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APPEYDIX A: 

Perhaps the most striking deficiency of the Pediatric Rule is that i t  clashes ivith 

fundamental policies embodied in Congress's most recent food and drug le, uislation. the Food 

and Drug Administration .Modernization and Accountability .4ct ("FDhilA"), whicll was 

snacted barely one year before FDA promulgated the regulations comprising the Pediatric Rule. 

-, 63 Fed. Reg. 66,632 (1998). 

It is a fundamental principle of administrative law that: 

The rulemaking power granted to an administrative agency charged with the 
administration of a federal statute is not the power to make law. Rather. i t  is the 
power to adopt regulations to cany into effect the will of Congress as expressed 
by the statute. 

v. HochfeIder ,425 U.S. 185,213-14 (1976) ( 

"regulations. in order to be valid[.] must be consistent with the statute under which they are 

promulgated." u & & & t t e s  V. r w  ,431 US. 864,873 (1977) (invalidatmg regulations 

that were "contrary to the manifest purposes of Congress"); & States v. voo?, 

regulation is to be sustained simply because it is not technically inconsistent with the statutory 

language. \\hen that regulation is fundamentally at odds with the manifest congressional design." 

(internal quotations omitted)). 
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Far from reflecting and enforcing the congressional policies and pi:rposes Linderlytslg 

FD,A.Cl-A. the Pediatnc Rule contravenes key FD.k"VI.4 goals in at least t u  r3 respects. as set fonh 

belo\\.. 

I .  THE RULE CONFLICTS WI 
ESCOUFUGING MAMJFAC 
L'SES OF A DRUG ON-LABE 

One major goal of FDAMA is to 

provisions. to bring off-label uses of their drugs on-label on a basis. In making these 

provisions \*oluntary rather than mandatory, Congress recognized the value of off-label uses by 
L 

ensuring that cumbersome regulatory restrictions would not interfere with physicians' ability to 

prescribe cutting-edge medical treatments.' The Pediatric Rule. however. u.hich reauires that 

off-label pediatric uses be brousht on-label, rejects the v 

beneficial treatment option (as FDA has long acknowled sets Congress's carefully 

crafted balance concerning the appropriate circumstances for 

.A. A s  Congress Has Recognized, Off-Label ons 
Well-Recognized. And Essential Part Of 

The label for an approved drug "identifies only those uses for which the manufacturer has 

conducted studies and has demonstrated, to FDA's satisfaction. substantial evidence of safety 

I Indeed, it is precisely the voluntary nature of the pediatric exclusivity provisions that is 
essential to keeping FDA within its statutory mandate. If manufacturers were instead required to 
bring off-label uses of a drug on-label, this would interfere even more with the practice of 
medicine than Ivould banin 
outside FDA's jurisdiction. gs off-label would 
merely eliminate certain uses of the drug. Requiring manufacturers to bnng off-label uses on- 
label. by contrast. could cause the drug to be withdrawn from the market altogether as 2 
"misbranded" product until the manufacturer could comply. 
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m d  effecti\ eness."' Sei enheless. once "3 drug or device is approved by the rigency as s u k  ~ n d  

effectiix for one purpose. no FDA regulations prevent doctors from prescribmg It for 3ny otlicr 

purpose.": Such use IS called "off-label use" and includes treating a condition not indicated 011 

the label. or treating [he indicated condition but varying the dosing regimen or the patlent 

population." Washington Le, oa 1 Found . V. F n e h  , 13 F. Supp. 2d 51. 55 (D.D.C. I90S). 

%Deal dock& , No. 99-3304 (D.C. Cir. Sept. 9, 1999).' 

As FDA's former Deputy Commissioner for Policy, William B. Schuitz. has 

acknowledged. "FDA knows that there are important off label uses of approved drugs."' The 

agency has even gone so far as to state that: 

There is no FDA policy that seeks to limit physici 
drugs to only FDA approved indications. Such a p 
unwarranted intrusion into the physician-patient relationship and 
pubiic health consequences. . . . We, too, recognize that the phys 

ing of prescription 
id . . . be an 

[hereinafter "GAO Repon"]. 

Accord James M 

population"). 

manufacturer."). 
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practice is well-equipped to make responsible prescribing choices for both 
approved and unapproved usesb 

E\.en this is an understatement. Off-label uses of druss and niedical dc\.lces constitiltc' J 

"common and inteyral feature" of many. i f  not most. areas of medical practice.- Estitiiatcs oi111~ 

number of prescriptions for off-label uses of drug products ranse from twenty to sixty percent of 
."" 

tile approximately I .6 billion prescriptions written each year.' As Michael R. Taylor. a former *-- 

FDA Deputy Commissioner for Policy, has stated. "off-label use is often essential to good 

medical practice. and in some areas - oncology and pediatrics among them - off-label uses 

constitute a significant portion of standard therapy. FDA recognizes and accepts this reality."" 

