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Ciccanti, Maria L. (CMS/OCSQ) 

From: CMS CAGlnquiries
 

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: eMS CAGlnquiries
 
Subject:
 

Title ofNCA/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 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, vitam in 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 Mye:odysplastic Syndrome population will be denied access to any form of ESA under all 
circumstances. While a portion ofthe 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. 

1do 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 dosi~ 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. 

RespectfuIly, 

William Nibley, MD 
Utah Cancer Specialists 
President, Society of Utah Medical Oncologists 

06/21/2007 
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410786-9286
 

Steve E. Phurrough, MD, MPA
 
Director, Coverage and Analysis Group
 
Centers for Medicare & Medicaid Services
 
Mail Stop C1-Q9-06
 
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 ofESAs 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 ofESA 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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to this challenge. We too urge the proposed decision memorandum be withdrawn and coverage
 
restrictions be held in abeyance pending FDA-review 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 ofmedicine. 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, 

Fulkerson, MD, MBA 

Enclosure 

cc w/enclosure: Honorable Elizabeth Dole
 
Fax 202 228-2787
 
Honorable David Price
 
Fax 202 225-2014
 



SOUTHEASTERN 

GYNECOLOGIC ONCOLOGY, LLC 

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 

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 oflife 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 ProtocollRecommended Chan2e 
Initiate at < 9g/dl Initiate < II g/dl 
Max treatment duration 12 w/yr As long as necessary to maintain hgb > 12 g/dl 
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 ifhgb rise < 1 g/dl No limit until evidence shows otherwise. 
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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 ofESAs in 
asymptomatic patients with hemoglobin less than 11 g/dl, and risk factors for developing 
symptomatic anemia, including the use of myelosuppressive chemotherapy. 1 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. 

I "Cancer- and Treatment-Related Anemia." NCCN Practice Guidelines in Oncology. v. 3.2007.
 
http://www.nccn.org/professionals/physician gIs/PDF/anemia.pdf Accessed 6/8/07.
 
2 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 Oneal. 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 ofthis 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 I 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.,,3 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.4

-
5 One study found that the incidence of anemia for patients with cervical 

cancer was 67% at baseline and 82% during treatment.6 

It is inappropriate to exclude anemia resulting from radiotherapy from treatment 
with ESAs. 

Finally, restricting the use ofESAs 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 ofESAs and agree with eMS' desire to prevent 
overutilization and the attendant risks. However, the proposed rules limit appropriate 
use ofthese drugs and the large benefits patients incurfrom 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 

4 Kumar P. Tumor hypoxia and anemia: impact on the efficacy of radiation therapy. Semin Hematol. 2000
 
Oct; 37(4 SuppI6):4-8.
 
5 Munstedt K. Hemoglobin levels during radiation therapy and their influence on local control and survival of
 
patients with endometrial carcinoma. Oncol Rep. II: 711-717, 2004.
 
6 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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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. I 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, I don't believe they should 
result in severely restricted use as this proposal suggests. Every agent, 
especially in oncology, carries with it a risk I 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 ofNCA/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 oflife 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 risklbenefit 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 ofmyelosuppressive 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 ofESA under all circumstances. While a portion ofthe 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, 

Xylina T. Gregg, M.D. 
Utah Cancer Specialists 
Salt Lake City, UT 




