of eyrthropoietins for non renal induced anemia. There has been
some concern that medicare will not cover eyrthrpoietin for diseases such as myelodysplasia (MDS).
Numerous studies have shown that patients with MDS can obtain signifigant improvement in their peripheral
counts (wbc, rbc and platelets) with the use of growth factor stimulants such as eyrthrpoietin. With the U.S.
population getting older the number of MDS patients will continue to increase and not allowing the use of
eyrthropoietin in their care will have dramatic effects on health care. We will be denying a treatment which has
shown a response rate of 20-30% in patients with few options. Some people have advocated supporting
patients with MDS with transfusions. This is not feasible. Blood products such as packed red blood cells and
platelets are in high demand and in short supply. Blood banks across the country are barely able to cover the
current needs for blood products due to emergency surgery, elective surgery, and for other disease processes
such as leukemia, lymphoma, and multiple myeloma. The blood banks will not be able to keep up with this
dramatic increase in demand for products such as packed red blood cells. The national blood supply is
already diminishing, straining to keep up with the current need across the U.S. and abroad to support our
troops injured in the service of their country. Without the ability to use eyrthrpoietin in the treatment of patients
with MDS you will be placing all patients who require transfusion support at risk due to the lack of a valuable
biologic commodity, blood. Decisions made in regards to the use of eyrthrpoietin for MDS will have more
reaching consequences other than the cost savings from using blood transfusions instead of eyrthrpoietin.

Thank you for your consideration.

Thaddeus A. Beeker M.D. Medical Oncologist

06/18/2007
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June 11, 2007

Steve Phurrough, M. D.. MHA
Director

Maria Ciccanti, RN
Lead Analyst

Shamiram Feinglass. MD. MPH
Lead Medical Officer

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
7500 Security Blvd

Baltimore, MD 21244-18850

Re: NCD: NCA for Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications (CAG-
00383N)

Dear Drs. Phurrough and Feinglass and Ms. Ciccanti,

On behalf of the Mississippi Society of Oncology. I would like to submit the following comments
regarding the proposed NDC for ESAs. The Mississippi Society of Oncology is the statewide
organization representing hematologists and oncologists in Mississippi. Our patients receive services in
both institutional and community based settings.

We have been very active in working with our Part B carrier especially in the area of ESAs. We do
support the use of policies that are necessary for guidance. However. these proposed changes go bevond
the scope of reimbursement issues and will restrict the access of Medicare beneficiaries to this therapy.

The FDA effectively has handled the safety concerns with the summary statement of the FDA black box
warning for ESAs and is a reasonable warning that provides appropriate guidance for physicians. Per
CMS regulations drugs and biologics that are FDA approved that are medically reasonable are
reimbursable. ESAs are FDA approved and are effective treatment in relieving symptoms of anemia in
cancer patients receiving chemotherapy and in preventing transfusions and have been considered
medically reasonable. The potential risks and safety issues for certain patients is a treatment decision that
should be made by the physician and the patient. Therefore. this should not be an issue for CMS
regarding reimbursement. We understand the need for policy but any policy should reflect not only

1227 NORTH STATE STREET, SUITE 101  JACKSON, MS 39202 e« 601.355.2485



available clinical evidence but also respect for physician discretion in making patient-specific decisions
that are appropriate for each individual patient. Under this restrictive policy the Medicare beneficiary
would not be allowed access to reasonable treatment and would in effect be discriminated against as
opposed to a non Medicare patient in being able to receive appropriate therapy.

The benefits of ESAs have been documented over the last 20 years and have dramatically changed the
delivery of care to the cancer patient. The drugs are safe and the benefits to the patients when
administered in accordance with doses and approved by the FDA greatly exceeds the risks to patients with
Myelodysplastic Syndromes, Multiple Myeloma, and anemia associated with chemotherapy.

Clinical trials provide data and as community oncologists we see the “real” data as once these drugs were
utilized the quality of life of cancer patients changed dramatically. ESAs improved the quality of life and
well-being of these patients. ESA administration obviously has proven benefits in the avoidance of
transfusions and this is a significant outcome. Avoiding transfusions and the complications that can result
has allowed patients and caregivers to be able to continue in meaningful employment thereby continuing
to contribute. Transfusions management is not the equivalent of hemoglobin maintenance achieved by
ESA therapy. Patient access to appropriate facilities, patient inconvenience and demand for the resources
of the blood banks are of concern as well.

The safety concerns that prompted the review are based on trials with hemoglobin targets that are higher
than what is standard and exceeded target hemoglobin of 12 g/dl. We don’t believe these studies reflect
the standard of care. The published evidence supports favorable risk-to-benefit ratio for the use of ESAs
in patients with Multiple Myeloma, and anemia associated with cancer therapy. It will be an injustice to
Myelodysplastic syndrome patients to be required to have multiple transfusions and iron overload and
subsequent organ failure as a result of restriction by CMS to medically reasonable treatment.

Use of a hemoglobin of <9 g/dL as a treatment initiation point is inadequate and was overturned in policy
revision years ago. There are no trials that support this restriction. NCCN information supports the
initiation of ESAs at hemoglobin levels less than 11 g/dL. ESA therapy should be provided at a hgb level
of 11 g/dL and should be continued to a target of 12 g/dL. which is our current local policy.

The clinical trials of ESAs demonstrate that 6 — 8 weeks may be required to achieve a 1 g/dL rise and
therefore the proposed rule to stop at 4 weeks if a rise is not achieved is not consistent with data.

Dose escalation has been effective in patients that fail to initially respond and has become part of the
standard of care.

Maximum treatment duration of 12 weeks per year is totally inadequate for many patients. We cannot
determine any clinical justification for this proposed restriction.

Exclusion of patients receiving anti-angiogenic therapy is not based on clinical evidence and would
further restrict reasonable care for these patients.

There will be no cost savings to the program as cost shifting will result from multiple transfusions and
hospitalizations and potential tax paying employees that have to stop employment due to fatigue or



(patients and caregivers) lose their jobs due to time away from work for long transfusions or
hospitalizations.

On behalf of the Mississippi Society of Oncology I would urge CMS to reevaluate the proposals. These
changes have potentially life-altering consequences. This is one area where the usefulness and
effectiveness of the therapy has been clearly demonstrated by the patients by making a significant
difference in the quality of their daily life and their ability to continue to receive treatment for their
diseases.

Tl

Van L. Lackey, M. D., President
MS Society of Oncology

Cc: Dr. Jim Strong
Senator Trent Lott
Senator Thad Cochran
Congressman Chip Pickering



W. T. Bruns, MD, FAAP, FACCP
9160 SW 192™ Court Rd
Dunnellon, FL 34432
31 May 2007

Center for Medicare & Medicaid Services
Oncology Drug Advisory Committee
7500 Security Boulevard

Baltimore, MD 21244

Re: Procrit & Aranesp

Dear Center for Medicare and Medicaid Services,

1 wish to voice my strong objections to the planned changes in the rules for the
administration of anemia correcting medications (Procrit and Aranesp).