William Hubbard. FDA's Senior Associate Commissioner for Policy, Planning. and Legislation. 

has likewise affirmed that "[all1 of [FDA's] physicians and scientists . . . strongly believe in the 

. , v  concept of physicians being able to prescribe for off-label uses based on their own experience. 

knowledge. consultation with colleagues and other sources of information."'" 

h Letter from PLnn Witt. Acting Director of FDA D 
and Communications. Office of Drug Standards, to A. Jo 
Clinical Research Center, University of Texas at Dallas, 

_e Marketing, Advertising 
D.. Director. Mental Health 

Beck 8( Azari, 

&,g rd at 80; accord Krauss, s~aprir note 3. at 

note 4, at 79. 

g that twenty to sixty percent 
of all prescriptions written each year prescribe drugs for an off-label use). 

' "  Pl.'s Mem. in Supp. of Summ. J. at 9, 
2d 5 1  (D.D.C. 1998) (No. 1:94CV01306) (he 

a- 

+- 
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In certain fields. rates of off-label use are particularly high. For example. ”[olff-labcl tlsc 
I? 

is cotninon. and even predominant. in the treatment of cancer patients.“” A yovernment study 

/ that collected data from the spring of 1990 found that, of the seventeen most commonly used 

anti-cancer dnigs. five had been used off-tabel at least 7096 of the time.” Similarly. Carl D~son. 

the President of the Kidney Cancer .4ssociation. recently stated tha 

medication for kidney cancer is off-label.”” 

Some off-tabel uses define “state of the art trea 

example. experts report that between 90% and 100% of applications are off-label.” According to 

a representative of the American Medical Association, “[iln some cases, if you didn’t use the 

drug in the off-label way, you’d be guilty of malpractice.”‘6 As one author bluntly stated, 

I ’  GAO Report. 
cancer patients Lvere off-label 
drug. . . . [I]t is even possibl 
been proven to be more beneficial than any drug labeled for that cancer.”). 

note 2, at 40; & at 3, 11 (“A t 

I d a t  21-22. 

P. 

See Kenneth P. Berkowitz et al., 
Is r h e a ,  Med. Mktg. & Media, Jan. 19 

’’ B e c k & k a r i ,  
Uses to Lab&, Wash. 
president)). 
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"[o]b~*~ously. many more people uould die. and the clamor about FDA-induced "drug lag. \ \ o ~ l d  

be more intense. i f  off-label prescriptions were suppressed."" 

Through off-label use, physicians discover new, more effective means of' treating thelr 

patients. The FDX Drug Bulletin reported that Lvhen physicians resort to off-label use ofdruy 

products. they often discover "[vlalid new uses for druss already on the market . . . tllroLlgi1 

[their] serendipitous observations and therapeutic innovations.'"8 The great majority of 

breakthroughs in treating depression and schizophrenia come through unapproved uses. as have 

nearly a11 curative anti-cancer therapies." 

0 Off-label uses are especially common in pediatric populations. See \\'ashinoton 1 .e - 

Found., 13 F. Supp. 2d at 56 (observing that off-label uses are important to pediamcs). in fact. 

FDA recognizes that many off-label uses are the norm in pediatrics, often because testing in 

children can be prohibitively expensive and because involving children in clinical trials raises 

special concerns not present with respect to adult testing-" As a result of the costs. risks. and 

unique difficulties involved in bringing pediatric uses on-label for a drug only approved for uses 

Krauss, note 3, at 473. 1 -  

* .  eled Indlcatlons, supra note 9, at 5 .  II 

'') &g Robert M. Goldber 1 1995 
Regulation: Cato Rev. of Bus. 

r. 54; David Kessler, 
(Oct. 11, 1992): Hub 4. 

including separation from parents, discomfort, fear, and difficulty in obtaining blood samples 1. 
ed with pediatric testing. 
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in adult populations. most drugs carry a disclaimer stating that safety and effectrveness 1w.c not 

been tested in children." 

FDA has attempted to justify the Pediatric Rule by saying that "the absence of pediatric 

labeling information poses significant risks for children." 63 Fed. Reg. at 66.633. )'et off-label 

pediatric uses. like other off-label uses, are not unduly risky. "Off-label" merely inems that the 

label is "silent" as to that particular use. Such uses pose no great safety hazard because .-FDA 

premarket review of drugs involves [such] extensive scrutiny [that] the agency ordinarily has 

reasonable assurances that marketed products are safe, both for their labeled uses and for general 

us.*"?' Neither does any correlation necessarily exist between the off-label versus on-label status 

of a use and the benefits of that use." As the GAO Report stated. "[tlhe category 'off-label use' 

runs from clearly experimental use to staodard therapy and .even to state-of-the-art treatment."'" 

, FDA . .  I' &g Lawrence Bachorik, Whv FDA Is F n c o m  Tesm- 0 In cw 

-, 

("Eighty percent or 

_-  12 Beck & Azari, s i ~ ~  note 4, at 82. 

