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Dear Sir or Mad.am : 

;.5~~~ F. 02 

On behalf of Pfizer lnc ., we submit the following comments on FDA's proposed rule to 
broaden the permissibilit~ of charging for drugs used in clinical trials . 

Pfizer is a leadin~ pharmaceutical aompany witka over 200 clinaCal. trial programs 
undetway . The Company's ~esearch enterprise involves over 13,000 employces> 
lnur~d~reds of academic and industry partn~rs, and represents a eommitment ot over 
$7 billion a year . We routin~ly make ou.r d.rugs £or ~~~e-threatening and seri.ous conditions 
arrailable to qualified patie~ts th,z~ough co~~npassionate use and cxpand.ed access programs 
(usually ofter phase lI efficacy data is available), Among other progra~ns, ~ve currently 
1~ave a $48 million, 6,000 paticnt, ~Xpanded ~ccess program under revictiv at FDA. 

Pfizer sha.res the Abency's coriuriitiYt.ent to fao~~~tating ~ecess to potentially life savinb 
drues i~t d~v~lop~~e~t an,d FDA's efforts to u~date its now 20-year~old itZVestiaation.al 
new dru~ (1ND) regulations . FDA's reco~rd o£working with s~onsors to make promising 
new d~rugs and investigational therapies a~ailable to patients through clini.cal t~ia~s and 
expa~ided access programs is stronA . Howevec, the rules regarding expand.~~d access and 

aoc~6~- onb~ 
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the circum5ttitiees in'vvhich paCiEnTS may 6e charbed for drugs used in clinical studies are 
com,plicated and not always well undexstoud_~ 

Discussion 

FDA's investigational new drug (]1~TD) requ:ir~n~~nts shouJd n.ot prohibit investi ;ators, 
sponsors, spottsor-investigatOrS, Or healthcare prOviders (or their institutidns) from 
c~atgir~g patients or payors fot the cost of approved drugs that are purchased fox use in an 
F'DA approved clinical trx1~ . Cla~i.ficat~on of k'D. .A's existing r.ules in this area is 
importaz~t az~d welcome, 

The Agencx's proposal to elaborate or~ the provisions of 21 C~R § 312 .7 regarding 
charging patients for unapproved drugs has the potential of in~p~ding access to cllnical 
trials axid is like;ly to have a number of adverse consequenees . PDA should ta(ce into 
conside;ration the fact that the costs of experimental medicines are rarely eligib~e fvr 
coverage by insurers and that the proposed po~icy could have the effect of encouraging a 
shift of part of the costs of such trials to ~atients . Even far paYients ~ho can afford to 
pay, there are ethical considerations associat~d ~vitla eharging foc unproven medieines .2, 

Spo~sors who choose to eharge patients for access to an unapproved drug are likely to 
increase th .e time needed to complete enrollment for the trial, whiclt will r~sult in a de~ay 
in oettxa~a tt~e d~ug to nnaKket as well, thereby impacting the availability of the medicine 
that could help other patients, 

~"unda~nentally, deciding What eosts should be cha~rged to patients to enroll in a clinical 
trial or an ex~and.ed access program is not a good use of FD13 resources (and tax payor 
funds) and is outside the Agency's statutory cn.ission of ensuring the safety and cff~icacy 
o~drugs and clinical trials . 

Charging For Approved Dru~s Used Xn A Trial 

Proposed 21. CFR § 312 .8(b)(2)-(3) (71 Fed.. Reg . 75180-81.) d.escribe the conditions 
~tnd.ec which sponsors may char;e for an approved drug obtained from anoth~r entity tltat 
will be used in a. elinical trial . Charging~ ~or such medicines clearly does not eonsti.tute 
the '`comniercialization" of ar~ uAaapproved drug and is consistent ~t~vith FDA's st~tutory 
authorities, as wel~ as the public interest in furtherinb researel~ abou.t new medicines . The 

~ FDA advises thrst it receives about 22,6 requests per year to chargc patients fo~' investigational 
drugs. 7I Fed, Reg . 75 ~ 75 . FbA's notice docs not spccify whcther inost of these requests are for approved 
drugs bcing uscd in a post-ma~-keting trial or for experimental drugs, The notiee also does noI indicAte how 
~any ~'equests are denied and if denied, why they were denied . The A,~ency also claims that thc; co5t of 
makin~; an investibational drug avlilable to a limited number of paticnts is "not usually extraordinarily 
expens~ve", ld. at 75177 . 'We are unclear as to what FDA considel's exiraordinarily expensive and have 
some concern about FDA's role in making such decisions . 