These injections are not just ameliorating substances but truly life saving drugs for
many patients.

1. While their use for individuals with normal or high normal hemoglobin values
should be stopped, it is also medically unconscionable to set the cut-off level at 9
gm of hemoglobin, at which point many patients incur difficulties in performing
moderate physical work.

2. To artificially limit the treatment with these substances to only 12 weeks per
year defies any therapeutic logic. .

3. The reimbursement to the treating physicians should be realistic and not to be
pushed to a low point, where it will become a financially losing therapy and
undoubtedly leave many anemic patient to a poorly or even untreated fate.
Switching the treatment to hospital clinics because of their discounted ESA prices
would increase the hardship for most patients because of notoriously much longer
waiting times and a farther traveling distance.

I have no remunerating personal interest in this. | am a retired physician who has
contact with anemic individuals receiving above medications. But | feel distressed
reading about the contemplated changes in this program which most certainly will
lead to sicker patients and potentially deaths.

| urge you to give your plans a more humane and logical approach, which will
avoid a waste of Medicare funds, but still achieve the goals for which Medicare
had been started.

Sincerely yours . .
i ’ ' '
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Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent:  Tuesday, June 05, 2007 7:30 AM
To: Ciccanti, Maria L. (CMS/OCSQ)
Subject: FW:

From: Walt Moyer [mailto:Wmoyer@utahcancer.com]
Sent: Monday, June 04, 2007 5:30 PM

To: CMS CAGInquiries

Subject:

Title of NCA/CAL.: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As an employee of Utah Cancer Specialists, and patient care advocate, I am concerned about the proposed erythropoietic stimulating
agent (ESA) guidelines under consideration. While I understand the need for proper use of these medications, the proposal falls
short of providing the best standard of care recommended by oncology organizations such as NCCN, ASCO and ASH. The current
proposals will result in a compromised quality of life for our patients, increased blood transfusion requirements with the associated
co-morbidity and risk and, ultimately, prove more costly to society than judicious use of ESAs. Please reconsider these guidelines
encouraging physicians to carefully weigh the risk/benefit with patients and allow providers to treat this growing population with the
best and most compassionate standard of care.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is quite responsive to ESAs
when iron stores, vitamin B12 and folate deficiencies and other underlying processes have been corrected. Holding initiation of ESA
until the hemoglobin drops to <9mg/dl will delay response and most likely result in transfusion for a greater number of our
chemotherapy patients. Most chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting
the covered treatment duration to 12 weeks annually will be inadequate treatment for many of our patients on continued
myelosuppressive therapy.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to any form of ESA under all
circumstances. While a portion of the MDS patients will not respond to ESAs, a greater number benefit from these medications;
reducing the number of necessary blood transfusions, eliminating the complications of iron overload that results from transfusion,
enhanced productivity by limiting time spent in a healthcare facility, and an overall improved quality of life.

We do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive to treatment, however:
e  The recommended four weeks is an inadequate timeframe in which to evaluate patient responsiveness. Former
guidelines allow 12 weeks to determine response. Clearly, four weeks is an irresponsible timeframe.
e  The proposed maximum treatment dose is insufficient to provide standard doses within the recommended
timeframes. The maximum covered four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
At an average dose of 40,000 units of Procrit each week, we would need 160,000 units in four weeks. The average
dose of Aranesp is 300mcg per 2 weeks - so the 630mcg would be sufficient.

We encourage you to reconsider the list of specified conditions to include other myeloid and erythroid cancers as well as anemia
caused by radiotherapy. Some patients will respond, therefore a trial of an ESA medication seems prudent.

Thank you for your consideration of this request. As a community oncology practice we strive to provide the optimal care to our
patients. Please allow us the support we need to continue this practice.

Respectfully,
Walter A. Moyer

CEO
Utah Cancer Specialists P.C.

06/11/2007 10



National 500 Old York Road William T. McGivney, PhD
, ona . Suite 250 “Chief Executive Officer
ComprehenSIVC Jenkintown, PA 19046 mcgivney@ncen.org
i NCCN Fefrs. 215.690.0300
Fax: 215.690.0280
NetWOfk® WWW.NCCN.Org

June 12, 2007

Steve E. Phurrough, MD, MPA

Director, Coverage and Analysis Group
Centers for Medicare & Medicaid Services
Mail Stop C1-09-06

7500 Security Boulevard

Baltimore, MD 21244

Dear Dr. Phurrough:

The National Comprehensive Cancer Network (NCCN) is pleased to provide comments in
response to the Proposed Decision Memo (CAG 00383N) for Erythropoiesis Stimulating Agents
(ESAs) for non-renal disease indications. The NCCN shares the commitment of our colleagues
at CMS to base decisions on the best available scientific evidence in order to assure safe and
effective care for the patients whom we serve. NCCN limits our comments to those issues
relating to the management of patients with cancer.

On March 9, 2007, the FDA announced alerts and strengthened safety warnings for the use of
Erythropoiesis-Stimulating Agents (ESAs). They noted that increased mortality, possible tumor
promotion, and thromboembolic events have been observed in patients receiving ESAs when
dosing has targeted hemoglobin levels >12 g/dL in several patient subsets: chronic kidney
failure, head and neck cancer receiving XRT, in cancer patients not receiving chemotherapy, in
orthopedic surgery patients. The recommended labeled target hemoglobin in current product
labeling is 12 g/dl: (http://www.fda.gov/cder/drug/advisory/RHE2007 htm). Following the FDA
announcement, relevant NCCN panels met to discuss how this new information should be
incorporated into their recommendations regarding use of these agents.

As a result of the FDA statements, the Centers for Medicare and Medicaid Services (CMS) have
issued a Proposed Coverage Decision Memorandum for the Use of Erythropoiesis Stimulating
Agents in Cancer and Related Neoplastic Conditions. Although the prompt response of CMS to
the FDA issued warning is commendable as it works toward protecting patients, the broad-based
language of the proposed coverage decision memorandum is inconsistent with both published
data and FDA package inserts for epoetin alfa and darbepoetin. NCCN appreciates the
opportunity to comment on the Proposed Decision Memo.
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CMS Restriction by
Disease State

NCCN Comment

1.

Any anemia in
cancer or cancer
treatment patients
due to folate
deficiency, B-12
deficiency, iron
deficiency,
hemolysis,
bleeding, or bone
marrow fibrosis

NCCN guidelines are consistent with the restriction.