:' 
. . . The mere fact of off-label use . . . is a matter solely of FDA regulatory status and cannot 
logically be considered a medi 
inherently experimental or investigational." (citation omitted)). 

&g at 72 ("All medical treatments, including off-label treatments, have medical risks. 

dical device. Nor is off-label use 

I" GAO Report. note 2, at 1 I. 
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If  an>.thing, off-label pediatric uses arguably represent a & risk? alternative for cIilIJrct1 

than does FD.A's Pediatric Rule. Drugs used off-label in pediatric populations ha1.e already been 

established to be safe and effective for use in adult populations. 

Supp. I11 199') (requiring that drug be safe and effective "for use under the conditions 

2 1 U.S.C. 3 jj j (d )  ( 1994 & 

prescribed. recommended. or suggested in the proposed labeling thereof'). ,Moreover. doctors 

prescribing drugs off-label to children will do so on a one-on-one basis. in the context of a 

doctor-patient relationship. The.Pediatric Rule, by contrast, pressures manufacturers in the 

context of clinical studies - which involve groups of patients rather than the highly 

individualized setting of a doctor-patient relationship - to administer those same drugs to 

children before they are approved for use on adults. &g 2 1 

new drug sponsors to submit ' 

drug product for the claimed i 

. 6 311.55(a) (1999) (requinne - 
that are adequate to assess the safety and effectiveness of the 

ediatric subpopulations. and to support 

dosing and administration for each pediatric subpopulation for which the drug is safe and 

effective"). Common sense dictates that the individuali 

context of a doctor-patient relationship of drugs alread 

adults represents an alternative that is at least as safe - if not far safer - than forcing 

manufacturers to test unapproved drugs on groups of children in the context of clinical studies: 

nistration to children in the 

ed to be safe and effective for 

Congress has recognized the well-established be of off-label uses. Sp 

' has expressly forbidden FDA from interfering with those uses. thus enabling physicians to take 

advantage of the latest advances in medical technology in treating their patients: 

[I]t has been the long held view of Congress that the FDA should not regulate the 
practice of medicine. In general, t 
physicians prescribe approved dru 
Physicians prescribing off-label us 
junsdiction of the FDA. 
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H.R. Rep. So. 105-310. ;It 60 (19971: see ~ I S Q  21 C.S.C. ? 396 (Supp. 

practice of medicine from Food. Drug, and Cosmenc Act): H.R. Conf. Rep. No. 103-399. at 07 .  

1')9-) ( cSCII,Ptl,,s 

reprinted in 1997 L.S.C.C.A.N. should not interfere in the 

practice of medicine" and that physician-prescribed off-label use of medical devices "is not the 

province of the FDA"). Likewise. Congress allows the ,Medicare and 

(19 Medicaid programs for off-lab 

I11 1997).?j 

At the same time. Congress recognizes that there is some benefit in encouraging 

manufacturers to seek FDA approval for off-label uses to kee 

3s the FDA approval process does not obstruct the availability of effective treatments to 

prescribing physicians and their patients: 

drug label up to date - so long 

Although the use of an approved product for an unapproved use does not violate 
the law, it is imponant to encourage the addition o 
approved product labeling in order to keep that lab 
practice. 

H.R. Rep. No. 105-310, at 63; a S. Rep. No, 105-43, at 42 (1997). To encourage 

manufacturers voluntarily to seek approval for off-label indications - while at the same time 

ensuring that FDA did not exceed its statutory authority - Congress included various incentives 

in FDAMA. The Pediatric Rule undercuts that regime, substituting compulsion for cooperation. 

25 See alsQ FDA, 

American Pharmaceutical Association) (stating th 
payment for off-label use of drugs if these uses are recognized as accepted medical practice 
under the authoritative compendia listed in the Federal Medicare and Medicaid statutes"). 

A-9 



B. The Pediatri 

." 
1. The Rule is Inconsistent with the Pe 

In FD.AM.4. Congress enacted an elaborate voluntary incentive scheme whereby FDA 

may request pediatric studies for both new and marketed drugs if  FDA determines tllat additional 

pediatric information concerning those drugs "may produce health b 

population." 71 U.S.C. 3SSa (Supp. 111 1997). If the manufacturer agrees to conduct. and FDA 

accepts. such studies. the manufacturer is entitled to an additional six months of marketing 

w. 

exclusivity under certain circumstances. See id The statute also contains a sunset provislon and 
-4 

a requirement that FDA report to Congress on this provision by January 1,2001. & 8 3553(j)- 

(k) (Supp. I11 1997). Notably, F 

program in improving information about important pediatric uses for approved drugs," (2) "the 

adequacy of the incentives provided under this section," and (3) "any 

modification that the Secretary determines to be appropriate." Ld !j 355a(k). 

must discuss in its repon (1) "the 

for 

Although Congress only authorized FDA to request pediatric studies and to 

appropriate modifications after the incentive program had been tested, FDA has promulgated 

regulations. far beyond its statutory mandate, which 

studies. 

manufacturers to conduct those same 

21 U.S.C. 5 355a(a), (c) (Supp. 111 1997) (authorizing FDA to "make[] a 

nc s t u b "  from manufacturers of new and marketed drugs) S. 

