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A PATIEIVT.CIENTSRED FORUM OF NATIONAL ADVOCACY tsRGqA+t1Z~4V)ONSFiDDttii6iftG PsJRLI C*~I~OLICY ISSUES IN CANCER 

June 12, 2006 

Via Telecouv 

Andrew von Eschenbach, MD. 
Acting Commissioner 
Food and Drug Administration 
5600 Fishers Lane, -Room T471 
Rockville, Maryland 20857 

Aeax Dr. von Eschenbach : 

4n March 27, 2006, a Citizen Petition (attached) was filed with the Food and Drug 
Administration (FDA) to urge that the agency issue new guidance regarding the availability and 
contours of expanded access prograuxas to allow access to unapproved drags for patients not 
participating in clinical trials . The undersigned organizations write to express their support for 
the recommendations contained in the Citizen Petition and to encourage FDA to act promptly co 
issue the recoinsncnded guidance . 

We believe that the Citizen Petition, submitted by the National Coalition for Cancer Survivorship 
(NCCS) -and American Society of Clinical Oncology (ASCQ), strikes the appropriate balance 
between expanding access to unapproved therapies and preserving the important role of cIix~cal 
trials in determining the safety and efficacy of new drugs. The proposed guidance emphasizes 
the sufficiency of current legal and regulatory authorities to support meaxzingfctl expanded access 
programs while pointing out ways in which patients, providers and sponsors can be better 
educated about the opportunities and responsibilities associated with those programs. 
Responsible and responsive expanded access programs give hope to patients without 
undermining the central role of clinical trials in the drug development process. ' 
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Andrew von Eschenbach, MD. 
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Far the benefit of patients with cancer and other life-threatening diseases, please move 
Weditiously to implement the recommendations contained in the March 27 Citizen Petition. 
Thank you for your personal attention to this important initiative. 

Sincerely, 

Cancer Leadership Council 

American Psychosocial Oncology Society 
American Society of Clinical Oncology 
Bladder Cancer Advocacy Network 
Cancer Care 
Cancer Research and Prevention Foundation 
The Children's Cause fox Cancer Advocacy 
Coalition of Cancer Cooperative Groups 
Fertile Hope 
International Myeloma Foundation 
Kidney Cancer Association 
Lance Annstrong Foundation 
The Leukemia & L;yrophoma Society 

Lymphoma Rcsearch Foundation 
Multiple Myeloma Research Foundation 
National Coalition for Can= Survivorship 
National Prostate Cancer Coalition 
North American Brain Tumor Coalition 
Ovarian Cancer National Alliance 
Pancreatic Cancer Action Network 
The Susan G. IComen Breast Cancer Foundation 
Us TOO International Prostate Canccr Education 

and Support Network 
The Wellness Community 
'St':ME National Breast Cancer Organization 

Enclosure 
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Dockets Management Branab 
Food and Drug Administration 
Department of Health and Human Services 
Room 1062, HFA-305 
5630 Fishers Lane 
Rockville, MD 20857 
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'Fhe National Coalition for Cancer ̀Surrivazshi.p-OV'CCS) and the American Society of 
Clinical Oncology (A,SCO) submit this petition under section 505 of the Food Drug and 
Cosmetic Act and implementing regulations. at 21 C.F.R� § 312.34 to request the Commissioner 
of Food and Drugs to issue Guidance to Industry outlining procedures and standards for initiating 
an "expanded access program" for unapproved drugs, 

A. Action Requested 

'UVku;le the regulations provide ample authority for the conduct of expanded access 
programs, giving patients access to unapproved drugs outside the context of clinical trials, there 
is uncertainty about the procedures and standards applicable to such programs. NCCS and 
A,SCO request the agency to issue Guidance that will clarify the circumstances under which 
expanded access programs may be initiated for the benefit of patients lacking other acceptable 
treatment options. 