2 See generall~, J . Groupman, "Th.e ~i~ht tv a Trial : Should dying patients have access to 
cxPcrimental drugs?" '~'he New Y'c~,rker (December 18, 2Q06), post~d at 
hCtp;//~N.,n~wyorker,com/p.rintabl.es%facdOGJ 21 .8f'~._facG CsAO "Report on New Drug Deve[opment" 
(November 2006) at p . 8, posted at http ;Uwww,~ao.go~'/new .itcms/d0744 .pdf: 
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use of comrzaercially availab~e drug supplies is also consistent with the government's 
interest in tmproving access to clinica1 trials by providing reimbursement . See 
Presid.enti .al Memorandurc~ of June 7, 2000 directing I~CF~1(now CMS) co "exPGcitly 
aut~orize payme~t for routine patxent care; costs . . .and costs due to medieal aomplications 
associated with participation in clinical trials ."3 

A,pproved drugs are oommonly usEd in clinical trials, as cornparators and in combination 
therapy, as wc~ll as in ~nvesti~ations of new eond~tions of usc ~or the drua -- particularly 
wk~ere the drug is already recognized as a standard of cate treatment, ~'ypically, Sponsors 
and Sponsor-Investigators have no choice but to use t.he approved drug to meet et'hical 
ar~d legal requi;rements relati.l~g to maximizi~tg the benefit-Cislc ratio of Yt~e interv~ntion . 
pfizex sup~orts clarify .ing FT)A's nt.~es, 21 C~R § 3 ~2.7, rebardin,g char~ing t~e use of 
commerc~al supplies an~d specifically, the use by investigatc~rs of an approved drug, for 
which patients nnay be charged . 

Ethica~~y, the eost of such dru~s caz~ be passed on to subjects in a trial because th~y are 

likely to have receiv~d the identical, approved dru~ (and to k~ave been charged for it), as 

pairt of their routine medical care . Cn addition, such costs are not a barz~ier to treati~ne~nt 

sin.ce insurers (~ncludinb Medicare Plans) generally pay the cost of standa.rci of care 
therapies, especially 1n the case of a li~e-threateni~g or serious diseases and eonditions . 

A, second reason that supports charoxt~g for a~~ro~ved dru~s used in, a clinieal trial is lhe 

fact that th~e investigational ne~u drug (TND) reouaations are only intended to prohibit the 

corra.mercialization af unapproved drugs . By definition, an approved drug can be 

introduced into comine~rce and used by physicians and physician-investi~ators in 
accordance with znedical standsrds of care . Sttch an ~DA-appr~ved medicinc. that is used 

in a clinical trial as a pos~tive control (i.e ., as a performance benchmark against which the 

investibational drug is compared) is r~ot, itself, investigational . Similarly, an ~"Dr'1-
approved drug that is used concom,itantly with a~~ investigational drug is not itselt an 

investigationat drug and should not be fireated as such . In that case, the unapproved drug 

is the investigational aDent, A suUject ii~ such a study would raot be charged for the 

unapproved dru~.g, but only the cost of Che background, eomparatot', or standard of care 

treatmenf (involving one or more FDA approv~d drugs) . 

Pharmaceutical cotnpanies seldom ~harae patients for th.e cost of an approved drug that 

may be used in a tria.L Where such costs are cl~arged, it i,s usually tk~e investigator who 

purchase, ad~ninister, and charge for the drug, in aeco~danee with the Study Protoeol . We 

believe that ~'DA needs to c(arify how its rules about chargina apply to these other groups 

involved in clinical txials- investiaators, hospitals, and otliec providets . FDA should 

clarify, in its proposed rule, that investigators az~e allo~uved to char~e patients for the cost 

of an approved d.rug us~d an an ~DA reoulated trial (an approved dtug purchased for use 

; http :%/cli~ton4.»ara.gov/~VH/VVork/OG070U .htnil ; ~~~e also 

http:/Iwww.cance.rtriaJ5help .org/paticntAdvocatc~/pal.icies1000(07 jsp (statement of June 7, 20U0 
by the 

CanceK C,eadersh'tp Council) . 
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in a well-designed cl~~ical trial, for w-~hick~ an investigational new drug a.pplication is 
required) .4 

The proposed . ru~e, if finalized, sk~ould also recognize that the amount tbat ma~ be 
charbed for an approved drug used in a clinical trial m~y be different than the "direct 
costs" (that ~DA defines for invest~gational drugs, Proposed Rule ~ 3 ~ 2 .8(d)) . That 
d.ifferencc a~ises because the acquisition cost is often some.vvhat dif£erent than the amount 
approvcd by payors for rei~bursement,5 