The anemia of
myelodysplasia

NCCN Guidelines recommend the use of ESAs in symptomatic
MDS patients. ESAs have been used safely in large numbers of
adult MDS patients and have become important for symptomatic
improvement of those affected by the anemia caused by this
disease often with a decrease in RBC transfusion requirements.
Published data on the safe and effective use of ESAs in MDS
patients that span more than a decade are available. (NCCN MDS
Practice Guidelines v.1.2007, especially see algorithm on MDS-6,

WWW.NCCN.org).

Studies assessing the long term use of erythropoietin with or
without GCSF in MDS patients compared to either randomized
controls' or historical controls®*>* have shown no negative impact
on survival or AML evolution of such treatment. In addition,
reference 3 indicates improved survival in low risk MDS patients
with low transfusion need treated with these agents. Reference 4
indicates improved survival and decreased AML progression of
International Prognostic Scoring System (IPSS) Low/Int-1 patients
treated with erythropoietin /GCSF compared to the historical
control International MDS Risk Analysis Workshop (IMRAW)
database patients (IPSS and IMRAW database °). Thus, these data
do not indicate a negative impact of these drugs for treatment of
MDS and indicate potentially improved survival.

In addition to the positive impact on survival and transformation to
AML, accumulating data in MDS indicate that debilitating fatigue
and transfusion dependence significantly negatively impact
patients’ quality of life®. Symptomatic relief from anemia with
ESAs should remain a therapeutic option for those MDS patients
who have been shown to benefit from such treatment.




A major aim in management of MDS patients having symptomatic
anemia is to decrease the need for RBC transfusions. The potential
negative consequences of recurrent RBC transfusions are well
recognized----iron overload, viral infections, transfusion reactions,
isosensitization to platelets, negative impact on quality of life.

This is in addition to the potential negative impact on national
blood supply resources.

The NCCN MDS Practice Guidelines Committee met recently and
endorsed and re-iterated its prior recommendations for ESA use in
the management of symptomatic anemia in MDS patients (NCCN
MDS Practice Guidelines v.1.2007), albeit with a change in the
target hemoglobin—i.e., to aim for a target hemoglobin of up to
12g/d] (v.1.2008). The NCCN guidelines recommend that MDS
patients with symptomatic anemia and with serum epo levels
<500, who are iron replete and have no other causes for their
anemia (e.g., B12 or folate deficiency, hemolysis, blood loss)
would be candidates for ESA therapy.

3. The anemia of
myeloid cancers

Recommendations: NCCN has not made recommendations
regarding the use of ESAs in hematologic malignancies excluding
myelodysplastic syndromes.

NCCN supports further research in evaluation of the effect of
ESA on quality of life, disease response/progression, and survival.

The use of ESAs in hematological malignancies has been studied
in a number of clinical trials. An analysis of these trials indicates
the following benefits and harms:

Potential Benefits: High quality randomized evidence indicate
that ESA increases hemoglobin level and reduce transfusion risk
in hematological malignancies, primarily Non-Hodgkin’s
lymphoma, multiple myeloma, and MDS. 1t is also likely that
ESAs improve quality of life.

Potential Harms: ESA increases risk of thromboembolic events
(TE) and probably hypertension. The effect of ESA on tumor
growth and overall survival appears to be neutral.




The anemia

associated with the

treatment of

myeloid cancers or

erythroid cancers

Recommendations: NCCN has not made recommendations
regarding the use of ESAs in treatment of treatment-related
anemia in hematologic malignancies.

NCCN supports further research in evaluation of the effect of
ESA on quality of life, disease response/progression, and survival.

The use of ESAs in hematological malignancies has been studied
in a number of clinical trials. An analysis of these trials indicates
the following benefits and harms:

Potential Benefits: High quality randomized evidence indicate
that ESA increases hemoglobin level and reduces transfusion risk
in hematological malignancies. It is also likely that ESA improve
quality of life.

Potential Harms: ESA increases risk of thromboembolic events
(TE) and probably hypertension. The effect of ESA on tumor
growth and overall survival appears to be neutral.

The anemia of

NCCN guidelines are consistent with the restriction and NCCN

cancer not related | supports further research of the effect of ESAs on quality of life,
to cancer disease response/progression and survival.

treatment

Any anemia This issue is not directly addressed by NCCN guidelines.
associated with When radiotherapy is used with chemotherapy (excluding head
radiotherapy and neck cancer patients), it may be reasonable to use ESAs

provided the patient meets other criteria for their use; this is
consistent with the recently revised FDA label.

Prophylactic use
to prevent
chemotherapy-
induced anemia

NCCN guidelines are consistent with the restriction.

Prophylactic use
to reduce tumor
hypoxia

NCCN guidelines are consistent with the restriction.




Patients with
erythropoietin-
type resistance due
to neutralizing
antibodies

NCCN do not address the restriction

10.

Patients with
treatment
regimens
including anti-
angiogenic drugs
such as
bevacizumab

There are insufficient data to support or disagree with
recommendation. NCCN supports further study of this issue.

11,

Patients with
treatment
regimens
including
monoclonal/polycl
onal antibodies
directed against
the epidermal
growth factor
(EGF) receptor

There are insufficient data to support or disagree with
recommendation. NCCN supports further study of this issue..

12.

Anemia due to
cancer treatment if
patients have
uncontrolled
hypertension

NCCN guidelines are consistent with the restriction for
uncontrolled hypertension.

13.

Patients with
thrombotic
episodes related to
malignancy

NCCN guidelines do not directly address this issue, though a high
index of suspicion for thrombosis is encouraged in patients with
signs and symptoms of thrombosis who are being treated with
ESAs.




CMS Proposed Restriction on ESA Use

| NCCN Comments —|

1.

The hemoglobin/hematocrit levels
immediately prior to initiation of
dosing for the month should be <9
g/d1l/27% in patients without known
cardiovascular disease and <10
g/d1/30% in patients with documented
symptomatic ischemic disease that
cannot be treated with blood
transfusion. (The latter patients should
be alerted to the increased potential for
thrombosis and sequelae.)

Hemoglobin levels at initiation: NCCN
guidelines recommend consideration of ESAs
with a hemoglobin < 11 g/dL. Numerous
studies have documented the efficacy of ESAs
in reducing red cell transfusion requirements
and improving quality of life parameters in
cancer patients receiving chemotherapy”®°. A
2006 meta-analysis analyzed data from 57
trials and 9353 cancer patients and
demonstrated that ESAs significantly reduced
the probability of a patient needing of red cell
transfusions'®. Guidelines recommendations
from ASCO/ASH'' and NCCN"? which are
based on results of clinical trials all
recommend initiating ESA therapy at a
hemoglobin level <10 g/dL with treatment
continued as long as the patient is receiving
therapy and remains anemic.

