






                September 15, 2003


Mark McClellan, MD, PhD

Commissioner

Food and Drug Administration

14-71 Parklawn Bldg.

5600 Fishers Lane 






Rockville, MD 20857




                      Via e-mail and fax
RE: Docket No. 2003P-0274/CP1

Dear Commissioner McClellan,

We are writing to you collectively as Patient Representatives to the Oncologic Drugs Advisory Committee (ODAC) and Patient Consultants for the FDA's Cancer Drug Development Program.  Not only are we advocates for cancer patients, but most of us have had direct personal experience with cancer.

As Patient Representatives/Consultants, we take our work for the FDA very seriously, and devote a great deal of energy and thought to representing the interests of cancer patients in the regulatory process.  We are always concerned about striking a fair and rational balance between obtaining evidence on safety and efficacy vs. the earliest possible access to investigational drugs.

We are writing to you today in response to the Abigail Alliance citizen petition and recent lawsuit concerning the so-called "Tier 1" approval initiative, a proposed mechanism for permitting the marketing of drugs after Phase I testing to terminally ill patients who have exhausted other treatment options and are ineligible for clinical trials.

We want you to know that advocates don't speak with one voice, and that we strongly feel that this Tier 1 initiative is misguided and is likely to cause harm not only to patients, but also to the entire drug development program.

As you know, the claim that drugs have already demonstrated sufficient safety and efficacy after Phase I trials is untrue. Phase I trials are small dose-finding/safety studies, usually with fewer than fifty patients, often with a number of different kinds of cancer.  What may appear to be a positive response in a handful of patients in a Phase I study must be further explored with at least a hundred or more patients in a Phase II trial, and then confirmed in much larger Phase III studies (typically thousands of patients) that are randomized, controlled and ideally blinded. A Phase I study might well involve only a few patients with a specific form of a disease exposed at the intended dose. In such cases, it is quite possible that there might be a high incidence of serious and even fatal acute adverse events associated with a new drug, without this being observed, due to chance. If, as the Abigail Alliance urges, drugs are given “early conditional approval” following Phase I trials, drug interactions, dose optimization, subacute toxicity, and many other aspects of safety assessment will not be completed before these patients have access to the drugs. 

While we too are deeply saddened that some patients die awaiting drug approval, we strongly believe that the clinical trials system is the only method we currently have of achieving reasonable certainty that new drugs are safe and effective.  We believe that the existing mechanisms of Single Patient IND's for compassionate use, expanded access programs, and accelerated approval, while not perfect solutions, are reasonable and good-faith efforts to get drugs to the patients who need them most desperately at the earliest time that is reasonable.

From the patient’s perspective, the Abigail Alliance’s proposal is dangerous for a number of reasons. In addition to the dangers posed by drugs whose safety and efficacy has not been fully established under FDA clinical trial guidelines, access is a real concern. Who would be able to afford the prohibitive costs involved in purchasing these drugs, if making a profit were to serve as an incentive for these companies to make their drugs available after Phase I trials?  Families may well be bankrupted, paying for the incredibly expensive costs of unproven drugs that are extremely unlikely to benefit these terminally ill patients. It's not hard to see how this kind of access might turn into another entitlement of the wealthy.

The notion that reasonable protections regarding safety and efficacy should be suspended for patients with no other treatment options is deeply troubling, as it clearly exploits the willingness of desperately ill patients to "try anything," because they have "nothing to lose."  Anyone who has witnessed the toxic death of a cancer patient from an unproven treatment, as some of us have, knows that there is indeed a great deal to lose, including the possibility of a dignified and peaceful death.  The courageous patients who take part in Phase I trials take a considerable risk of harmful side-effects, in return for a very slim chance of personal benefit.

It is not overly pessimistic to point out that Abigail Alliance greatly exaggerates the potential of new cancer drugs at this early stage of development by repeatedly claiming that access to unproven treatments will "save lives."  We must face the reality that the majority of drugs that complete Phase I testing will never merit FDA approval because they are too toxic or simply aren't effective.  Clearly, these drugs are highly unlikely to benefit unselected patients with late-stage refractory cancers.  Even if they do, benefits are likely to be short-lived and toxicities high in dying patients with compromised organ function.


The scenario proposed by Abigail Alliance echoes alarmingly what occurred in the 1990's when many thousands of breast cancer patients abandoned the randomized Phase III clinical trials and demanded certain access to bone marrow transplants (high-dose chemotherapy with stem cell or bone marrow transplant), an unproven treatment offered to high-risk and metastatic breast cancer patients on the basis of a handful of Phase II studies, and one small Phase III trial whose data was later proven to have been falsified. At that time, sentiments were such that insurance companies were forced to cover this unproven treatment, under laws passed in a number of states.  Because patients refused to be randomized, results of the definitive Phase III trials were delayed for a number of years, during which time many patients died and others suffered serious side-effects as a result of a treatment that proved in the end to be no better than standard chemotherapy. It's important that the message of this tragic episode in cancer research not be lost in the current environment.

Clearly, in addition to the danger to patients posed by the Abigail Alliance proposal, making drugs available to the public prior to full approval can have extremely negative effects on the completion of clinical trials. 

 It was evident at the last meeting of the Oncologic Drugs Advisory Committee, in March, 2003, that when an investigational drug becomes available in the marketplace, there is a clear negative effect on trial enrollment for the post-marketing mandated Phase III randomized trials required under Accelerated Approval regulations. We believe that these mandated confirmatory trials simply must be done, unless we're prepared to have potentially toxic, expensive and ineffective drugs on the market, with little control or guidance.

