March 27, 2006

VIA HAND DELIVERY

Dockets Management Branch
Food and Drug Admlmstratlon ,
Department of Health and Human Servxces
- Room 1061, HFA-305 .
5630 Fishers Lane
Rockville, MD 20857

the Amencan 8001ety of
(ASC el ; of ¢ Food Drug and
Cosmetic Act and 1mplement1ng regulatwns at 21 CF. R §3 request the Comm1ssmner
of Food and Drugs to issue Gmdanca to Industry outhmng procedures and standards for initiating
expanded access program for unapproved drugs :

T he Natlonal Coahtlon for Cancer Surv;vorshlp (NCC'

A Aetmn Requested

While the regulations provide ar 5pf1e authonty for the conduct of expanded access y
~ programs, giving patients access to ur pproved drugs outside the context of chmcal trials, there
is uncertainty about the procedures«and standards apphcable to such pro grams NCCS and -
ASCO request the agency to issue Gutdance that will clanfy the circumstances under which
expanded access programs may be mltlated for the benaﬁt of panents? ackmg other acceptable
treatment optlons ~ : ~

B Statement of Ground.s
NCCS has been the voxce of advocacy for cancer survi IS \vr} the past 20 years ASCO
is the world’s largest medical somety for physxclans mvolvad in cancer treatment and research.
Together, NCCS and ASCO have taken a strong interest in the efl ,ciency of the drug approval
process at the Food and Drug Administration (FDA) in order to ensure that cancer patients have’ ;
access to potentially hfe—extendlng therapms at the earhest p0551ble tlme
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- NCCS and ASCO commend FDA and especlally the new Ofﬁce of Oncolo gy Drug

Products, for their enhanced dialo; gue Wlth the cancer commun
and other criteria for approval of new products Moreover du,
been a greater willingness by FDA to apply innovative appro
new drugs for cancer. The Subpan H regulation allowing f fo
utilized frequently to approve drugs for marketmg on the baj
in surrogate. endpomts that are reasonably like |

patients are able to access new drugs
part to FDA’s recent efforts

Desplte the greater rapldlty'
approval, there is nevertheless a co,
-approval and outside the context of ¢

n issues related to endpoints
e past few years, there has
es to review and approval of
}erated approval” has been
fpha II data reﬂectmg success

much more rapldly than in the past thanks in sxgmﬁcant

X 1th W thh many cancer drugs now receive marketmg

lng - ‘demand for access to new drugs prior to marketing
linical trials. Interest i in mvestlgatlonal drugs is stimulated

* more than ever by information obtained through the internet or frorn the many highly motivated

patient advocacy groups. It is unders
‘seek access to promising theraples £y
expanded access to investigational dr
trials, but only so long as accrual to ¢
“the drug is not delayed. The best acc
from marketmg approval whlch shm

Industry sponsors. seem to agree that expanded access is

ther treatment options would
-and ASCO endorse

le to participate in chmcal
and the marketmg approval of -
ef.patlents will 1nev1tab1y ﬂow
anded access program :

,tandable that patlents withc
ren if they are unproven. N
ugs for patients who are 1
ngoing trials is not: imy
ess for the greatest num
ﬂd not be deterred by any

-;able In fact, the drug '

development process increasingly involves expanded access in one" rm or another. There is,

however, great variability, which cre;
itself seems somewhat unclear abo
access, which likely leads to delays i
Therefore, NCCS and ASCO stron

ates uncertalnty for. patlents and thei hysmlans Industry
the opportunities and requlrement related to expanded
he development and 1mplementat10n of such programs.
urge the issuance of FDA Guidance to- Industry regarding

the. appropnate circumstances and app 1¢able standards for ‘expanded access programs so that

they may proceed efﬁmently and w1th a certain degree of umform1ty, recogmzmg that some -

variability is unavoxdable

FDA regulations feature seve

FDA Re,fulatlon of Ex anded Access -

‘cess to unapproved drugs

ral dtfferent mechamsms for

outside of clinical trials. Individual pattents may obtain aecess t unapproved drugs through a

“special exception,” * also known as’ compassmnate use *2 Inan

emergency’” setting, such

access may be obtained even w1thout ﬁhng an mvestlgatlonal nevv drug (IND) appheatlon

121 CFR.§314.500 etseq.
71d. § 312.35.
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beforehand.® Under certaln clroumstances expanded access ‘;ma made cwallable on a more
systematxc——~1 €., beyond 1nd1v:dua1~-basxs through the “treatmen IND” mechamsm '

Smgle—Patlent Access : | .

s obtain access to
ubmission of a protocol,
f FDA through a treatment
be submltted ‘