Rep. No. 105-43, at 3 ("The legislation 

LC,& for new drug applications and provides 6 extra months of market exclusivity to drugs when 
i 

1 

the manufacturer voluntanfY meet[s] certain conditions under the program.") 21 C.F.R. 
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4 201.23(a1( 1999) (providing that manufacturer of marketed drug "mav be rcutIIrcJ to st ibmIr  .111 

-- app!ication contain~ns data adequate to assess" safety and effecti1,eness of drug. iiicludinu dosag2 

~ n d  adminlstration in some or all pediatric subpop to develop 

a pediatric fomu1ation"l and id 9 314.55 (1999) (requiring new drug manufacturers to conduct 

pediatric studies and develop pediatric formulations). It makes little sense for Congress to ha1.e 

Etnacted legislation that "gives the Secretarv authorit v to r e a m  pediatric clinical trials" - and 

provides substantial incentives to induce manufacturers to agree to conduct such studies - if all 

along the Secretary had authority to ux&c those same studies, thus largely negating the 

elaborate congressional scheme. 

It is panicularly inappropriate for FDA to contradict these explicit congressional 

I provisions in light of their obviously experimental nature. Not only did Congress include a 

sunset provision in the legislation. but it also expressly re 

concerning the effectiveness of the legislation, including any suggestions that FDA could offer to 

improve the scheme. 21 U.S. 

Qiving Congress's scheme the benefit of the statutorily mandated trial run. however. FDA instead 

proclaimed that it "does not believe. . . that incentives a1 in pediatric studies of 

some of the drugs and biologics where the need is greatest." 63 Fed. Reg. at 66,639. Rather, 

FDA declared its "M that a mixture c f  incentives and requirements is most likely to result in 

real improvements in pediat 

Instead, it pointed out that, under FDAMA, incentives are not available for many producis. Sgg 

Contrary to FDA's pessimistic view of the efficacy of the pediatric exclusivity provisions 

tided to take advantage of these provisions. To 
.", 

or.. 

in FDAMA, many manufacturers have already 
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illustrate. as of October 1. 1999. manufacturers had already filed 159 proposed pediatric stud) 

requests n i t h  

including six approved active moieties. have already received evended exclusivity as a reskiit ot' 

pediatric testing. :' Most of  the druss that are currently benefiting from the extended pediatric 

exclusivity protisions are approved. marketed drugs rather than new drugs. FDP, has stated that 

it Lvould require pediatric testing for approved drugs "only in compelling circumstances." t\hlch 

it estimates will exist for "approximately two marketed drugs per year." 63 Fed. Reg. at 66.654. 

In light of this experience. FDA should reconsider its assertion that the FDAMA 

procedures will be insufficient to bring about pediatric testing and revoke the Pediatric Rule. 63 

Ofthose 159 requests. FDA had acted on 157.'- Sine active nioieties, 

Fed. Reg. at 66.639; sgg Home Box 0-c. v. FCC: 

regulation perfectly reasonable and appropriate in the face of a given problem may be highly 

capricious if that problem does not exist." (internal quotations 

499 F.2d 289.319 & 11.49 (5th Cir. 1974 

best that is feasibly available" and 

as better data becomes available") 

pediatric exclusivity scheme the c 

'' h F D A .  Cent St 

:- k d  

modified Oct. 1. 1999 
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1. The Rule Conflicts with the Supplemental .Application Pro\ision. 

manufacturers to seek approval for off-label uses conc 

uses of approi.ed drugs. & 21 U.S.C. 3 371 note (S 

this by. Lnteralla, establishing mechanisms by which FDA can "encourag[e] the prompt retiew 

of supplemental applications" and "work[] with sponsors to facilitate t 

suppon supplemental applications." U Xccordin_e to an accompanying House Report. the 

applications whenever feasible" for new uses of approved products and to do so by "reducing the 

overall burden of submitting supplemental applications and obtaining their approval." H.R. Rep. 

No. 105-310, at 64. 

Congress had a compelling practical reason for structuring FDAMA to allow off-label 

happen faster than FDA can possibly track: 

New uses for drugs are often discove 

practice of medicine had it required phy 
consuming procedure of obtaining FDA 

rug's approved uses. 

e putting drugs to ne 
uses. 

United v, . -, 879 F.2d 1154,1163 (3d Cir. 1 

'' & William L. 
V a c u m  ,J8 Food & D 
a pace equal to that at which physi 

Many states have statutes e 1 drugs. For example. N.J. Stat. 
Ann. 9 26. IA-36.9(g) (1 996) contains the follow 

(Continued ...) 

A-13 



. , v  

. .. 

