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September 9,2003 

Mark McClellan, MD, PhD 
Commissioner 
Food and Drug Administration 
14-7 1 Parklawn Bldg. 
5600 Fishers Lane 
Rockville, MD-20857 

Dear Commissioner McClellan: 

On behalf of the National Breast’ Cancer.Cd&tion (fQ?C~j,‘I~&$it ?h”isr&fio%e%‘the - ‘ . 
Abigail Alliance and the Washington Legal Foundation’s Citi%~l%titibri bf J&e fl ,2003. . .e.,- */, c>, 
The Citizen Petition calls foi a neti “Ti& 1. ” a$roVa j$@ .@& that would i%&&‘g&&ble investigationd hgs to certain tem inally ill^p$&s Who are’noi~~oiie~‘~ii~~~~~l~~~~~i~~* . . 

ll.#“l”” NBCC believes that a policy expanding availability of inGe&ga%Gl new dru@ “fGr “. __ ‘. 
individuals outside of clinical tiials wiil ikilieri ih; n!iove‘~o%<&%i~re an$betteri~~search, 
expanded clinidal trials, and access to &are~ foi all &me&&s: For’ $ese r,e+sons, Nl3CC” 
opposes the-citizen Petition and strofigly’G@G, ‘$u to ieTe&. *’ _” . ’ ‘” ’ 

As you are aware, NBCC, a grassroots advocacy organization whose sole purpose is to 
eradicate breast cancer through action and advocacy, is now. more than’iiOO”‘~rg~i~a~ions and 
60,000 individual members strong. Since NBCC’S beginning,‘~~e~~~~cept’of evid&ce-based 
medicine has been fundameritsll’ G ihe Co’&t!o;i”. wk”Ge&‘d %d^ kn?% tihslt works foqtiomen 
with and at risk of breast cancer, and we want dill wtimeri’to h&e ‘&cess to what kdrks. “..A., *“-.._, *, .n,*-,,b ./ ,., Y”d” 88, > “I&“\,-,,, x ..*. x .*i c _ +. i . 
Women with breast cancer should riot be @%&lse*hope by treatments that are unproven. 
Interventions must be based on the best possible scie<ce &a&b&,“&d’the ‘b&‘&$ to achieve *at is through tiell-designed‘ clinidil ltiils’; . . WG cdn~i~~~~~~~~~~.“~~~~~~~~~~~~~~~~~ to “I -x ,’ 

increase the number of quality clinical trials, and bririg the perip%tiGe of breast cticer 
advocates to the design of trials. 

The Citizen Petition essentially requests that the FDA relax its regulatory standafds fir ’ 
evidence of drug efficacy. The’Abigail Alliance seeks to am&d’ %?I?%$ ‘Di?ic*tid Cosm&ic . _-. 
Act (21 C.F.R. $ 3 12) so that patients with life&re&etiing dise&& tind ii% iet *%$$n.G~t needs 
would gain access to investigational drugs at an earlier.stage in the‘dtig &%lopr&%t pro&s 
than ever before: after a new “Tier 1 Initial Approval.” 

.^. ..I ,,~ ~, ,a.*, . . “+..* \ . “, 
This ame;id%ient would effectively 

j_ 

allow access to unapproved new &L@ o&i& of a clinical trial, &m&only‘k&wn’as 
“compassionate use,” before Phase II. Cvently, comIjaGionate use’is allowed by ‘fi& FDA-in 
certain circumstances during Phase III tials, or at the earliest; in &e&ii cases of %medi&l~ 
life-threatening diseases, during Phase II. i%wever,‘ G%!i@sGo&it< us< ii never “c%&&d b&oie 
Phase II. The ‘Abig’ail Alliance also seeks &  exce$ioti for sponsors bf drugs unde; Tier ‘i’ 
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Approval that would allow them to charge a price higher than cost. Most concerning, is the ^\ ” I . _( ” ,.._( .I < B .~_). I~ ,* ; ^ _ 
Abigail Alliance’s call for an arnendment~that would allo6%-nited, marketmg based on 
“evidence of efficacy from case history data on a mddesf numskiofpa~i~~~~ ‘chide’ ’ 
“{sltatistically significant support will not be required.” The Abigail’Aliiai&s‘rationale for 
these changes is that they will meet the needs of patients with life%?eateni’;;g &se&e Who are 
without treatment options. Their legal basis for these changes is that the concepts of-different . “, * *c,w,*.u; ii” ,.*. 
phases in a trial, the use of double-blind &t.&%, arid’p&&ul%le~ls of statrsttcal power %‘e not .^_.. I. 
mandated by statute. NBCC believes that all ‘these amendments v@uld severely weaken the 
integrity of the FDA as a scientific’~ody’th~~bases its approval on evidence, ‘and be detrimental 
to patients. 