Fot all of tkre reasons d.escribed above and because th~ approved drue has a(ready met the 
threshold for an FDA, approval, there ~s no r~ason for FUA to prohibit spvnsors from 
includ~r~g the us~ of cotrxinnercially availab}e dru~s in protocols submitted to FDA or for 
ihe FDA to prohibiC in'vest~gators from c~,arging for st~~~dard of care drugs that they 
purchase and administ$r in a clinical trial, 

Char~in~ For UnapProved Dru~s Used In A '~'rial 

~'DA's proposal to amend 21 C .F.R . ~ 312 .7 (2006) aa~d to promulgate a new § 31Z .8 to 
clari~y and expand on tb.e conditions for charging for un~approved drugs would reduee tbe 
arnbi~uity of the current regulatiot~s, but is unlikely to improve access to clinical trials . 
The proposed ~rule seems t~ have the potentia~ to adv~rsely izn.pact drug deve~opment, 
access to c~~nical trials, and FDA rcsources . Pfizer does not believe, as a general inatter, 
that patients would bene~t from the pcoposed rEgu.latory chaxibes regarding charging for 

unapproved drugs . Chaxging for such unreimbursed, experim~nta~ medicines has the 
potential to discou.rage physicians from recommez~ding appropriate trials to their Qati~nts, 
prolong clinical tt'ial recruitment, and discourage enrollment by lower income patient 
groups.~ ~'i»ally, FDA's authorities to re~ulate slfety and ef~cacy of clinieal trials does 

° Proposed § 372.8(b)(4) irtdicatcs thnl che authorization to charge for s~n approved drug will 

usually lsst for the duration of the trial, unless ~DA speci$es a shorter period . Our interpretation of how 

that pKOVision will work is that FDA's apProval of the IND (after 30 days) will constitute authorization to 

charge for nn approvod drug, ~urchased for ust in the trial -- so ~onp as the protocol states that the sponsoc 

or in~estigators may ctaarge for use of the agproved drug . 

Again, FDA should ur~derstand that it is very rare for a spon~or to charge for the usc of an active 

coniXO) or comparatot . Ratber, proYocolS sometimcs alloW Ilave5tigaEors to administor commercially 
acquired active controls or corx~parators (whcrc the drug is considered to be standat'd of c.~re) and ihey or 

their institu~tions will c;harge for such drugs . Alternativcly, fo fa.cilitate enrollment, sponsors may reimburse 

inv~stigators for the oUt .of pocket cosls of acquiring ~n expensive compaCator (i .e ., an approved drug) th~t 
is not recognized as standard of care . 

5 See e.g, 2007 "ReimburseCC~ent Schedule foC 1Vledicarc Pe .rt B Dcugs," posted tit 
http;//~vw.cms.hhs.gov/M.crPartBTDrugA,vg5alcsPricelO' .la 2007aspfiles.asp ("where applicable, the 
payment amounts are 106 pcrcent o~'the Average Sales Price (ASP)"). 

6 It is worth noting that Congress, NXI-I, and FDA k~ave long been committed to expanding the 

diversity of clinical trial populations . ~ee ~. Toigo et al, "Partieipation of Raeial/Ethnlc Groups 'tn C~inica! 

Trials arid Race-Relatcd Labeli~g ; A Review of New Molecular Entities Approvzd 1995-1999", Journal of 

the National Medicine Association. (December 2001 Supplement) posted at 

http;//www.fcla,gov/cder/ropoRs/race cthnicity/rac~ ethnlcity rcpurt .htm Nonetheless, low incolme, 
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not 3uthorize it to re~ulate wk~at 31~d ho~~' much cari be charged for an experimental 
tnedicine. 

Turning first to FDA auehority, Congress has vested I~DA with authority to re~u~ate the 
~z~tCOduetion of drues into commerce and to require that an approved .applice .tion ~e in 
effect . 21 USC § 355 . FbA has no author.ity to regulate the price for which. a medicine, 
approved or unap~roved, is sold, Sirr~ply put, tk~e :Pederaa k'ood, Drug, and Cosmetic Act, 
21 U .S .C . 301 et scq., ("FDC1~") does not authorize government re~ulation of pricing or 
cost-recovery pr.ic,ir~g, Xn. the inspectioas context, the statute even aftirmativcly precludes 
FDA from reviewing data on cvsts and prices ia its a~nspectio~s_ k'DCA, § 704(a), 21 
U.S .C . § 374(a) ("No inspection . . . shall extend to financial data, sales dttta . . _ [or] 
pricin~ data . , . ."), Therefore, it is difFcult to extrapolate any authority for FDA to 
regulate cost-recovery prxcin~ for experimental druns . Th~ r~le~vant provisions, 21 USC 
371 and 355(r), authorize rules that a11~w for the efficient en~orcem .er~t of the Act 
(regarding approval, adulteration, misbranding and so on) and for exemptin~ 
a.~vestigational drubs from thE requirements relating to approved drugs. price regulation 
is not part Of the Federa) Food, l~rug, and Cos~etic R,ct . 