Despite Congress's clear intent to allow off-label uses to continue and merely e11cotiragr: A< 

- rather than require - that those uses be brought on-label. 

tiianufactiirers of marketed drugs IO seek approval for off-label pediatric uses. Xloreover. 

although the goal of the supp!emental application provision is to "reduc[e] the oi.erall burden o i  

submitting supplemental applications and obtaining their approval," the Pediatric Rule increase5 

that burden by requiring manufacturers not only to conduct clinical studies to SUPPOR pediatric 

uses. but also to develop entirely new formulations appropri 

subpopulation$. S& 21 C.F.R. $ 201.23(a) (req 

requires 

r 

ous pediatric 

(... Continued) 

may substantially incre 
ability to obtain medicafly e 
require substantial expenditure and time to undergo the clinical trials necessap to 
obtain FDA approval. 

This widespread consensus that a drug regulatory scheme permitting off-label uses is 
superior to one that does not stems &om 
government, can most efficiently determ 

marketplace is more effective 
comparisons required t 
12; s,gg Doug Bandow. 
1997) <http::!w.cat  
marketplace."). Indee 
experience. demons 

individualized hea 

itvhether to market a drug to pediatric populations. 
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Je\.elop a pediatric formul~tion“ in certain instances 1. In short. tho Pediatric Rule contrdicrs the 

supplemental application provision. 

C. Judicial Precedent Es 
Its Own Conflicting S 
On Congress’s Voluntary Scheme. 

Judicial precedent confi s that FDA may not superimpos 

regulations on Congress’s dramatically different, voluntary scheme. addressing the identical area 

of law. As the Supreme Cou has long recognized, it is “an ele 

construction that where a statute expressly provides a particular remedy or remedies. a COUR must 

be chary of reading others into it. When a statute limits a thing to be done in a particular modo. I t  

includes the negative of any other mode.” 

U.S. 1 I ,  20 (1979) (internal quotations omitted). Applying this well-established canon in 

, the Supreme Court refused to recognize private causes of 

of action.“ Ld at 14, 19-20. AAer observing that “Congress expressly provided both judicial and 

administrative means for enforcing compliance,” the Court concl 

improbable that Congress absentmindedly forgot to menti ed private action.” 

(internal quotations omitted). 

The D.C. Circuit reached a similar conclusion in considering the propriety of the National 

Mediation Board’s assertion of authority to investigate representation disputes among a carrier‘s 

employees. &g Paiiwav J (ahsrEYecuti 

59 k,k.baGbanc), 

such investigations to be initiated “upon request of either party to the dispute.” the court held that 



-- 

I*. 

the Board had esceeded its jurisdiction by initiating dispute investgations sua sponte git ai that 

'Congress effectively h3s provid I?. list got.erning the 

[~gency's] authority." U at 665.667. The COUR further obsened that "[tlhe duty to act tinder 

cenain carefull) defined circumstances simply does not subsume the discretion to act tiiider 

other, uholly different. circumstances. unless the statute bears such a reading." at 671. 

Applying this judicial reasoning to the context of the Pediatric Rule. where Congress has 

enacted a detailed statutory scheme granting FDA limited authority to r e ~ ~ e ~ t  that manufacturers 
- 1  

voluntarily conduct pediatric studies of cenain drugs. FDA cannot assert the authorit). to require j v? 

manufacturers to conduct those studies. Moreover, where, 

FDA authority to f e ~ ~ e ~ t  pediatric studies, "it is highly imp 

absentmindedly forgot to mention' 

same studies. 

at it also intended to gr 

.$' 

D. The Serious Ethical Problems T 

The disturbing ethical problems that arise from the Pe 

mandatory testing of drugs in children - problems that are minimized by use of a voluntary 

pediatric testing scheme - further confirm the superiority of Congress's incentive-based scheme 

over the mandatory Pediatric Rule. First, the Pediatric Rule pressures manufacturers to conduct 

pediatric testing before a drug has been established as safe fo ts. Second, by presuming that 

all drugs should be tested in children, the Pediatric Rule exacerbates the special risks involved in 

pediatric testing. 



-- 

I .  The Pediatric Rule lncrea 
Testing Before a Drug Is 

The domestic and international medical c 

ttstiny yenerally should be deferred until Phase 2 or Phase 3 o 

.American Academy of Pediatrics. for example, pointed out "ivithour hesitation" in its response to 

FD.4's proposed rulemaking that researchers should complete Phase 1 and part of Phase 2 before 

beginning pediatric testing." The international community likewise acknowledges that ..[\v]lien 
-9F-1, 

pediatric patients are included in clinical trials, safety data from previous adult human exposure 

n.ould usually represent the most relevant safety data and should generally be available before 

pediatric clinical trials."" Acting together with parallel regulatory bodies in Europe and Japan. 

FDA co-sponsored and endorsed the international agreement that made this assertion. '' FDA 

". '' Letter from Amen 

..- 

," ereinafter "AAP Comments" 

research fellow at the Ke 

.. ~ 

_ _  

._ ,̂ 

., 

.- '' 

procedures"). Similarly, the European Committ 
Id at 62,922 (stating that FDA "is committ 

(Continued ...I 
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also expresscd its commitment to deferring pediatric testing in a 1977 repon elititled Gciisral 

\vhen it stated rhat. 