B. St4tement of Grounds 

NCCS has been the voice of advocacy for cancer survivors for the past 20 years. A5C0 
is the world's largest medical society for physicians involved in cancer treatment and research. 
Together, NCCS and- ASCQ have taken a strong interest in the efficiency of the drug approval. 
process at the Food and Drug Administration (FDA) in order to ensure that cancer patients have 
access to potentially life-extending therapies ax the earliest possible time. 
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NCCS and ASCO commend FDA,;aud especially the new Office of Oncology Drug 
Products, for their enhanced dialogue with the cancer community on issues related to endpoints 
and other criteria for approval of new products. Moreover, during the past few years, . there has 
been a greater willingness by FDA to apply innovabive approaches to review and approval of 
new drugs for cancer . The Subpart H regulation allowing for "accelerated approval" has been 
utilized frequently to approve drugs for marketing on the basis of phase II data reflecting success 
in surrogate endpoints that are reasonably likely to predict clinical benefit.' Thus, cancer 
patients are able to access new drugs much more rapidly than in the past, thanks in significant 
part to FDA's recent efforts. 

Despite the greater rapidity with which many cancer drugs mow receive marketing 
approval, there is nevertheless a continuing demand for access to now drugs prior to marketing 
approval and outside the context of clinical trials . Interest in investigational drugs is stimulated 
mare than ever by information obtained through the interneet or from the many highly motivated 
patient advocacy groups. It is understandable that patients without other treatment options would 
seek access to promising therapies even if they axe unproven. NCCS and ASCO endorse 
expanded access to investigatiana.l drugs for patients who are not eligible to participate in clinical 
trials, but only so tong as accrual to ongoing trials is not impaired and the marketing approval of 
the drug is not delayed. The best access for the greatest number of patients will inevitably flow 
from marketing approval, which should not be deferred by any expanded access pragrun: 

Industry sponsors seem to agree that expanded access is desirable. In fact, the ctrug 
development process increasingly involves expauded access in; one form or another. There is, 
however, great variability, wbuich creates uncertainty for patients and their physicians . Industry 
itself seems somewhat unclear about the opportunities and requirements related to expanded 
access, which likely leads to delays in the development and implementation of such programs. 
Therefore, NC'CS and ASCC? strongly urge the issuance of FDA Guidance to Industry regarding 
the appropriate circumstances and applicable standards for expanded access program so that 
they may proceed efficiently and with a certain degree of uniformity, recognizing that some 
variability is unavoidable- 

FDA Regulation of Exnanded Access 

FDA regulations featuze several different mechanisms for access to tuapPraved drugs 
outside of clinical trials. Individual patients may obtain access to unapprovcd drugs through a 
`iSpG'Cl'dl exception," &i50 known as "compassionate use."a In 111 "emergency" setting, such 
access may be obtained even without filing an investigatioaal near drug (IND) application 

= 21 C.F.R § 3 14.500 et seq. 
~ id. § 31235. - 
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beforehand 3 Under certain circumstances, expanded access may be made available on a more 
systiezizatic i.e., beyond individual-basis through the "treatment IND" mechanism- 4 

Single-patient Access 

The existing regulations envision that individual patients may obtain access to 
unapproved znvestigati.onal-drugs under defined conditions, including submission of a protocol, 
review by am institutional review board (MB), and prior notification of FDA through a treatment 
IND request (except in cases of emergency, when the IND request may be submitted 
subsequently) . Requests rnay be submitted either by the sponsor or by an individual physician . 
In either case, cooperation of the sponsor is necessary, and a licensed practitioner is required to 
receive and administer the investigational drug. 

Single-patient access imposes substantial burdens on both sponsors azxd physicians, 
particularly in 14t of the fact that each application must be processed individually. Sponsors 
can facilitate the necessary paperwork somewhat by having standard protocols and model 
consent forms available, but the facts of each case will offer sufficient variation so that 
economies of scale are difficult to achieve. Even . if sponsors can smooth the process in this 
fashion, the bin-den onindividual physicians remains significant, particularly for those in 
community practice without the supportive infrastructure associated with clinical research . Also, 
because third-party payers do not generally cover the cost of investigational therapy outside the 
clinical trial setting, reimbursement for the resources necessary to administer the drug may not 
be forthcoming. 

'X'reatmexxt XNDs 

More systematic access to unappruved drugs far numerous individuals rather than single 
patients can be provided under the treatment IND mechazu,sm 5 Treatnnent IINDs are applicable 
only to drugs far serious or life-threatening diseases . The regulation provides- 

"'In the case of a serious disease, a drug ordinarily may be made available . . . during 
Phase 3 investigations or after all clinical trials have been completed; however, in 
appropriate circumstances, a drug may be made available for treatment use during Phase 
2 . In the case of an immediately life-threatening disease, a drug may be made available 
for treatment use . . . earlier than Phase 3, but ordinarily not earlier than Phase 2." 