The proposed CMS policy changes recommend
starting ESAs at a lower hemoglobin level, and
limiting the ESA dose and treatment period.
These changes could result in patients being
subjected to more severe anemia for longer
periods of time. When ESAs are used in the
approved fashion, there are insufficient data to
support CMS restrictions.

Transfusion: NCCN guidelines recommend
ESA use as an option to reduce the
requirement for transfusions. This is
consistent with FDA package inserts. The
CMS Coverage Decision Memorandum
indicates a preference for transfusion over ESA
therapy. Following this CMS directive,
transfusion requirements for patients would
increase and patients requiring chronic red cell
transfusions could develop iron overioad
(requiring iron chelation therapy), in addition
to being exposed to other risks of blood
transfusion (transfusion reactions, viral
transmission). These risks are not described in
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the discussion of risk and benefit to be initiated
with patients described by the Proposed
Medicare Coverage Decision Memo. As such,
the recommendation is unbalanced.

Most medical centers have a limited blood
supply; a significant reduction in appropriate
ESA use would lead to an even tighter blood
supply and the likelihood that many patients
would experience delays in transfusion. We
are concerned that the proposed policy changes
would result in poorer patient outcome.

2. The maximum covered treatment
duration is 12 weeks/year

NCCN guidelines do not recommend a specific
duration of treatment, but rather, base this
decision on medical necessity and response to
ESA therapy. Given the duration of treatment
for some malignancies, treatment with ESAs
may be required for many months to maintain
adequate hemoglobin levels.

The proposed CMS policy changes recommend
limiting the ESA dose and treatment period.
These changes would result in patients being
subjected to more severe anemia for longer
periods of time. When ESAs are used in the
approved fashion, there are insufficient data to
support CMS restrictions.

3. The maximum covered 4 week treatment
dose is 126,000 units for erythropoietin and
630 ug for darbepoetin

The NCCN guidelines recommend dosing
consistent with FDA package insert. The
proposed CMS policy changes recornmend
limiting the ESA dose and treatment period.
These changes would result in patients being
subjected to more severe anemia for longer
periods of time. When ESAs are used in the
approved fashion, there are insufficient data to
support CMS restrictions.

FDA package insert specifies up to 60,000
Units SC weekly for erythropoietin for patients
who did not respond initially and had their
dosage escalated. At this level, 240,000 Units
could be required in a 4-week period. With




respect to darbepoetin, the package insert
specifies a once every three week dose of
500mcg as a SC injection. The second dose at
the beginning of the second three week period
would result in exceeding the 630 mcg dose
specified by CMS.

4. Continued use of the drug is not
reasonable and necessary if there is
evidence of poor drug response
(hemoglobin/hematocrit rise <1
g/d1/<3%) after 4 weeks of treatment

The NCCN guidelines specify a dose increase
at 4 weeks if there was no response and
titration to maintain hemoglobin between 11
and 12 g/dL. If there is no response at 9-12
weeks, NCCN recommends discontinuation.
The Epoetin alfa FDA package insert indicates
that dose should be increased if “response is
not satisfactory (no reduction in transfusion
requirements or rise in hemoglobin) after 8
weeks to achieve and maintain the lowest
hemoglobin level sufficient to avoid the need
for RBC transfusion and not to exceed 12
g/dL.”

The proposed CMS Coverage Decision Memo
is not consistent with the labeled dosing or
with the more conservative NCCN dosing
recommendations which were based on clinical
trials data. The CMS Coverage Decision
Memo will result in patients who could benefit
from the agent being denied it.

With respect to darbepoetin, NCCN guidelines
specify a dose increase at 6 weeks if there was
no response and titration to maintain
hemoglobin between 11 and 12 g/dL. If there
is no response at 9-12 weeks, NCCN
recommends discontinuation. The FDA
package insert specifies that the “dose should
be adjusted for each patient to achieve and
maintain the lowest hemoglobin level
sufficient to avoid the need for RBC
transfusion and not to exceed 12 g/dL.
Increases should not be made more frequently
than once a month, but “further increases may
be made at 4-week intervals until the specified
hemoglobin is obtained” with no specified




temporal end point.

Again, the proposed CMS Coverage Decision
Memo is not consistent with the labeled dosing
or the more conservative NCCN dosing
recommendations which were based on clinical
trials data. The CMS Coverage Decision
Memo will result in patients who could benefit
from the agent being denied it.

5. Continued administration of the drug is
not reasonable and necessary if there is
an increase in fluid retention or weight
(5 kg) after 2 weeks of treatment

No comment

6. Continued administration of the drug is
not reasonable and necessary if there is a
rapid rise in hemoglobin/hematocrit >1
g/dl/>3% after 2 weeks of treatment

NCCN guidelines are consistent with the FDA
package inserts for both agents which address
rapidly rising hemoglobin with instruction to
reduce the dose by 25% for epoetin alfa and
40% for darbepoetin if hemoglobin approaches
12 g/dL or increases by > 1 g/dL in any two
weeks or withhold dose if the hemoglobin
exceeds 12 g/dL until the hemoglobin falls
below 11 g/dL and restart dose at 25% for
epoetin alfa and 40% for darbepoetin below
the previous dose. The proposed CMS
Coverage Decision memo is inconsistent with
these recommendations which were based on
clinical trials data. The CMS Coverage
Decision Memo will result in patients who
could benefit from the agent being denied it.




Again, NCCN applauds CMS for its interest in ensuring patients’ safe and effective care. NCCN
guidelines are in agreement with the CMS Coverage Decision Memo in the areas where there are
data to support restriction such as prophylactic ESA use. We are in disagreement where there is
inconsistency with evidence-based conclusions of the FDA, NCCN, and ASCO, and there are
insufficient data to support CMS changes. We would be pleased to assist CMS in any way we
can with evaluation of evidence and appreciate this opportunity to comment on the Proposed
Coverage Decision Memo.

Sincerely,

William T. McGivney, PhD
Chief Executive Officer
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Ciccanti, Maria L. (CMS/OCSQ)

From: CMS CAGInquiries

Sent: Tuesday, June 19, 2007 9:29 AM
To: Ciccanti, Maria L. (CMS/OCSQ)
Subject: FW.

From: William Nibley [mailto:wnibley@utahcancer.com]
Sent: Wednesday, June 13, 2007 12:19 PM

To: CMS CAGInquiries

Subject:

Title of NCA/CAL: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As practicing medical oncologist. and an advocate for compassionate and responsible cancer care, | am deeply concerned about the
proposed erythropoietic stimulating agent (ESA) guidelines under consideration.