"[blecause of ethical considerations, reasonable evidence of efficacy generally should be kno\vn 

before infants and children are exposed to the agent."'3 

Congress's voluntary incentive scheme minimizes the risks arislnp from concurrent 

pediatric testing. Because adult drug approval does not hinge upon successful completion of 

pediatric testing. there is no pressure on manufacturers to rush pediatric testing. Rather. the 

manufacturers. after consulting with appropriate medical professionals. ma!' detemiins the 

appropriate timing and circumstances under which to initiate pediatric testing. first ensuring that 

the product is safe for adults. 

By contrast. the Pediatric Rule's mandatory approach exerts enormous pressure on 
I. 

manufacturers to conduct concurrent pediatric testing, given that their drug products cannot be 

approved and marketed until safety and efficacy testing is complete. 2 1 C.F.R. 4 3 I4.55(a). 

(... Continued) 
determined that, "In 
routine pre-clinical 
European Agency fo 
!Medicinal Products, 
llh&g~, at 2 (Mar. 
set forth in the CP 
categories could force sponsors engaged in the inte 

ne drug manufacturer has 
resources. Letter from Glaxo Wellcome Res 

fanufacturers To Assess 
ediatric Patients. at 15 

(Nov. 12. 1997) [hereinafter "Glaxo Wellcome Comments"]. 

FDA. 
iluI&a~, at 5 

11 .- 
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. -  

need them as expeditiously as possible. The Pediatric Rule. however. 

2ffons to do so b:. requiring that. before adults may have access to the neu drug. It must tirst bc 

approved as safe 2nd effective for use in children. Thus. FDA has limited manufacrurers to three 

undesirable choices: 

( 1) test tlie drug on children sooner rather than later to minimize the delay III 

providing it to ailing adults, thus triggering the ethical concerns discussed 
above by prematurely testing a product on children; 

(2 )  test the drug on adults first to ensure that it i 
by causing undes 
ng the treatment 

(3) redirect research and development e 
both adults and children and toward d 
adults to avoid this conu 
limiting the quantity and 
label a,& on-label. 

In light o f t  

in adults and pediatric patients, nor testing in infants and neonates before testing in older 

children." 63 Fed. Reg. at 66.64 

uires concurrent testing 

Nor does FDA's reliance upon the Pediatric Rule's deferral provisions solve this 

dilemma. $.gg ("[Ilndustry comments appear to have misu rstood the explicit 1 

provisions of the rule and perceived them as rare exceptions to a usual requirement that adults 

rule will not require 

studies in settings where ethical or medical concerns militate against studies" and that the Rule's 

deferral provisions are "specifically designed to ensure that no pediatric stud nti 1 there 

are sufficient safety and effectiveness data to conclude that the study is ethically and medically 

appropriate"). Those provisions are m tions to the general rule that all pediatric 
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testing niust be completed before a drug can be appro1,ed and marketed. &g 2 I C.F.R. 

Moreover. FDA has indicated that deferral should rarely be granted. FD.4. for example. 

refused one pharmaceutical company's request to recognize circumstances in which FD.4 ivould 

autornatically grant deferral. Instead. FDA adopted rules that give FDA complete discrerlon to 

determine whether deferral is appropriate. Ser: id 3 3 1455(b) ( 1999); 63 Fed. Res. at 66.643 

("The need for deferral must be considered case-by-case."). FDA ha nher warned that 

deferral is not "necessarily warranted where analytic tools and clinical methodolo, vies cannot be 

easily adapted to pediatric patients," nor are "[d]ifficulties in developing an adequate pediatric 

formulation" likely grounds for obtaining a deferral. Ig, at 66.644. 

Even in the rare instances where deferral may be granted. the Pediatric Rule places a high 

premium on testing new drugs on children as early as possibIe. Applications for deferral must 

.e, 

."l 

not only "provide a certification fiom the applicant of the grounds for delaying pediatric studies" 

and "a description of the planned or ongoing studies," but they must also include "evidence that 

the studies are being or will be conducted with due diligence and a t s t  possible u. . 9. 

21 C.F.R. $ 314.55(b).34 

In sum. FDA has done little to address legitimate concerns that the Pediatric Rule 

essentially mandates concurrent testing. Rather. it has s u m  

leaving ethical issues unanswered and raising additional concerns about how it will apply this 

dismissed these concerns, 

s responsible for ensuring that 
the study is ethical and adequately protects the safety of the subjects" - provides little comfort. 
63 Fed. Reg. at 66.640. 



new mandate. This response IS insufficient as a matteroflatv. &, u, \lotor \'cli~cic \Iii.s 

g that "agency must 

Pyamine the relevant data and articulate a satisfactory explanation for its action"). 