In order to justify access to multiple persons under a treatment TND, the drug must not 
only be intended to treat a serious or immediately life-threatening disease, but there must also be 
a showing that: 

' Id . §siz.s6. 4 -xd. § 312.34 . 
5 Id . 
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. There is no comparable or satisfactory alternative drug or. other therapy available to treat 
that stage of the disease in the intended patient population; 

+ The drug is under investigation in a controlled clinical trial wad,cr an IND in effect for the 
trial, or all clinical trials have been completed; and 

" The sponsor of the controlled clinical trial is actively pursuing marketing approval of the 
investigational drug with due diligence. 

For serious diseases, a treatment IIVIll may be denied 'V there is insufficient evidence of 
safety and effectiveness to support Me] use." For immediately life-threatening diseases, a 
treatment INt3 may be denied "if the available scientific evidence, taken as a whole, fails to 
provide a reasonable basis for concluding that the drug "[m]ay be effective for its intended use in . 
its intended population" and "[w]auid not expose the patients to whom the drug is to be 
administered to au unreasonable and significant additional risk of illness or injury." 

Expanded Access Program Standards 

While FDA, may reasonably react to single-patient ox emergency requests accor?l~i,~~ to a 
case-by-case standard, demand for new agents--outside the context of clinical trials and beiFore 
approval for marketing--is frequently such that a more systematic approach, is required, FAA 
has rightly identified the treatment IND regulation as the best, and perhaps the only, regulatory 
authority for widespread distribution of unapproved drugs to patients in need . 

It is important to note that the treatment IND regulation was promulgated more than a 
decade ago, well before the current era when dmgs for li£c-threatening diseases like cancer are 
routinely approved on an accelerated basis. The treatment IN'll rules should perhaps be read 
more liberally than in the past to account for modern accelerated ,approval standards. Liberally 

. interpreted, those rules provide sufficient flexibility for broad-based expanded access prograsns . 

Stage of Development 

The treatment IIVI3 regulation expresses a preference that the drug in question be either in 
Phase 3 or in a situation where a11 clinical trials have been concluded. However, the regulation 
also recognizes that a treatment RA maybe appropriate during the conduct of Phase 2 trials or 
even earlier in extraordinary Cxxcumstances. Those circumstances that might justify very early 
access are discussed below. 

The decision on the appropriate stage of development when an expanded access program 
znight be launched wilt depend to same degree on the strength of the safety and efficacy data 
being submitted. to FDA,. A very strong registration package should encourage both the sponsor 
and the agency to make potentially life-saving drugs available on an expanded arid systematic 
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basis to patients who could be expected to benefit from them during the period prior to marketing 
approval. ' 

Quantity and Quality of Evidence 
And Other Considerations 

A decision to provide expanded access earlier than Phase 3 or at the completion of 
clinical trials-or in unusual circumstances, even prior to Phase 2-should depend on a number 
of different variables, such as : 

" Sagr.re and stren 1x1 of the evidencg: If the rmndpoint being measured is response rates, for 
example, it is important to consider the quality of the responses. Is there a high rate of 
complete response or substantial tumor regression? . Are responses markedly durable, at 
least W some patients? Are the responses accompanied by relief of cancer-related 
symptaxns in the majority of patients? If so, FDA should feel more comfortable allowing 
an expanded access program to proceed. In general, the mare compelling the data, the 
mare favorably FDA should regard a request for approval of an expanded access 
program. 

+ UJnznet nat'eat need: To the extent that patients with cancer or other life-threatening 
disease have no treatment alternative using an approved agent or commonly accepted 
standard therapy, expanded access should be an option more readily pursued. 

" Likelihood and imxxai.neuc,e of markdin~ anpzoval: As approval seems more certain and 
more immediate, expanded access programs offer grcater hope to patient in need and less 
risk at ciisappointing outcomes. In such settings, FDA should facilitate expanded access 
programs that arc sought by sponsors. . 