I understand the need for proper use of these medications; however the proposal falls short of providing the best standard of care
recommended by oncology organizations such as NCCN, ASCO and ASH. The current proposals will result in a compromised
quality of life for cancer patients, increased blood transfusion requirements with the associated co-morbidity and risk and, ultimately,
prove more costly to society than judicious use of ESAs. Please reconsider these guidelines and allow skilled practitioners to treat
this growing population with the utmost standard of care.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is quite responsive to ESAs
when iron stores, vitamin B12 and folate deficiencies and other underlying processes have been corrected. Holding initiation of ESA
until the hemoglobin drops to <9mg/dl will delay response and most likely result in transfusion for a greater number of our
chemotherapy patients. Most chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting
the covered treatment duration to 12 weeks annually will be inadequate treatment for many patients requiring continued
myelosuppressive therapy.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to any form of ESA under all
circumstances. While a portion of the MDS patients will not respond to ESAs, a greater number benefit from these medications;
reducing the number of necessary blood transfusions, eliminating the complications of iron overload that results from transfusion,
enhanced productivity by limiting time spent in a healthcare facility, and an overall improved quality of life.

1 do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive 1o treatment, however:
e The recommended four weeks is an inadequate timeframe in which to evaluate patient responsiveness. Former
guidelines allow 12 weeks to determine response. Clearly, four weeks is an irresponsible timeframe.
e The proposed maximum treatment dese is insufficient to provide standard doses within the recommended
timeframes. The maximum covered four-week treatment dose is 126,000units of Procrit and 630mcg of Aranesp.
At an average dose of 40,000 units of Procrit each week, we would need 160,000 units in four weeks. The average
dose of Aranesp is 300mcg per 2 weeks — so the 630mcg would be sufficient.

It is critical that you reconsider the list of specified conditions to include other myeloid and erythroid cancers as well as anemia
caused by radiotherapy. Some patients will respond, therefore a trial of an ESA medication seems prudent.

Thank you for your consideration and responsible action on this request.
Respectfully,
William Nibley, MD

Utah Cancer Specialists
President, Society of Utah Medical Oncologists

06/21/2007 / //K}
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wﬂ DUKE UNIVERSITY HEALTH SYSTEM

William J. Fulkerson, M.D. - )

Professor of Medicine ) ”

Chief Executive Officer, Duke University Hespital .

Vice President, Duke University Health System ’ -

June 13, 2007 Facsimile Transmission
Six Pages
410 786-9286

Steve E. Phurrough, MD, MPA

Director, Coverage and Analysis Group
Centers for Medicare & Medicaid Services
Mail Stop C1-09-06

7500 Security Boulevard

Baltimore, MD 21244

RE:  National Coverage Analysis for Erythropoiesis Stimulating Agents (ESAs) for
Non-Renal Disease Indications (CAG-00383N)

Dear Dr. Phurrough:

Since the opening of our School of Medicine and Hospital in 1930 and School of Nursing in
1931, the physicians, staff, and volunteers at Duke University Health System have striven to
advance the quality and span of human life through innovation in clinical care and research,
educate tomorrow's leaders in health care, meet the needs of the different communities we serve,
and provide compassionate care to the poor and underserved. As part of our responsibility for
leading the improvement of human health, we are compelled to comment upon and share our
significant concerns regarding the recent proposed decision memorandum regarding coverage of
erythropoiesis stimulating agents (ESAs) in non-renal disease indications (CAG-00383N).

As you well know, the use of ESAs in cancer patients is being challenged by the Centers for
Medicare & Medicaid Services. CMS’ proposal is being advanced without the recommendation
from the Food and Drug Administration (FDA), the federal agency entrusted by Congress with
the authority to make science-based recommendations on the usage of drugs and biologics. Such
a precedent is disturbing at best, detrimental to providing quality patient care at worst. Scientists
and clinicians at Duke stand united against the move to make CMS coverage decisions
independent of the legal authority instilled in the FDA and unsupported by the best available
clinical evidence.

There is more than sufficient clinical data to support the use of ESAs in the treatment of cancer
patients. The American Society of Clinical Oncology (ASCO), the leading medical society for
physicians involved in cancer treatment and research, has outlined in detail the scientific evidence
supporting the use of ESA in their letter to you of June 8, 2007 (copy enclosed.) This letter
articulates clearly the CMS coverage proposals and the direct contradiction or lack of scientific
foundation for such payment restrictions. We stand in full support of ASCO, the National
Comprehensive Cancer Network, and oncology scientific leaders nationwide in their opposition
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Steve Phurrough, MD, MPA Page Two
Centers for Medicare & Medicaid Services
June 13, 2007

to this challenge. We too urge the proposed decision memorandum be withdrawn and coverage
restrictions be held in abeyance pending FDA Teview and decisions. We too urge that CMS
coverage decisions with respect to ESAs be based on the approvals granted by the FDA rulings.

Duke University Health System is dedicated to providing the best possible care in the most
welcoming environment with the optimal outcomes. Accomplishing this requires following
evidence-based clinical guidelines and constantly striving to advance the science of medicine. We
will be severely constrained in our ability to do this if CMS begins making clinical care coverage
decisions independent of the legal and scientific authorities responsible for recommending the
appropriate usage of drugs and biologics.

Sincerely,

Ui D

Wilkam J. Fulkerson, MD, MBA

Enclosure

cc w/enclosure: Honorable Elizabeth Dole
Fax 202 228-2787 ’
Honorable David Price
Fax 202 225-2014




June 12, 2007

Steve Phurrough, MD, MPA, CPE

Director, Coverage and Analysis Group
Office of Clinical Standards and Quality
Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mail Stop: C1-09-06

7500 Security Boulevard

Baltimore, Maryland 21244

SOUTHEASTERN
GYNECOLOGIC ONCOLOGY, LLC

RE: Proposed Decision Memo for Erythropoiesis Stimulating Agents (ESAs) for non-

renal disease indications (CAG-00383N)

Dear Dr. Phurrough,

We are writing in response to the solicitation for comments about the ESA proposed
decision memo. As the largest private practice Gynecologic Oncology group in the
country, we are quite concerned about the deleterious effects of the proposed changes.
Individually, each criterion is flawed; taken together they may set back much of the
progress made in oncology care over the 15 years. Specifically, we are concerned that

the proposed changes will:

« Impede patients’ ability to safely complete the chemotherapy treatment indicated

for their disease

» Significantly reduce the patient’s quality of life while doing so
« Prevent us from providing quality care for patients, due to the inflexibility and
overly stringent restrictions of the protocol.

In addition to the impact on oncology patients, instituting these changes as proposed will
lead to a significant increase in transfusions, potentially straining the blood supply and
impacting the entire population. In our practice, we have not noticed a significant increase
in the rates of thrombotic events or reduced progression free survival. Instituting these
changes in the face of small numbers of complications and the widespread negative effects

of withholding ESAs is simply overkill.

The table below summarizes the proposed changes and our current practice standards as

well as our recommended changes.