The ex1st1ng regulatlons envmlon that md1v1dual paue '
unapproved investigational drugs under defined condxtmnsx
review by an institutional review board (IRB), and prior no 5a}
IND request (except in cases of emergency, when the IND request 1

receive and admlnlster the mvestlga )onal dr g.
Slngle-patlent access imposes substantlal burdens on both spensors arxd physicians,
 particularly in light of the fact that each : pphcatlon must be,zp‘ oce
can facilitate the necessary paperwork somewhat by havmg standard - otocols and model
consent forms available, but the facts of each case will offer s t,vanatxon so that
economies of scale are difficult to achleve Even if sponsor ooth the process in this
fashion, the burden on individual physwlans remains mgmﬁc’ yarti ularly for those in - \,
community practlce without the supporuve mfrastructure associated with clinical research. Also,
because third-party payers do not generally cover the cost of I sﬁga‘u, nal therapy outside the
clinical trial settmg, relmbursement for the 1esources necessary te admmlster the: drug may not
be forthcoming. : ' : I :

Treatment INDs

More systematic access to un' proved drugs for numerous 1nd1v1duals rather than smgle |
patients can be prov1ded under the treatmen IND mechamsm ‘Treatment INDs : are apphcable
only to drugs for. senous or 11fe—threatemng dlseases The regulatlon prov1des

/"“de avaﬂable durmg
] eted however n-

- “In the case of a serious dlsease a drug ordmarlly mayib

Phase 3 1nvest1gatlons or after all clinical trials have bee; »
~ appropriate circumstances, a drug may be made availabl reatment use dunng Phase
2. Inthe case of an Immedlately hfe«—threatemng disease rug may be made avallable
for treatment use . earher than Phase 3, but ordlnanly not earl ier than Phase 2 g

- In order to Justlfy access to multlple persons under a treatment'IND the drug must not |
only be intended to treat a serious or unmedlate}y hfe-threatenm g d1sease but there must also be :
a showing that: ' ~ : ~

1d. § 312.36.
*1d. § 312.34.
°1d.
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e T here is no comparable or satrsfactory altematrve drug,' r other therapy avallable to treat
~ that stage of the disease in the intended patient. populatro- :

° The drug is under 1nvest1gatton in a controlled chmc
trial, or all clinical trials have been completed; and

e The sponsor of the controlled clinical trial is acttvelyg p
1nvest1gat10na1 drug with. due dlhgence , =

der ¢ an INDm effect for the

in’g;marketingapproval of the

' For serious dlseases a treatment IND may be demed 1f there s 1nsufﬁelent evidence of -
safety and effectiveness to support he] use For 1mmedIately life-threat ening diseases, a
treatment IND may be denied “if the avail ble scientific evidence, taken as a whole, fails to
provide a reasonable basis for con hat the drug “[m]ay be effective for its intended 1 use in-
its intended population” and “[w]ou,d' not expose the patients to whom the drug is to be :
admrmstered to an unreasonable and srgmﬁcant add1t10na1 nsk of rﬁness or mjury

xgaaded Ag_’c_e_ss‘Pro ram Standm‘ds,

While FDA may reasonably react to smgle pat1ent or eme ‘ency requests accordmg toa
case-by-case standard, demand for new agentsmout51de th clinical trials and before
approval for marketmg———ls frequently such that a more syste (e} his requlred FDA
“has rightly 1dent1ﬁed the treatment IND regulatton as the best, perhaps the only, evulatory

authority for w1despread dlstrlbutron of unapproved drugs to patlents m need

Itis 1mportant to note that the treatment IND regulatron was promulgated morethana
‘decade ago, well before the. current r a n drugs for hfe-threatemng diseases like cancer are
routinely approved on an: aeceler is. The treatment IND rules should perhaps beread
more liberally than in the past to account for modern accelerated approval? standards. Liberally -
interpreted, those rules. prowde sufﬁcrent ﬂex1b1hty for broad—based expanded access programs

Stage of Developmem :;f, S

the dr g n questron be either in
ed. However the regulatlon

onduot of Phase 2 trials or

that rmght Justlfy very early

The treatment IND regulatlon expresses a preference tr
Phase 3orina situation where all clinical trials have been c
also recognizes that a treatment IND may be appropriate duri
‘even earlier in extraordinary c1rcumstanceis.~ Those circumstan
access are dlscussed below: e

The de01s1on on the appropnate Stage of developmem when an expanded access program

might be launched will depend to some”degree on the strength of the safety and efficacy data
- being submitted to FDA. A very , Lstratlon package should encourage both the spo;nsor .
and the agency to make potenttally 'ltfe-savmg drugs avarlable on an’ expanded and systematxc
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basis to patlents who could be expected to beneﬁt from them iunng the penod prlor to marketmg
approval. | : :

Quantlty an:d Quallty of EVI ':ence
And Other Consxderatm S

: tethe -eoinyxeﬁoﬁ of
hould depend on a number

A decision to prov1de expanded access earher than Phase
clinical trials—or in unusual c1rcumstances even prlor to Ph ;
of dlfferent vanables suchas: : : e

. Nature and stren -. -h of th vid : Ifthe endpomt being measured 1s response rates for k_
| o consider the quality of the responses. Is there a ‘high rate of
complete response or substantlal tumor regressxon" Are responses markedly durable at

 more favorably FDA should Te!
© program. , s
e Unmet patient need: To the extent that patxents Wlﬂ’l canc
disease have no treatment altematlve using an approved
e standard therapy, expanded ac
. ~L1ke11hood and imminence of
- more. 1mmed1ate expanded acc ter fj p‘ o pattent in need and less
risk of dlsappolntlng outcomes In such settmgs, F DA should facﬂltate expanded access
programs that are sought b “'pons DTS,
e Drug availability: The fe: :
the capacity of the sponso th :
- Experience has demonstrated that sponsors are better able to dehver s1gn1ﬁcant quantlty
of drug outs1de of tnals 1f the agent 1n questaon 1s a smal _molecule w1th a relatwely

or ther hfe threatenmg
1t mmonly accepted

}panded aceess programs 1s greatly dependent upon.

Pfﬂgram-Des;gn ‘\ j_:'; o

Although expanded access pr@grams are not the,same' \ hmeal tnals they should be k
rev1ewed and approved by an FDA that is mindful of the clin ”,gram supportmg the drug s
apphcatlon and should be structured to be cons:stent Wlth that program

Comprehensive Develo_ mentv'Plan;; i

Expanded access programs shouldbe regarded as part of an overall ohmcal development
plan. Accordmgly, an expanded access program would normally not be constdered appropnate
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for an 1ndrcat10n not being evaluated m chmcal trrals by the sponsor ‘Anexceptron to this

general rule might be in rare instances where there is strong p ical or clinical evidence: that i
the drug could be efﬁcacrous 1n a populatron wrth vrrtuallyf apeutrc optron

Expanded access programs can posea rrsk to. chmcal 1, which could
Jeopardlze trmely approval of the drug formarketmg and ultim: hinder access for broader i
populations of patients who could benefit from the therapy Therefore, patients. partrcrpatmg in
k expanded access programs should zgenerally be those who are clearly not eli glble for trial. -~
participation. As noted above, th grb'h y criteria for expanded access programs: should also i
be based on disease mdlcatrons .lstent Wlth the overall development. plan for the

drug——l €., mirroring mdlcatrons th are b, : ng pursued m ongomg or pendmg chmcal trrals

Data Regulrements

16 afety data base for drugs -
tant in the “accelerated
ation could be relatively

afety mformatron should
( - that concern. Careful

Expanded access programs offer the opportumty to exp
moving through the approval process, whrch could be partrcular
approval” context, ‘where the total number of patrents supportin,
small. FDA has repeatedly taken the posrtron that collection of
not be vrewed as a threat to approval as there 1s no hrstorrc &0

drfferent popuiatlons beyond those en
extensrve prior therapy or wrth srgmﬁ
access programs provrde a framewo
carefully with all data collectro_rr;an{ €

~f5l.’riocess Issues»'~ iy

As expa.nded access programs dlffer in many respects om | ~Ig~,trrals there are
certam procedural steps that sponsors should take that are speci fic 0 rhe expanded access semng :

Exganded Access Team |

Expanded access. programs generally requlre a drstr : m:&a:structure to address the issues
confronted by sponsors and patrents in a somewhat less structure , ohment than clinical
trials. It is advisable, at the earliest possrble time when an ed access program is under '
consideration, for the sponsor to assemble an expanded access -team' Wrth the ‘expertise necessary
to advise on the legal, ethical and clinical ramifications of expanded access. Sponsors should
schedule a meeting with FDA eV nitiate drscussrons about expanded access when the
.avarlable data mdrcate that 1t mrghtbea ,prla,te for a grven unapproved drug or mdlcatlon
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Informed Consent ; :

d y?‘FDA Among the
xpanded access setting,

Expanded access pro grams operate under an IN D gr ,'
requlrements for an IND is informed consent by the patient.
informed consent will be constructed d}fferenﬂy from that in al trial, but it is no less -
“important. Informed consent docum ents for expandedaa hould carefully cenvey, -
“to patients the risks, potentlal beneﬁts altematives and uncertamﬁes volved in the1r accessto
: unapproved agents ‘ , = » ~

- Eq uitable Acce"ss’, g

Patients with no'"s’tanda”r '_ptmns may be desperate to obtam access to :
: " the same time, depending on the

) imited. Where rationing of -
and equ;table mechanisms
ve thanded lotteries, with
ors should absolutely resist
‘government officials and e

nds or fa;mxhes

“for determmmg Wthh patlents get access and wh1eh a
complete transparency, would appear to. ‘be the best appre ch
the efforts of influential or hlgh proﬁle md1v1duals—~1nclu lir
celebn,tzles——tg,obt,mn prefer entlal treafcment for themselves e

Ez‘wnomxc Issues

recovery’ basis. The custem
~would appear to be the prefer ble ¢ by 'far FDA should urge sponsors to forgo cost
recovery and prowde drugs Wlthout eharge to patlents in expanded access pro grams.

development plan for a new drugwsponsers need to consxd'
the time and other resources involved i in admrmstenng‘u‘ ppr
context and for collectmg and report. ‘ ~
for routine patient care costs mcurred'l;n«a;,e,liniﬂca}' trial;l but hose patlents accessmg
mvestlgational agents outside a trial. Sho alls in reimbursement to already challenged ,
providers may. substantlally deter pamcl on in expand d aceess programs. Sponsors. should
~consider innovative approaches to thrs p mom order to secure the w1dest possxble access to

patients in need. Gt ~ i !




~ and that certainly should be the mdustryfs ndard—informed

for the efficient operation of the system of pre-approval acce

‘ S»tatu‘:s/of S

Dockets Managerhent;Braneh
March 27, 2006
Page 8

Transmon ‘Issues U on A '_roval e

Patrents enrolled in clrmcal trrals recerve mvestrgatrol
protocol generally specifies the degree to wh1ch the practro :
approval. To the extent that patients enrolled in expanded ac ess

gskfree of charge and the
ntinue beyond marketing
ograms receive free drug—
ould make clear how
ufﬁcrency, hopefully with

patlents will transition from rece1v1 g free mvestrgatlonal ’
insurance coverage. Sponsors h
expanded access patrents after
recelvmg expanded access drugs fo
is obtained should contmue to ;

trorr other than that for whrch marketmg approval
i .;of charge at least untrl rermbursemerrt becomes 0

) ’lei—Paf‘tifén?t Use

Although srngle-patlent access remalns an optron und the reg ulatrons 1t poses problems,

increase efﬁerency, such as development of standard consent
access, however, is mherently more. resource mtensrve onape
significant burdens on individual ph}, sicians, who may for that
from seeklng an unapproved d.rug ona smgle‘use basis: Mo_re

o ;rotocols Srngle patrent ,
: basis and imposes
iscourage their patients
ead and regular use of the

-expanded access rnechamsm should obvrate the need for single-patient requests and perhaps
- make the overall system of preaapproval access more user-frrendly and efﬁcrent

Role of FDA

Aside from development of Gurdanoe for lndustry*outlmmgthe appropnate standards and .
procedures for expanded access prog €SS in
ways. First, FDA should create onits.
programs, together wrth detarls of ea

expanded access
ave arehable resource for

: yC

) FDA’S help in
\ cond FDA should serve as

a meanmgfnl gatekeeper to expanded" access, ensumlg that e :

specrﬁed criteria and relate to drugs that are proceedmg ’to W

CONCLUSION

Pharmaceutical sponsors* lop new 'roduets W1th substantral support from the publle N
sometimes in the form of research investment fr
Health (NIH) but always Wrth the ne sess ;{ y engagement of patrents who w1llmgly partrclpate in -
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should feel a moral obhgatxo

‘sponsors will consider them . €58 i 5SS, ,
, Correspondmgly, FDA must recognize imate role programs 1n giving

' process asposSIble s

representatlve data and inf ‘rmatlo

bEllenL Stovall

~Silver Sprmg, Maryland 20910
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clinical trials. Given the suppof’ public, 'spo'nsoyrs
able at the earliest
possible time, consistent W1th FD, (

agents outmde of clinical trlal sors but responsuble

patients with hfe—threatenmg dxseas_ s ac

economic 1mpact of the requested
Commxssmner '

atitincludes =~ =
orable to the petition. -

The undersxgned certlfy th "t to the best knov
pet1t1on 1ncludes all information nd vi

President & CEO Bl e
National Coalition for Cancer Surwvo sk :
1010 Wayne Avenue = Floor

Phone: 301/650 9127

ns providing unapproved S