" Dzuiz auailabiliht : The feasibility of expanded access programs is greatly dependent upon 
the capacity of the sponsor to supply drugs to patients outside the clinical trial setting. 
Experience has demonstrated that sponsors are better able to deliver significant quantity 
of drug outside of trials if the agent in question is a small molecule with a relatively 
straightforward manufacturing process and cost, in contrast to more complex biologicaf 
products, where supply may pose greater challenges and uncertainty. 

Program Design 

Although expanded access programs are not the same as clinical trials, they should be 
reviewed and approved by art FDA that is mindful. of the clinical program supporting the drug's 
application and should be structured. to be consistent with that prograrn . 

CamnreA+easfve DeveLooment� Elaa 

Expanded access programs should be regarded as part of an overall clinical development 
plan . Accordingly, au expanded access prograrn would nornaally not be considered appropriate 
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for an indication not being; evaluated in clinical trials by the sponsor. Az exception to this 
general rule might be in raze instances where there as strong pre-clinical ox clinical evidence that 
the drug could be efficacious in a population with virtually no therapeutic option. 

Defined Efigibifily Cr 

Expanded access programs can pose a risk to clinical trial accrual, which could 
jeopardize timely approval of the drug for marketing and ultimately hinder access for broader 
populations of patients who could benefit front the therapy. Therefore, patients participating in 
expanded access programs should generally be those who are clearly not eligible for trial 
participation . As noted above, the eligibility criteria for expanded access programs should also 
be based on disease indications that are consistent with the overall development plan for the 
drug--i;e ., mirroring indications that arc being pursued in ongoing or pending clinical trials . 

Data Reauireaaents 

Expanded access programs offer the opportumity to expand the safety data base for drugs 
moving through the approval process, which could be particularly important in the "accelerated 
approval" context, where the total number of patients supporting registration could be relatively 
small. FDA has repeatedly taken the position that collection of such safety information should 
not be viewed as a threat to approval, as there is no historical precedent for that concern. Careful 
collection of designated data sets may also provide insights into the effects of the drug in 
different populations beyond those enrolled in clinical trials, for exauxple those with more 
extensive prior therapy ox with sigxaificant co-morbidilies . It is therefore important that expanded 
access programs provide a framework for data. collection and reporting and that sponsors comply 
carefully with all data collection and reporting requirements . 

Process Issues 

As expanded access program differ in many respects from clinical trials, there arc 
certain procedural steps that sponsors should take that are specific to the expanded access setting. 

Cxnanded Access Team 

Expanded access program generally require a distffict infrastructure to address the issues 
confronted by sponsors and patients in a somewhat less structured environment than clinical 
trials . It is advisable, at the earliest possible tune when an expanded access program is under 
consideration, for the sponsor to assemble an expanded access team with the expertise necessary 
to advise on the legal, ethical and clinical ramifications of expanded access. Sponsors should 
schedule a meeting with FDA reviewcrs to initiate discussions about expanded access when the 
available data. indicate that it might be appropriate for a given unappraved drug or indication, 
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Expanded access programs operate under an IIND granted by FDA. Arzaong the 
requirements for an IND is informed consent by the patient. In the expanded access setting, 
in£orrned consent will be constructed differently from that in a clinical trial, but it is no less 
important . TnFoxmied consent documents for expanded access progmms should carefully convey 
to patients the risks, potential benefits, alternatives and uncertainties involved in their access to 
unapproved agents. 

Eoultable Access 

Patients with no standard treatment options, may be desperate to obtain access to 
uuapproved drugs through expanded access programs. At the same time, depending on tkxe 
resources of the sponsor and other variables, drug supply may be limited. Where rationing of 
access is required in expanded access programs, there should be fair and equitable mechanisms 
far determining which patients get access and which are denied . Evenhanded lotteries, with 
complete transparency, would appear to be the best approach . Sponsors should absolutely resist 
the efforts of influential or high-profile individuals-including govenunent officials and 
celebrities-to obtain preferential treatment' £nr themselves or tbcir friends or families . 

9.1targing &D-rum 

Economic Issues 

The treatment M regulation permits charging far unappzoved drugs on a "cost 
recovery" basis. The custom among sponsors has been to provide drug free of charge, and this 
would appear to be the preferable practice by far. FDA should urge sponsors to forgo cost 
recovery and provide drugs without charge to patients in expanded access programs. 