Proposed

Our Current Protocol/Recommended Change

Initiate at <9g/dl

Initiate < 11 g/dl

Max treatment duration 12 w/yr

As long as necessary to maintain hgb > 12 g/dI

Max covered dose of Procrit 126,000 units/4 weeks

At least 160,000 units/4 weeks (40,000 — 60,000 units/wk)

Max covered dose of Aranesp 630 ug/4 weeks

At least 1000 ug/4 weeks (250 ug/wk)

Continued use not covered if hgb rise < 1 g/dl

No limit until evidence shows otherwise.

980 Johnson Ferry Road, NE, Suite 900 Atlanta, GA 30342 telephone 678-420-4100
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In our view, the most problematic of the criteria include the level at which ESAs may
be initiated, the treatment duration limitation, the dosage limitations, the period of
time to determine response, the elimination of ESAs during radiotherapy, and
restricting the use of ESAs to research trials.

First, prohibiting patients without known cardiac disease from receiving ESAs until their
hemoglobin drops below 9 g/dl will likely result in patients becoming more anemic (and
symptomatic) than they would if we started ESAs when the hemoglobin is less than 11 g/dl
as is our practice’s current protocol. For example, if a patient begins chemotherapy with
hemoglobin greater than 9 and less than 10, it is likely that they will become significantly
more anemic after therapy. Current NCCN Guidelines support the use of ESAs in
asymptomatic patients with hemoglobin less than 11 g/dl, and risk factors for developing
symptomatic anemia, including the use of myelosuppressive chemotherapy.! These
patients are more likely to become symptomatic, requiring transfusions. Symptomatic
anemia is not only uncomfortable, but may be dangerous, especially if occult
cardiovascular disease is present (as is often the case in our patient population).

Patients who start with hemoglobin less than 9 g/dl are also more likely to respond slowly
to ESA therapy, especially under the proposed dosage constraints. These patients are also
more likely to require transfusion. In our practice, the vast majority of our patients receive
carboplatin and paclitaxel. This regimen results in Grade 1 anemia (hemoglobin between
10 and 12 g/dl) in 35% of patients, Grade 2 anemia (hemoglobin between 8 and 10 g/dl) in
31% of patients, Grade 3 anemia (hemoglobin between 6.5 and 8 g/dl) in 18% of patients
and Grade 4 anemia (hemoglobin less than 6.5 g/dl) in 1% of patients.” Most of our other
frequently used regimens also carry significant risk of anemia. Clearly, nearly all of our
chemotherapy patients are at significant risk of anemia.

A more appropriate limit for beginning treatment with ESAs would be hemoglobin
less than 11 g/dl or symptomatic anemia.

Second, limiting the treatment duration to 12 weeks per year is simply inadequate. In our
practice, patients who are being treated with chemotherapy are almost never treated for less
than 18 weeks for their initial chemotherapy regimen. Most of these patients go on to
receive 12 months of consolidation chemotherapy; many of these continue to require
growth factor support to safely complete consolidation which contributes both to cure and
progression-free survival.

' “Cancer- and Treatment-Related Anemia.” NCCN Practice Guidelines in Oncology. v. 3.2007.
http://www.nccn.org/professionals/physician_gls/PDF/anemia.pdf Accessed 6/8/07.

* Bolis G, Scarfone, G, Polverino G et al. Paclitaxel 175 or 225 mg per Metes Squared with Carboplatin in
Advanced Ovarian Cancer: A Randomized Trial. J Clin Oncol. 2004: 22:686-90.
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As patients are treated for recurrence or progression, they are often treated with drugs that
have more severe bone marrow toxicity while having a reduced capacity to produce
erythrocytes without assistance (i.e., more patients require longer treatment with ESAs in
order to maintain a tolerable hemoglobin level). With disease progression, patients are
often treated without interruption for several months or even years, requiring ESA support
throughout that timeframe.

A more appropriate limit would be limiting treatment duration based upon
hemoglobin response (i.e., reduce ESA dosages as hemoglobin levels improve and stop
ESA use when hemoglobin rises above 12 g/dl) rather than a fixed period of time that
cannot be generically applied to all oncology patients.

Thirdly, limiting erythropoietin use to less than 126,000 units per four week period,
especially when combined with a rule reducing the hemoglobin level at which ESA
treatment can begin, will increase our use of blood transfusions. Limiting darbepoietin to
630 g per four week period prevents our use of this drug. In our patient population, this
dosage is simply not effective.

A more appropriate limit would be allowing the use of FDA-approved and typically
effective dosages for these drugs: a minimum of 160,000 units to a maximum of
240,000 units of erythropoetin per four week period (weekly dose: 40,000 — 60,000
units) and a minimum of 1000 ug of darbopoetin per four week period (weekly dose:
250 ug) to treat patients who are slower responders or who start ESA use at a lower
hemoglobin level (i.e., less than 9 g/dl).

Fourth, while many patients receiving first line chemotherapy respond well to ESAs and
will have at least 1 g/dl rise in hemoglobin after four weeks, some require up to 6 weeks
for elevation of hemoglobin levels. In fact, the prescribing information for Procrit reads,
“Because of the length of time required for erythropoiesis — several days for erythroid
progenitors to mature and be released into the circulation — a clinically significant increase
in hematocrit is usually not observed in less than 2 weeks and may require up to 6 weeks in
some patients.” No studies have been done to show the length of time to response in slow
responders or after what period of time a patient should be classified as a non-responder
and ESA use stopped. Until there is good evidence, CMS should not make an arbitrary
rule on this subject.

3 Ortho Biotech. Procrit Full Prescribing Information.
http://www.orthobiotech.com/common/prescribing_information/PROCRIT/PDF/ProcritBooklet.pdf
Accessed 6/8/07.
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Many or even most patients receiving second, third, fourth or fifth line therapy will take
more than four weeks to respond to ESA treatment. Since these patients have accumulated
bone marrow toxicity, they often required increased dosages and longer treatment times to
respond. This limit, especially in combination with the dosage limit, will further increase
our transfusion rate.

A more appropriate limit would be to allow escalating doses over at least 8 weeks for
maximal benefit to most patients until there is adequate evidence supporting a
change.

Fifth, the elimination of ESAs during radiotherapy may lead to an inability to complete
radiotherapy, leading to significantly worse rates of cure and progression free survival.
Multiple studies note the association between lower hemoglobin levels and worse
outcomes.”” One study found that the incidence of anemia for patients with cervical
cancer was 67% at baseline and 82% during treatment.®

It is inappropriate to exclude anemia resulting from radiotherapy from treatment
with ESAs.

Finally, restricting the use of ESAs to clinical research trials is not the only way to ensure
informed consent and safety monitoring. Practices can establish databases of patients
receiving ESAs to track this information. Physicians routinely obtain informed consent for
the use of medical and surgical therapies. This proposed restriction is inappropriate.