~'bA should am~nd its proposed rule ~or practiGa.l re~asons as wel~, Tkae proposed ru~e 
would require nurnerous determinations chat are well oucsidc. of FDA's exp~rtise and 
would require economic and accounting resources, The proposed ad.ministrative 
deteKr~in.atio~s ~ould i~nclude d.eciditag : (i) ~hether thE cost of a~ investigational drug is 
"eaUaordinary," proposed ~ 312 .8(b)(I)(iii) ; (ii) whether, in additian, "the clinical trial 
coutd uot b~ cond.u.cted without charbinb," id. ; and (iii) ~hether the price proposed by tha 
Spo~sor would "cecover ottly tkze d.ireet costs of ~aking tk~e invest~oational dcu~ 
available," proposed § 312_8(d)(l) . To su~port its determinations regarding such 
cha.rges, FDA would need to require and review factual analyses about the 5ponsor's 
costs, eomparati~ve costs of other treatments, and arbumci~ts about what cost, arE 
"ordinary" versus those that mieht be "extraordinary" . 

With respect to the required determ.inations, FDA would have to decide whether the costi 
of an in~vestigational drug is .``~xtraordin~ry" ~vouid necESSitate the dev~lopinent of an 
understanding of what costs at different points in development are "ordinary ." This 
would require that FDA collect data about manufacturinb and supply costs for different 
types of molecules and then make comparisons to determine what "ordinary" costs are . 
FI~A would tk~e~ need to make accou~ting ar.~d ecoz~ornic ~ssess~nnents about the ran;e of 
"ord.inary" costs for diffcrent molccul~s and diff~rent therapi~s . For exarnpl~, companies 
are developing vaccines for preventing diseases such as c2ncer and AIDs, and for treating 
diseases for which there is no effective treat~~x~t. Decid~ng what the "ordlnary" cost 
would be and whether a different cost for an experimental drug would be "extraordinary" 
would be complicated, to say the least . 

eldorly, racial/ethnic minoritles, at~d those who live in rural areas are oftcn under-represenzed in clinica) 
trials_ See e.g. "Reporc of the Intereultural Cance~ Council" (April 2406) posted at 
http://ieenetwork .org/cancerfacts/cfs l l .htm . 



F F~~.,~ ~ ~ 1 -~ ~~-44 ~J .~ ~ 2 FF~_b~ 

Second, deciding wheiher a clinical study "could not be conducted without charbing" necessitates a deterir~ninatioz~ of a Sponsor's ~nances and inie~tions . FDA would need a way to assess the financing of the tri.al, the potentia! return on ir~vestmer~t of any intellectual property at stake, the SPonsor's cash flow and its aecess to capital ar~arl:ets . l~bA vvbuld need to determine tZ~e Sponsor's willingness to co~duct the trial without charging and if not, whether others rrAight sponsor the trial . Th~ ager~cy would ~teed accounting personnel and cconomists to devclop meChodologi~s for nnaking defendable assessinents and for applyin; those ~~ethodolobies to 1ND flin~s . 

Third., FDA's accvuntants would have to scrutinize each Sponsor's asserted "direct costs" to ensure fairness and consistency in ~ts hand~ang of t}~e policy. Whil,e the ru(e has a basic definition of "direct" and "indirect" costs, in application, ~dentifyino direct costs is likely to be oomplic~ted . One need only look at th .e federal income tax apparatus and how the definitio~.s of income, exp~n$es, arnortization, and trar~sfer pricang ~vork, to ~ain an appreciation for some of the d,i~ficulties that are lik~ly to arise ir~ tr~ing to distinguish between so-called direct and indirect costs . 

Fourtkt, determining wk~ether "charging is inte~tering with i:he d.ev~lopment of- a d.rub for marketing appro~al," as proposed for § 312 .8(a) (4), would necessitate analyses by fiDA, of patterns of enrollrr~ent in c~inical trials, the causes of insuf~ciencies in enrol lment, an,d what amounts ofdelay ar~ unacceptab~e . Put simply, charging for an e~pensive drub will d.elay er~rollment ~n most cases, T~e amount of delay that FDA would consider to be "in,terference" is unkz~ovvn and . will be dif~icult to defi.ne . 

Ti~e findings aed assessmer~ts that would be required under propos~d 21 CF~2 §§ 312.8(a)(4), 312 .8(b)(1) and (d.)(1) are .not withi;n FDA's mission, authority, or expertise . Tk~e resou~ces needed to implement a price coi~trol scheme in a fair, non-capricious, and no~n-arbitraxy man~er would bc signiflcant a~d may not serve tl~e p~blic interest . Given tlzese considerations, FDA sk~ould ad.dress the existing authoriaation in 21 C .F.R_ § 312.7 and wk~ether to prohibit cha.rgi~g for un,approved drugs used in cljnical. trials . At a minirr~utn, FDA should rtot take responsibility for reviewing and a.pproving the amount to be ~haxged for investigational drugs_ 

Charging For TJ~approved Drugs Made 
Available T~ro~ h E~ anded Access Pro rams 

In the proposed ru1e, FDA, also proposes to allow Sponsors to charge for investigatioual drt~gs made availabl~ to certain patients w~th life-threatening or otherwise serious conditions . FD~A proposes that such charges be piedicated on sufficient enrollment and progress in clinical trials, and be restricted to certain "direet costs'" and "th~ eosts of tnonitorinp the expanded access IND or protoco~, complyin~. with ~ND reporting 
~requirements, and other administrativc costs directly associated vvith the expandEd 
acoess." Proposed ~ 312.8(d)(2) . The Agency stat~s that such charges would not be excessive and would be justified by an increase in the tzvailabilit~ of investigational 
drugs, 71 Fed.. Reg . 75175 ; how~ver, there is litt~e evidence for t}~ese claims, The costs ate likely to be very hi~h in some cases and relatively low in other cases . 
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We expect that sponsors wi11 contxnue to be reluctar~t to charge for a. product for which the Sa~ety artd e$cacy is unpro~en, for which th~ere is ~o rei~~,bursement to h~lp patients pay such costs, a~td w}~ere th;e allo'wable charges are limited to the "direct costs" of manufacturing ~~td distributir~g the product', As descri6~d in fh~ preceding section, FDA's proposal would divert Ager~cy resources and irnproperly vest responsibility with ehe ~'DA for teviewing ar~d a.ppxoving the ca~culation of manufacturing and adrninistrative costs . tt also may impact the public i~,terest if it results in the exelusion o~' qualified indiv.iduals who are unable.to afford the cost of.the program (especially given that insurance pz~o~~ranras may not cove~r the cost of ea,rl~ stage, ur~approved medicines). 
If FD~1 concludes that its rules must allow companies to eharge for unapproved drugs made avai~able through expanded access p~ograms, we recorrmend that PDA al]ow sponsors to charge a reasonable administrative fee rather than basing suc;h charges on a FDq, reviewed caleulation of "dir~ct costs" . This could be based on the eost of other drugs in the class or based on the cost oftreating the condition with other therapies ; for example . This would have t,~e bene~t of simplifyin~ the administ~ative p~roce :ss and vvould better eneouXabe sponsorship vf. expa~~ded access pro~;rains . One approach that we believe should be con~sidered is that FDA a~low sponsors to ch~.~rg~e an administrative fec, set by the Sponso~ after consultatlon with relevant patient groups . ~'DA might set ~. ceiling for these adminast~rative f~es oz~ an ar~t~ual basis, 

Conc~usion 

For the foregoing reasons, FD1~ should amend current § 312.7(d) and revis~ proposed § 312 .8 to clarify that sponsors, ~nvestigators, and provRders may ch~r~e for approved drugs administ~red. to patients in clinicaa tria.ls . The Agency shou.ld also address the existing $uthorization in 21 C.F.R . § 312.7 and whethet the public interest su.pports allowing "cost-recov~ry" for va~rious costs associat~d with the use of unapproved dru~s beina tested in clinical trials . Fir~ally, FUA should also amend its ru.les for expanded access progrftms to provide that ar~y drug charge should not exceed a modest adm~z~istrative fee, set by t}~e Spor~sor in consultation with patiez~t groups, rather than by the ~D,A, 

We a~preciate the opportunity to commEnt on FDA's proposed rule and hope that you will contact us ifyou have any questions or wish to discuss our experience as a spo~tsor o~ hundreds of c~xnieal txials and expanded access prog,rams . 

Siucerely, ( 

/ l~- 
Marc Wilenzick 
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