Public policy should discourage access to investigational drugs outside of clinical trials. 
Investigational treatments made “available outside of clinical&als have’the potential to 
undermine the clinical trials system. There is little incentive” for a patient to‘parucipate in a 
clinical trial if she can obtain the’ investigational drug outside of the&l.’ This‘makes”triai ^’ 
accrual difficult, and may significantly undermine the ability of the investigators’to ‘determine 
the efficacy and safety of the intervention That was certainly the case ‘v&h bone marrow 
transplant for breast cancer - because it was so widely available outside of clinical dials it was ’ 
extremely difficult to accrue patients to trials, and it took many”ye& “longer than it’ should 
have to learn that the high-risk and expensive procedure provides no benefit to‘women with 
breast cancer. 

Investigational treatments are by definition unproven; even the’most promising .dath in earlier .,\.,lr * -$ .,*_l.m ” 6.. ,,_ _ a.,-, 
’ stages of trials often do not hold up. Further, there may be’&‘gnif&&t safety issues that do not emerge until well into a,phas*k ~fif,“idl. “F& ex;ijiiiple,mihe. ca;;~~o’tox~~~~~.b;~~ei;di w\is .& 

apparent in the phase II data, but emerged in the much larger phase III trial. _ 

Any access to investigational drugs outside of a clinical trial should be in the context of’ 
expanded access protocols only, in which distribution of the investigational therapy is fair and 
data is captured that will‘add to the scientificbase of knowledge about the’intei’bention. ” ,._“,___^_ ‘,. 
Expanded access should not be the norm, rather ‘a protocol may beallotied in $&&d& 
circumstances and only for individuals who do ‘not meet the eligibility requirements of a 
clinical trial. If an expanded access program is allowed;‘ access-to the drug must be’ hi+ and 
blindly allocated and all individuals who apply to the program must be followed, and their 
data reported to the trial sponsor. Expanded access should not be’allolbwed until there is safety 
data available from a completed phase II trial of the drug, including ‘data thatprovides some 
basis for determining that the drug may be efficacious. ” ‘- . ’ 

It seems compassionate to argue that investigational therapies should be available to seriously ill individuals for whom *ere is no hown effecti.e treatment* -& il~~~;;i‘a~~~.~~)~~~~i(rt‘.’ 

early access to unproven drugs based on a tragic and emotional personal experience; but 
policy should not be based on emotion alone. There are significant negative consequences for 
all patients. The potential risk and harm i~nvolved inexposing patients to therapies that have 
no evidence to support their efficacy is far greater than any perceived’benefit ’ 



There are all too few truly effective treatments for most types of cancer. While the public is 
inundated with information about cancer “breakthroughs” .arid news of promising “new drugs, 
the reality is that most drugs result in incremental improvement.“The 

, ii .; s,. 
research process seems 

agonizingly slow for those who have run out of treatment options. ’ Pharmaceuticals 
companies, scientists and the media each bear responsibility for creating unreasonable ‘. 
expectations about unproven drugs. This has created a climate where many patients 
mistakenly believe that access to an investigational drug is their last hope, wlien~ most often it 
is a false hope. 

It is compelling to argue that there is little harm in making ‘an investigational therapy available 
to a seriously ill individual for whom there is no effective therapy, if someone is willing to 
pay for it. This argument does not hold upon scrutiny. To follow this to its logical conclusion 
completely undermines research and the concept of evidence based care. Where would’the ’ 
line be drawn? It would mean that any individual should have*access to any drug, as long as 
she is willing to pay for it. 

Single patient INDs or INDs with small numbers of patients under i’ier 1 approval raise 
serious issues of fairness. Granting access to investigational drugs with Tier 1 approval to 
patients who can pay for them at a price higher than cost mgkes’this proposed system highly .I (.~ .,,. ^ 
inequitable. Patients with access to them would likely be”very’knowileiige~:blk,“well- 
connected, and financially privileged. They would have access to physicians who have the 
ability to develop a protocol for them, and are willing and ableto’im$lement it. This is not 
the case for most cancer patients. Resources devoted to fighting’ cancer ‘should “be ‘bas’ed”on’ the best evidence availablk. The offitribl .tiidcess invdl’;j-i ; @-Phi ~~~l o”ce--e “.e&w&expen;e .I ,/l. I 

.,. “_ “_ I. ‘; :__ - for ciinicians;i;,~~l,tors”and investlgatois,-with very’li.lk lik~lihoo~‘ii~Geneiii~~~~~e ----tie.t; 

or to accumulation of knowledge about the intervention in question,“that ‘wouid benefit’all. 

We recognize this is an extremely difficult issue. We all want tosave lives. We must work 
together to develop the right public policy that will achieve&at go&“This policy must move towmds mOre and betier researcl;, expand&d c~niw+alal‘:tii-lg -& ‘ac;;ess ib he”~~&;-&y&-Q~~~“~ 

Americans. The National Breast Cancer Coalition is committed to a public policy agenda that 
will help all women with breast cancer and those at risk. We’ believethat creating a’new ’ _ “- 
program allowing access to unproven drugs as early as after a singlePhase I clinical trialwili ’ 
undermine those efforts. 

For the reasons above, we urge you to reject the relief sought in the Citizen Petition. 

Sincerely, 

Fran Visco 
President 