We do support the appropriate use of ESAs and agree with CMS’ desire to prevent
overutilization and the attendant risks. However, the proposed rules limit appropriate
use of these drugs and the large benefits patients incur from them.

While the blood supply is as safe as it has ever been, this is not the only consideration for
preferring transfusion to ESA use in the anemia expected in cancer and its treatment.
Though many of the studies referenced do not show a quality of life improvement for
patients on ESAs, the studies are unable to quantify at least one aspect: a patient is much
more able to maintain normal daily activities when they receive a quick injection weekly,
rather than experiencing significant symptomatic anemia while waiting to receive a
transfusion that requires 2 to 10 or more hours of infusion time. It is our current
experience that many symptomatic, but not life-threateningly anemic patients must wait 24
to 72 hours for their transfusion. Some patients refuse blood (either for religious reasons

* Kumar P. Tumor hypoxia and anemia: impact on the efficacy of radiation therapy. Semin Hematol. 2000
Oct; 37(4 Suppl 6):4-8.

* Munstedt K. Hemoglobin levels during radiation therapy and their influence on local control and survival of
patients with endometrial carcinoma. Oncol Rep. 11: 711-717,2004.

® Kumar P. Adverse Effects of Anemia on Radiation Therapy and Quality of Life. Medscape Today.
http://www.medscape.com/viewarticle/416408 3 Accessed 6/8/07
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or fear of disease), but will accept ESAs. Finally, overuse of transfusions reduces the bone
marrow’s ability to form new erythrocytes.

Cure is, of course, the primary goal of cancer treatment; an important secondary goal is for
patients to continue to live as normally as possible and to limit the effects of cancer
treatment on the patient’s daily activities. ESAs have radically altered the course of cancer
treatment since they have been available. While the risks are real, they may be reduced
with thoughtful, appropriate use that is not as crippling as the proposed limitations.

Respectfully,

The Physicians of Southeastern Gynecologic Oncology
Benedict B. Benigno, MD

Matthew O. Burrell, MD

Gerald A. Feuer, MD

Jeffrey F. Hines, MD

Stephen S. Salmieri, DO

Joseph F. Boveri, MD

O.W. Stephanie Yap, MD

980 Johnson Ferry Road, NE, Suite 900  Atlanta, GA 30342 telephone 678-420-4100




RE: CAG 000383N — The use of Erythropoiesis Stimulating Agents in Cancer
and Related Neoplastic Conditions

Dear Sir or Madam:

| am writing to respond to the recent draft proposal for coverage of erythropoietic
stimulating agents (ESAs) in oncology. This represents a significant departure in
policy regarding the coverage of agents and doses that have been approved by
the FDA based on clinical trial data or for indications that are recognized by drug
compendia. | would urge caution, as | believe the majority of these proposals
represent a step backward in the treatment of patients with cancer and lack
sound scientific evidence to back them up.

1.

The proposal to eliminate coverage for myelodysplastic syndrome (MDS)
is totally without merit. For patients with low to intermediate-1 grade MDS,
the use of ESAs represent their only alternative to repeated blood
transfusion. To my knowledge, there has never been a trial published that
hinted at a negative outcome with ESAs in MDS. In fact, it has been
shown that increased transfusion leads to poorer overall survival in MDS.
Additionally, patients with iron overload that can come from transfusion
have shown poorer outcome as well. MDS should not ever have been
considered as a limitation.

. Myeloid cancers have long been a theoretical restriction on the use of

ESA because of the possibility of stimulating cells of myeloid lineage.
Exclusion of erythro-leukemia is certainly valid, but | would question other
myeloid cancers. The use of imatinib has been revolutionary in the
treatment of CML and some AML patients. One of the well-known side
effects of this drug is anemia. Very small clinical trails have been
conducted using ESAs in this patient population successfully. | believe
additional studies are certainly needed, but coverage should be an option
left to the judgment of the treating physician to discuss with each patient.

I am not aware of any trails showing negative outcomes using these
agents concomitantly with VEGF or EGFR inhibitors. With the lack of
negative data, what is this proposal based on?

Many investigators have claimed to have detected the presence of the
erythropoietin receptor (EPO-R) on multiple tumor types which you have
listed in your proposal. There are two main questions regarding the EPO-
R which these studies have never adequately addressed: is it really the
EPO-R and if so, is it functional? The vast majority of the studies on this
subject have utilized either a non-specific antibody against the intracellular
portion of the EPO-R that also binds other proteins including HSP-70 or
they have used a PCR method to detect RNA associated with EPO-R
transcription. What none of them has done is actually detect a functional
EPO-R on the surface of a tumor cell. In vitro studies of tumors have used
concentrations of the drugs which far exceed anything possible to achieve




5.

in patients to elicit even a miniscule response. | would strongly
recommend you consult with an expert on this topic perhaps at the
National Academy of Science prior to limiting therapy based on the
“evidence” at hand.

The limitations for treatment are not well thought out with regard to quality
of patient care, currently published treatment guidelines, or the potential
impact these limitations will have on our Nation’s blood supply.

a.

By waiting for patient's hemoglobins to decline to very low levels
prior to beginning therapy, you are decreasing the percentage of
patients that have the potential for a meaningful response and
virtually guaranteeing that all patients will receive at least one
transfusion. Clinical studies have shown that response to therapy
with these agents is greater when initiated at a hemoglobin greater
than 10 gm/dL compared to less than. Also, the increase in
hemoglobin in not instantaneous. There is a lag of several weeks
after administration before hemoglobin begins to increase. This is
related to the intrinsic mechanism of these agents and the
physiology of red blood cell expansion. For this reason, clinical
trials that have shown the advantage in transfusion reduction with
both Procrit and Aranesp typically do not include the first 4 weeks
of therapy in their analysis. In other words, if we wait for a
hemoglobin of 9 gm/dL before beginning therapy, that patient will
likely never have their hemoglobin increase by a gram or more. [f
an initiation hemoglobin level is required, | would recommend
following currently published guidelines and allowing a hemoglobin
of less than or equal to11 gm/dL.

The risk of thrombosis is well described and has been a part of the
package insert since these drugs were originally approved. The
recent addition of the ‘black box” highlights this adequately.
Additional restrictions based on this are not necessary.

The restriction of only 12 weeks of therapy per year is also not
based on scientific evidence. Many chemotherapy regimens
exceed 12 weeks in length and patients often receive more than
one course per year. This is especially true of patients with
metastatic disease or receiving palliative care. This would
potentially eliminate the utility of these agents for those patients
that need them most. | also would recommend the allowance of
therapy for some period beyond the end of chemotherapy as
chemotherapy induced anemia does not go away the moment
chemotherapy stops. The insult to the marrow takes time to
recover. The length of time needed is very patient specific as there
are many factors that will effect how long it takes to regain
adequate marrow function including number of previous therapies
and age.