Physician Reimbursement 

As part of a comprehensive expanded access program -indeed, as part of the general 
development plan for a new drag-sponsors need to consider how to compensate physicians for 
the time and other resources involved in admi~istering uuapprroved drugs outside the clinical trial 
context and for collecting and reporting clinical outcome data. Third-party payers will often pay 
for routine patient care costs incurred in a clinical trial, but not for those patients accessing 
invest'rgational agents outside a trial. Shortfal.Is in reimbursement to already challenged 
providers may substantially deter participation in expanded access program. Sponsors should 
consider innovative approaches to this problem in order to secure the widest possible access to 
patients in need. . 
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Patients enrolled in clinical trials receive investigationai drugs free of charge, and the 
protocol generally specifies the degree to which the practice will continue beyond marketing 
approval . To the extent that patients enrolled in expanded access programs receive free drug-
and that certainly should be the industry standard--informed consent should make clear how 
patients will transition froin receiving free investigational drug to self-sufficiency, hopefully with 
insurance coverage. Sponsors have no ethical obligation to continue provision of free drug to 
expanded access patients after marketing approval for their specific disease indication, . Patients 
receiving expanded access drugs for an indication other than that for which marketing approval 
is obtained should continue to receive drugs free of charge, at least until reimbursement becomes 
available, either through approval for that indication or through compendia listing. 

Statns o Sinn~,~Pati+eut Lis 

Although single-patient access remains an option under the regulations, it poses problems 
for the efficient -operation of the system of pre-approval access. Some steps could be taken to 
increase efficiency, such as development o£ standaxd consent forms and protocols . Single-patient 
access, however, is inherently more resource intensive, an a per p4ent basis and imposes 
significant burdens an individual physicians, who may for that reason discourage their patients 
from seeking an un.approved drug on a single-use basis. More widespread and regular use of the 
expanded access mechanism should obviate the need for single-patient requests and perhaps 
make the overall system of pre-approval access more user-friendly and efficient . 

Role o F'DA 

Aside from development of Guidance for Zn.dustry outlining the appropriate standards and 
procedures for expanded access programs, FDA could facilitate the process in several significant 
ways. First, FDA should create on its web site a comprehensive list of expanded access 
programs, together with details of each program, so that patients may have a reliable resource for 
such infozmatian. While FDA has an obligation to maintain the confidentiality of INDs, that 
confidentiality may be waived by sponsors, who would likely welcome FDA's help in _ 
disseminating information about their expanded access programs. Second, FDA should serve as 
a meaningful gatekeeper to expanded. access, ensuring that expanded access programs meet the 
specified criteria and relate to drugs that are proceeding toward Effl marketing approval. 

CONCLUSION 

Pharmaceutical sponsors develop new products with substantial support frorn the public, 
sometimes in the form of research investment from public sources like the National Institutes of 
Health OTIH) but always with the necessary engagement of patients who willingly participate in 
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clinical trials . Given the supportive involvement of paticnts and the general public, Sponsors 
should feel a moral obligation to make potentially life-extending drugs available at the earliest 
possible time, consistent with FDA guidance . Expanded access programs providing unapproved 
agents outside of clinical trials are always voluntary on the part o¬ sponsors, but responsible 
sponsors will consider them essential elements of the drug development process. 
Correspondingly, FDA must recognize the legitimate role of expanded access programs in giving 
patients with life-threatening diseases access to critical products as early in the development 
process as possible .' 

C. Environmental InWact 

The action requested is subject to a categorical exemption from environmental 
assessment under 21 C.F.R. §§ 25.22 and 2531, 

D. Economic Impact 

Pursuant to 21 G.F.R. § 10.30(b), NflCS and ASCO will provide data concerning the 
economic impact of the requested action should such information be sought by the 
Commissioner, 

E. Certorgcation 

'" The undersigned'certify that, to the best knowledge and belief of the undersigned, this 
petition includes alt infonxaatifln and views on which the petition relies, and that it includes 
representative data and information known to the petitioner which are unfavorable to the petition. 

Ellen L. Stovall 
President & CEO 
National Coalition for Cancer Survivorship 
1010 Wayne Avenue - 77`}" Floor 
Silver Spring, Maryland 24910 
Phone: 301/650-9127 

andra J. H ng,1vl.D. 
President 
American Society of Clinical Oncology 
1900 Duke Street - Suite 200 
Alexandria, Virginia 22314 
Phone : 703/299-1050 