I t  is particularly troublesome for FDA to subject children to the risk of concurrent testing 

\\.here the i'ast majority ofthat testing will ultimately prove unnecessary. Only a tiny ti-actlon 01' 

ail new dnigs actually obtain FDA approval to be marketed. and thus are ever used by childrcn. ' 

Of the drugs that begin human clinical testing, "[o]nly 23% . . . eventually receive marketing 

, 104th Cong. (May 25, 1995) 
". 

(written testimony of Kennet ." As one commenter 

observed, "up to 50% of drugs are abandoned before phase 3." See 63 Fed. Reg. at 66,643. '' 
Even for the drugs that successfully reach Phase 111. FDA itself has estimated that "only about 

63% of all [new molecular entities] that enter phase 111 trials ]Iy approved." Pediatdr 

, 6 2  Fed. Reg. 43.900. 33-91 1 ( 1997); accord 

- 

462 ("Only one out of 5,000 new drugs now complete [the 

, -_ 
Drus ,  320 New Eng. J .  

-- t majority of preliminary drug studies do not lead to marketing 
applications,"). 

'' FDA's position in t 
e 



Kaitin Testimony. p. .4-21 (stating that only 6406 of  the drugs that bcyin Phase 111 mrtny ".'- 

rli.entually receive market approval). 

These "drug dropout" rates establish that the Pediatric Rule will subject children to riskv 

testing of products Khat will never even be marketed in the Indeed. by FDA's otvn 

calculations. fully shut? percm of the children who would be exposed to drug testing under the 

Pediatric Rule would be needlessly put at risk. 62 Fed. Reg. at 43.91 1 (increasing estiniate of 

pediatric studies required by 30% to account for testing of "drugs that ultimately fail to gain 

regulatory approval"): accod 

-6 

E-, 

eg, at 66,662-63 (affirming prior calculations). "' FDX's 
% .  

estimate conservatively assumes that manufacturers would conduct M pediatric testing until 

Phase I11 or later. & 62 Fed. Reg. at 4391 1. If some pediatric testing occurred before Phase 

111. the number of children needlessly put at risk would be 's 3 

To expose children to huge risks unnecessarily, even before a1 safety and efficacy 

of drugs for adults has been established, violates the whole purpose of the Pediatric Rule. ivhich 

is purponedly to make treatments safer for children. In addition. this potential exposure 

highlights the superiority of Congress's voluntary approach to pediatric trtsting. That approach 

j' &g Public Meeting, 
Pharmacology/Toxicology, - guinea pig image of [pediat 
. ' I  FDX's assumption that only 30% of pediatric testing will be unnecessary is inconsisrent 
\vith its position that "[plediatnc studies of drugs and biologics for life-threatening diseases may 
in some cases be appropriately begun 
a v a i l a k "  6 3 Fed. Reg. at 66,643. 
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~l lo \vs  for maximum flexibility in ensuring that such testing 

Initiation.'" 

safe before 11s 

The Pediatric Rule's requirement that new drugs be universally rested on children iinless 

FDA affirmatively \valves the requirement also unnecessarily aggravates the special problelns 

involved in conducting pediatric testing A s  Dr. Clemente. founder and C h i  

of Ascent Pediatrics. explained during hearings on the Pediatric Rule. "[t]e 

different and it is also very demanding and expensive for a 

limitation of qualified study sites. the identific 

reluctan[ce] to enroll their children in a clinical ~ t u d y . ' ~ '  .4dditionally, "[[]here are practical 

considerations, such as obtaining blood and urine samples, [and] difficul n obtaining Outcome 

data as children may not be able to describe symptoms or side effects.'"' These practical 

considerations can make it difficu 

y and effectiveness in chi equate behavioral safeguards for 

studies. Other problems include obtaining informed  ons sent.''^ the limited number of 

" This potential for h 
clinical investigation] is th 
consistent with anticipated benefit. 
I>nags ( 1977), at ii: accord id at 

" Public Meeting, sldpra note 30 (r 

i2 Id 
. .  

" ScC w G u l d b  , note 30, at 2 
consent may be difficult [in children with chronic 
because of the child's debilitated con 
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iiii.estigators n ho have expenise to conduct trials in young children. and determining appropri;tlc' - 
tiiiiiiig of clinical trials in light of the child's maturation." Additionally, special risk factors 

appll to children. including "dlscomfon. inconvenience. pain. fright. sepamtlon from prircnts ov 
T 

familiar surroundings [and] effects on growth or development oforgans."'5 -- 

)'et another barrier to conducting clinical trials in pediatric 
d 

enrolling sufficient numbers of children. Traditionally, studies of drug products in pediatric 

populations have involved sick children.'" Without the prospect of dvance for their ,q 

child. parents may ha1.e no incentive to enroll their children. In fact. at least one pediatric 

medical journal has declared that "[sltudies that promise no demonstrable benefits to the child 

participating in the study or to children in general should not be conducted, irrespective of the 

minimal nature of the attendant risks.'"- 

The scheme that Congress established in FDAMA minimizes such p 

pediatric testing is encouraged but not required, manufacturers can 

to conduct such testing. Manufacturers are therefore likely to defer testing until they are sure that 

the product will sain approval for use in adults and there is demonstrated pediatric interest. thus 

producing a potential "sick child" population for testing. This winnon-ing process will eliminate 

Letter from Novartis P h m s .  Corp. to FD.4 
97N-0165, Pediatric Patients: Regulations Requiring 
Effectiveness of New Drugs and Biological Product 

. .  cal Cru-, slapra note 30. at 288. 45 

experimental population . . . ."). 