Unfortunately, the Abigail Alliance Tier 1 initiative slides precipitously down the same slippery slope away from evidence-based medicine.  If unproven drugs are marketed after Phase I, we believe that this will have the effect of undermining the entire cancer drug development process, as patients scramble to make themselves eligible for access.  For patients, the incentive for trial participation would be seriously compromised by permitting access if  "in the judgment of their physician, [they] are not reasonable candidates for a clinical trial," to quote from Abigail Alliance materials. Among the disqualifying "reasonable" factors listed would be the inconvenience of travel, a stipulation that virtually guarantees broad eligibility.  Moreover, if these drugs are already being marketed to patients, drug companies would clearly lack incentive to move ahead with the necessary trials that would result in accelerated or full approval. We believe that this initiative will actually slow down the pace of drug development and thereby harm ALL patients who await new drugs, but count on the FDA to ensure their safety and efficacy.


Abigail Alliance appears to believe that the profit incentive would offer enough inducement for companies to manufacture these drugs in quantity after Phase I, to meet patient demand. But how much, realistically, could a manufacturer expect to recoup on this chancy investment in production facilities from the proceeds of such marketing?  Such a move might only seem attractive to companies if it permitted them to delay or ultimately even to bypass having to demonstrate drug effectiveness and safety.  


In addition, drug companies would be called upon to manufacture the drug in advance of a fully developed manufacturing standard, which would pose major problems with reliability and safety of some drugs. The notion that such products might be broadly used prior to extensive manufacturing review and control followed by inspection programs is problematic, especially during the early development process, when sponsors may not have fully characterized their product or controlled their manufacturing process.  The potential exists for sponsors, inadvertently or even intentionally, to produce for marketing a drug that differs substantially from that for which safety and efficacy data were submitted to and reviewed by the FDA.

Under the circumstances that this proposal would create, the potential for fraud is high, especially when dealing with people in a desperate quest to save a life.

We strongly believe it is not in the public's interest, and certainly not in the interest of cancer patients, to undermine the clinical trials and regulatory process in this way. 

The treatment landscape is littered with examples of treatment options that looked promising in early stages of development only to prove ineffective in Phase II or Phase III trials.  Many of these treatments have not reached the public due to commercial confidentiality.  We have seen over and over that the only way to truly show efficacy in the current technological and scientific environment is through controlled trials.  This is particularly true if the benefit increment is small.  In addition, from the experience with Gleevec and Eloxatin, we know that when a drug shows exceptional promise in early trials, that FDA can be counted upon to facilitate the approval process in record time.

We believe that it is here, in the existing regulatory process, that we should place our hope for better outcomes and lives saved when they can be, and extended when they cannot.  As Patient Representatives/Consultants, we are counting on you to ensure that good science continues to prevail in drug development.

Thank you for your attention to our thoughts on this important matter.

Sincerely,
Musa Mayer
Patient Representative/Consultant, Breast Cancer

On behalf of:

Nancy Roach, Director, Marti Nelson Cancer Foundation
Patient Representative/Consultant, Colorectal Cancer

Arthur Flatau
Patient Representative/Consultant, Acute Myeloid Leukemia

Martha Solanche
Patient Representative/Consultant, Ovarian Cancer

Eugene J. Kazmierczak
Patient Representative/Consultant, Prostate Cancer

James R. Anderson, Director, Alliance for Prostate Cancer Prevention 
Patient Representative/Consultant, Prostate Cancer

Ruth Hoffman Executive Director, Candlelighters Childhood Cancer Foundation
Patient Representative/Consultant, Childhood Leukemia
James D. Schultz
Patient Representative/Consultant, Bladder Cancer

Susan Krivacic
Patient Representative/Consultant, Non-Hodgkins Lymphoma

Kenneth McDonough
Patient Representative/Consultant, Melanoma 

Marilyn Eichner
Patient Representative/Consultant,Childhood Leukemia

Natalie Compagni Portis, Breast Cancer Action
Patient Representative/Consultant, Breast Cancer


CC:

Jennie C. Butler, Director
Division of Dockets Management
Food and Drug Administration
Rockville, MD  20857
FAX 301-827-6870
jbutler1@oc.fda.gov

Janet Woodcock, M.D. Director
Center for Drug Evaluation and Research
Food and Drug Administration
FAX 301-594-6197
woodcockj@cder.fda.gov

Richard Pazdur, M.D. Director
Division of Oncology Drug Products 
Food and Drug Administration
FAX 301-594-0498
pazdurr@cder.fda.gov

Robert J. Temple, M.D. Director
Office of Medical Policy
Food and Drug Administration
FAX 301-594-5298
temple@cder.fda.gov

Patricia A. Keegan, M.D. Acting Director
Div of Clinical Trials Design and Analysis
Center for Biologics Evaluation and Research 

Food and Drug Administration
FAX 301-827-5394
keegan@cber.fda.gov

Joann Minor
Office of Special Health Issues

Food and Drug Administration
FAX 301-443-4555
jminor@oc.fda.gov
Theresa A. Toigo
Associate Commissioner 

for Special Health Issues
Office of Special Health Issues 

Food and Drug Administration
FAX  301-443-4555
ttoigo@oc.fda.gov

Peter J. Pitts
Associate Commissioner for External Relations
Food and Drug Administration
FAX 301-827-3330
peter.pitts@fda.gov


Fran Visco, President

National Breast Cancer Coalition

fmvisco@stopbreastcancer.org
Ellen Stovall

National Coalition for Cancer Survivorship

estovall@cansearch.org
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Marilyn Eichner, Childhood Leukemia
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Natalie Compagni Portis, Breast Cancer
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