Limiting erythropoietin to only 126,000 units per 4 week period is
less than the current FDA approved dose of 40,000 units weekly




(40,000 X 4 = 160,000 units in a 4 week period). This
recommendation would limit Procrit’s use to three times weekly
dosing resulting in either greater charge to CMS for administration
or pushing all use of ESAs to darbepoietin. The limitation of
darbepoeitin’s dose is less drastic but still fails to take into account
patients greater than 70 kg if the FDA approved weight based dose
is used to come about this limitation of 630 mcg per week (2.25
mcg/kg X 75kg X 4 = 675 mcg). Of interest to me is the dose
conversion ratio proposed here as well. The first CMS dose
conversion ratio for erythropoietin vs. darbepoietin was 260:1,
which was revised the following year to 330:1. Amgen has
proposed a 400:1 conversion and Ortho Biotech usually has
spoken of a 260:1 or less. This current proposal recommends
200:1. Is CMS basing these recommendations on scientific
evidence or is it based on something else? Furthermore, this
maximal 4-week dose does not allow for patients to be dose
escalated for less than optimal response. If maximal doses are
included, they should represent the approved labeling of the drugs
at equivalent dose ratios.

. Failure to achieve a rise in hemoglobin of 1 gm/dL or greater by a
set time point (week four for Procrit and week 6 for Aranesp) results
the need for a dose increase, not discontinuation. Erythropoietin
has the greatest data published showing hemoglobin increase over
time. More than half of patients actually achieve a 1 g or greater
rise by week 4 with a starting dose of 40,000 unit weekly, but a
much higher percentage of patients actually achieve a hemoglobin
of 12 g/dL or a 2 gram increase over baseline by end of study.
Darbepoietin studies have typically expressed their results as
percentage of patients achieving a target hemoglobin between 11
and 12 g/dL. They typically report a need for dose increase
comparable to that seen with erythropoietin. Clearly, this
demonstrates that patients will receive benefit from these agents,
either in achieving a target hemoglobin or avoiding transfusion even
if they fail to get a 1 gram rise by week four. Does a patient who
achieves a 0.9 g/dL rise in hemogolobin after 4 weeks of therapy
deserve to be considered a non-responder and sentenced to
possible transfusion as a result? Additionally, | would refer back to
section a) in this letter and point out once again that by starting at a
lower hemoglobin, fewer patients will likely actually get this 1 g/dL
rise by week four, setting patients up for failure and certain
transfusion. This should be eliminated from the proposal as the
approved label for these products describes appropriate evidence
based recommendations. To suggest that anything less than a 1
g/dL increase in hemoglobin is not worthy of further dosing is
without merit and not supported data.




f. I'm not sure how an increase in weight can be attributed to ESAs
and what clinical significance it may have for requiring their
termination. | am not aware of good scientific evidence for this and
it therefore should be eliminated from the proposal.

Finally, the question of whether these drugs should be available only to patients
on clinical trials is absurd. These agents were approved by the FDA for use in
the treatment of chemotherapy induced anemia based on clinical evidence
showing them to be effective in reducing the need for blood transfusion and their
safety has been confirmed in many clinical studies when used within labeled
doses. Recent negative studies have all been in uses outside of this approved
indication or in patients who are not anemic. While additional studies are -
warranted to explain why these events occurred, | don’t believe they should
result in severely restricted use as this proposal suggests. Every agent,
especially in oncology, carries with it a risk / benefit balance. Certainly, some
clinicians may have forgotten about the risk and used these agents more than
indicated as evidenced by recent reports in dialysis patients. Don't let this result
in the loss of the ability of physicians to attempt to provide the best possible care
they can for their patients. They deserve at least this much.

Thank you for the opportunity to comment.

Wane M. O’Neal, PharmD.




Title of NCA/CAL: Erythropoiesis Stimulating Agents (ESAs) for non-renal disease indications

Public Comment re: Erythropoiesis Stimulating Agents (ESAs) guidelines

As an employee of Utah Cancer Specialists, and patient care advocate, | am concerned about the proposed
erythropoietic stimulating agent (ESA) guidelines under consideration. While I understand the need for
proper use of these medications, the proposal falls short of providing the best standard of care
recommended by oncology organizations such as NCCN, ASCO and ASH. The current proposals will
result in a compromised quality of life for our patients, increased blood transfusion requirements with the
associated co-morbidity and risk and, ultimately, prove more costly to society than judicious use of ESAs.
Please reconsider these guidelines encouraging physicians to carefully weigh the risk/benefit with patients
and allow providers to treat this growing population with the best and most compassionate standard of care.

Chemotherapy-induced anemia is a well-known side effect of myelosuppressive therapy. Furthermore it is
quite responsive to ESAs when iron stores, vitamin B12 and folate deficiencies and other underlying
processes have been corrected. Holding initiation of ESA until the hemoglobin drops to <9mg/dl will delay
response and most likely result in transfusion for a greater number of our chemotherapy patients. Most
chemotherapy regimens last a minimum of 16 weeks (and many are much longer). Therefore, limiting the
covered treatment duration to 12 weeks annually will be inadequate treatment for many of our patients on
continued myelosuppressive therapy.

According to the proposed guidelines, the Myelodysplastic Syndrome population will be denied access to
any form of ESA under all circumstances. While a portion of the MDS patients will not respond to ESAs, a
greater number benefit from these medications; reducing the number of necessary blood transfusions,
eliminating the complications of iron overload that results from transfusion, enhanced productivity by
limiting time spent in a healthcare facility, and an overall improved quality of life.

We do not dispute the recommendations to discontinue use of the ESAs if the patient is non-responsive to
treatment, however:

e  The recommended four weeks is an inadequate timeframe in which to evaluate patient
responsiveness. Former guidelines allow 12 weeks to determine response. Clearly, four
weeks is an irresponsible timeframe.

»  The proposed maximum treatment dose is insufficient to provide standard doses within
the recommended timeframes. The maximum covered four-week treatment dose is
126,000units of Procrit and 630mcg of Aranesp. At an average dose of 40,000 units of
Procrit each week, we would need 160,000 units in four weeks. The average dose of
Aranesp is 300mcg per 2 weeks — so the 630mcg would be sufficient.

We encourage you to reconsider the list of specified conditions to include other myeloid and erythroid
cancers as well as anemia caused by radiotherapy. Some patients will respond, therefore a trial of an ESA
medication seems prudent.

Thank you for your consideration of this request. As a community oncology practice we strive to provide
the optimal care to our patients. Please allow us the support we need to continue this practice.

Respectfully,

Xylina T. Gregg, M.D.
Utah Cancer Specialists
Salt Lake City, UT