4- . .  al GuideiineS, note 30. at 288. 

'4-24 



3 large number of products from consideration for testing on children. The Pediatric Rule. by 

contrast. exacer es these problems by virtue of its universal 

Contrary to FDA’s claims Qt SU t h  

Pediatric Rule is statutorily permissible and consistent with FDAMA. That provisidn avards 

extended market exclusivity to a drug for which a manufacturer has conducted pediatric studies 

that were “required pursuant to regulations p 

the requirements of 355a. h 21 ute 

an independent grant of s utory authority for FDA t 

No. 105-3 10, at 54 (acknowledging that regulations requiring pediatric studies must be 

“promulgated under other authorities of law”); 47 F. Supp. 

Zd 37,41 (D.D.C. 199 legi 

incentives for pediatric testing, such testing “is not otherwise requi 

Rather. i t  recognizes that there may be situations where FDA properly may require pediatric 

testing under preexisti as 

pediatric uses. As discussed in Appendices B and C below, FDA’s rule goes far beyond its 

preexisting authorities. Section 355a(i), which deals with the of properly required 

testing, cannot expand these auth 21 U.S.C. 8 355a(i) (Supp. I11 1 

* * * 



-* 

in sum. the Pediatric Rule is inconsistent with FDAMA's \.oluntary pediatric esciusl\ it!. ,... 

and supplemental application provisions. It is. accordinsly. an impermissible exercise of  FD.4.s 

regulatory rturhonty. 

11. THE RULE CONFLICTS NITH CONG 
STREAMLINING AND ACCELERITIRC T 
APPROVAL PROCESS. 

Another of Congress's primary concerns in enacting FDAVA was the unreasonably long 
c 

g I_ delay between a manufacturer's 

approval of the application. as well as the substantial expense associated \\.ith that process. Since 

J962. replation by FDA has more than doubled the develop 

significantly delayed the introduction of new drugs to the Unit 

g application ("XDA") and FDA's 

for drugs and has 

market." .A study that 

was reported in 1992 estimated that "the cost of bringing a new drug to market" had increased 

230% over a fifieen-year time Q od." From 1963 to 1975. the average c 

new drug was SI25 million. From 1981 to 1990, the cost averaged S394 million.'" Average drug 

review time has almost doubled from two years in 1962 to more than three years in 1989. and the 

time required to gather data has more than doubled from three years to between six and seven 

years." 

, J. Reg. & SOC. '' SenSamK 
Costs. Sept. 1990, 

'' & Michael R. 
Bus. & Gov't. No. 4, at 
S ~ ~ L C S ) ,  at 3 2  (1998) (stat1 

S.gg Goldberg, note 19. at 45. i n  

." & Ward. note 49. 

., 
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declined correspondingly. '' Moreover. the number of new drugs introduced in the U.S. has 

declined by fifty percent relative to other industrialized countries. Pllthough the L'nited States 

leads the ivorld in researching, developing, and patenting valuable new drug treatments - from 
-- 

00 1979 to 1989, the United States 

drug patents annually - incr 

marketing of these products 

firms filed between 800 to 2,200 investigation 

c , .. 

new drug applications firms file annually, the FDA approves only 20 to 60." and "[rnlany of 

those represent reformul 

approved new drugs in the U.S. were first marketed in this country; 54% were available one or 

_ . .  

more years in a foreign market prior to U.S. approval. . . . For biophamaceutical products 

approved in the U.S., Europe. and Japan, 58% originated in the U. 

in this country, but only 18% were first market 

contrast. 57% were first marketed in Europe and 25% were first marketed in Japan." Ld 

been insignificant both here and a 

j3 &g Ward, note 49, at 48. 

A-27 



... 

Cnsurpnslngly, FDA's merous regulations have overtake the C.S. as tlic u orld 

leader in introducing new drugs to the market." 

Doctors are also highly dissatisfied with FD.4.s lengthy drug approid process. Rccellt 

polls commissioned b> CEI revealed that "67% of the neurologists and iieurosurgeons s u n q  ed 

believe that the FDA takes too much time to appr0i.e new drugs and medical devices. and jS " , ,  

a,oree that such delays cost lives.''ib Sixty-five percent of cardiologists and 77% of oncologists 

agree that FDA is too slow in approving new drugs and medical devices. and 57% of  

cardiologists and 47% of oncologists also agree that FDA's delay in approving drugs costs 
0 

lives.'- