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COMMENTS ON PROPOSED NCD FOR ESA IN CANCER CAG-00383N

MEDICAL ONCOLOGY ASSOCIATION OF SOUTHERN CALIFORNIA (MOASC)
MAY 21, 2007

We believe that an NCD is useful in giving all Medicare patients equal access to beneficial treatment in a safe and effective manner for medically necessary indications.  This association believes strongly that anemia is deleterious to health and to quality of life and should be appropriately treated providing risk is justifiable compared to benefits.  

Amelioration of symptoms (fatigue, poor quality of life, weakness, dyspnea, and associated distress, depression and anxiety) and improvement of hemoglobin to avoid transfusions with risk of blood reactions, all immunization, infectious disease transmission, and volume overload, are both meaningful health benefits for Medicare beneficiaries.  ESA’s have been proven to achieve both of these benefits in cancer patients on therapy, and in patients with anemia of chronic disease (azotemia, infection, inflammation, and auto-immune disease) who might also have cancer not on treatment.

Our critique of the elements of the proposed NCD decision 5-14-2007 is as follows:

1. Re conditions #1 pg 1 in  proposed decision 5-14-2007, bone marrow fibrosis should be deleted since there is no nutritional method to treat myelofibrosis, and myelofibrosis should be included in the category of anemia of chronic disease due to myelodysplasia, or due to inflammation, both of which respond to ESA with hematological and symptomatic improvement.  Should add “iron deficiency (unless due to iron deficiency associated with ESA therapy)” since ESA therapy itself can cause iron deficiency and continued ESA treatment is appropriate with intravenous iron treatments (Glaspy, Oncology 1999; 13: 461-473).
2. Re conditions #2 pg 1 in  proposed decision 5-14-2007, should be deleted since many trials have indicated hematological response of myelodysplasia and it is the standard of care in every community in America, see:

a. Giraldo, Cancer 2006; 107: 2807-2816

b. Mantovani, Br J Hemat 2000; 109: 367-375

c. Balleari, Ann Hematol 2006; 85: 174-180.

d. Mannone, Br J Hemat 2006; 133: 513-519

e. Hellstrom-Linberg, Blood 2001; 92: 68-75

f. Casadevall, Blood 2004; 104: 321-327
3. Re conditions #5 pg 1 in proposed decision 5-14-2007, many patients with cancer actually have anemia of chronic disease associated with infection, inflammation, or pre-dialysis chronic renal failure.  ESAs are medically necessary for such patients if their Hb levels are under 12.
4. RE page #6 1 in  proposed decision 5-14-2007, restriction of use of ESA's for radiation is only appropriate if the Hb is over 12, since it is only in that group that adverse events have been seen.
5. Re #10, page 2 in  proposed decision 5-14-2007, there are no reasons why anti angiogenic drugs might adversely interact with ESA’s. In our personal experience of using ESA’s with bevacizumab containing regimens, no adverse events have been seen other than those expected from the chemotherapy and bevacizumab alone. Prohibition of the use of ESA’s in this situation must rely on demonstrated statistically significant data that the benefits from using ESA’s in anemic patients treated with bevacizumab containing regimens are outweighed by some as yet unidentified toxicity.

6. Re #11 page 2 in proposed decision 5-14-2007, same comments as in 5.  In addition, the rash and diarrhea from anti EGF receptor therapy produces inflammation which can be associated with anemia of chromic disease for which ESA’s are indicated.

7.  Re 313 page 2 in proposed decision 5-14-2007, this restriction is only appropriate for patients with untreated thrombotic episodes.  Patients on warfarin, heparin (or other parenteral anticoagulants), aspirin, plavix, or other NSAIDs whose thrombotic state is considered controlled, should be able to have ESA support if they otherwise qualify for treatment.

8. Re first paragraph page 2 in  proposed decision 5-14-2007 with specific tumor types identified, such restriction is not based on data shown to be clinically important. It is inappropriate to restrict the use of ESA’s based solely on theoretical considerations when clinical benefit has been observed not only in these cancers, but also in all other cancers and cancer of unknown primary.

9. Re#1 page 2 in  proposed decision 5-14-2007, there is absolutely no clinical data why the use of ESA’s should be restricted to Hb <9 rather than any Hb <11 or symptomatic patients with Hb<12. Requiring that patients be treated with blood transfusion violates the rights of those patients who do not wish to receive transfusions due to risk or personal belief. It further threatens the inventory of the blood supply during a time of high demand due to war injuries and increasing population at risk of needing blood support.  All patients should be alerted to the risks of ESA’s, not just the “latter”.

10. Re #2 page 2 in proposed decision 5-14-2007, there is no data to warrant this restriction.

11. Re #3 in proposed decision 5-14-2007, there is no data to warrant this restriction.  Use consistent with the package label is appropriate with dose escalation as previously described.

12. Re #5 page 2 in  proposed decision 5-14-2007, this restriction should apply only to those patients in whom a weight gain of that magnitude, or fluid retention, is unexplained by the cancer, treatment, or other co morbid conditions.

13. Re defining benefit throughout the entire proposed NCD, benefits have been documented in the references cited in terms of hematological improvement and quality of life improvement. Physicians generally believe that improved hemoglobin concentrations are less stressful on cardiac function and provide better organ function (brain, heart, liver, lung, kidney) than untreated anemia. Restricting a physician’s attempt to improve anemia and to reduce fatigue, weakness, dizziness, and poor quality of life, should only be based on clear scientific data, since ESA’s have improve the care of cancer patients. Certain restrictions are appropriate and the NCD helps to be sure that patients with Hb>12 are not treated with esas. But the NCD must recognize that amelioration of symptoms of anemia and improvement of anemia are not surrogate markers, but are indeed medical benefits and favorable health outcomes in patients.

14. Re the summary page 20 in  proposed decision 5-14-2007, the statement that evidence of harm is apparent is unjustified by the data presented and generally available in the medical literature, and is overly strong, since harm has been observed only when patients are treated with ESA’s if Hb >12, or continued until Hb >13 or 14 is the goal. 

15. Re the authors’ ”we believe” page 20 in proposed decision 5-14-2007, the observation that ESA use produces tumor progression and/or decreased survival is entirely misleading since only 1 study has been published, on small numbers of patients, only with head and neck cancer patients, using erythropoietin beta which is no longer marketed and was never marketed in USA, and is not applicable to either preparation which this NCD is regulating.  It is so unusual  that 6 highly accomplished physicians and analysts would all share this belief (without any reservations or limitations expressed in the NCD), that one might question all the interpretations of data and the conclusions and proposed decision in the NCD as to its objectivity and quality. Also, their belief that a high ESA dose produces risk of thrombotic events is not justified from the clinical data. Also, their belief that patients with prior thrombotic events are at risk of future such events with ESA use is not justified from the clinical data. Lastly, their belief that bone marrow damaged by proliferate disease or scarring disease is not responsive to ESA’s without toxicity is not only unsupported by the clinical literature, but it is wrong based on the published data, and is contrary to clinical guidelines in use at all comprehensive cancer centers and community practices which have been the results of evidence based analyses.

16. Re the author’s belief last paragraph page 20 in  proposed decision 5-14-2007, that ESA use is reasonable ONLY when ESA’s are used in low doses or for short durations is based on no available data, and proposed limitations to use in tumors with epo receptors is unfounded. The statement that ESA use is not reasonable or necessary in patients with a poor hemoglobin response is ONLY appropriate if dose escalation has been used and if all other co variables have been corrected (use of iv iron, use of more frequent ESA dosing schedules, correction of bleeding, elimination of other marrow suppressive drugs when appropriate).  
In addition we would strongly propose the following additions to the NCD:

ESA manufacturers have not provided large phase 4 studies of benefits and toxicities and survival according to tumor type, stage, age of patient, comorbidities, symptoms, and baseline hemoglobin concentrations.  This fact together with recent suggestions of toxicity (thromboses, fluid retention) and shortened survival in certain circumstances requires that a comprehensive database be accumulated and evaluated.  Therefore, as a condition of continued Medicare payment benefit for ESA treatment, each manufacturer is required to maintain a HIPPA compliant ESA Registry of all cancer patients treated with ESA’s.  This registry would include at initiation of ESA treatment age, sex, chemotherapy received, radiation treatments, type of cancer, date cancer diagnosed, stage, presence of central line for venous access, other medications, co morbidities, symptoms, quality of life, performance status, ESA type and dose and schedule, and iron, folate, and B12 studies. While on ESA, each patient would have a monthly update in the registry consisting of symptoms, hemoglobin, ESA dose and schedule, complications including thrombotic events, changes in chemotherapy or radiation, and date of tumor progression and date of death.  When ESA therapy is stopped, patients will continue to have an update every 3 months with the same data. The manufacturer will pay the physician a fee of 4 RVU to complete the data for the registry for each entry.  The manufacturer will report to CMS, FDA, and the public the analysis of the registry every 6 months regarding benefits and risks to patients according to each of the demographic characteristics. CMS encourages FDA to participate and oversee these registries and to take such steps as necessary to ensure appropriate labeling and safe patient access to ESA therapy.

Physicians have been suspected of over prescribing ESA therapy in situations that are not medically necessary.  In order to monitor the usage more accurately, CMS will require each hematologist and/or medical oncologist involved in cancer treatment to maintain a treatment plan in standardized digital format which will include patient identification, cancer and stage, intent of treatment, type and dose and schedule of anticancer treatment, hemoglobin concentration, and decision to use of not to use ESA and consideration of co morbidities.  CMS will pay the physician 4 RVU for completion of this comprehensive treatment plan, and for each revision of this plan when therapy changes and when ESA therapy is instituted. The plan will be in digital electronic format and subject to CMS review and audit as will all medical records. The standard format for the treatment plan will be developed by ASCO, ASH, and have review by state oncology societies.  CMS will audit the plans as to appropriate usage of ESA’s and will report results to FDA, and the public. 

In summary, this NCD is in need of extensive revision prior to approval.  A new version, with limitations of use based entirely on objective statistically significant evidence of harm or toxicity, should be reviewed and approved by hematology and oncology specialty society’s guidelines committees, NCCN, FDA, ODAC, and comprehensive cancer centers as well as state oncology societies. Without the revisions above, implementation of the proposed NCD would result in harm to patients whose hematological disease is in need of an FDA approved therapy. The development of a registry of ESA treated patients and the review of standardized cancer treatment plans are necessary to ensure appropriate and safe use of these valuable ESA’s.
Your consideration of these comments is greatly appreciated.

If you have any questions, please do not hesitate to contact the MOASC office at (909) 985-9061.

Sincerely,

Cary A. Presant, M.D.

Cary A. Presant, M.D.
Chairman of the Board
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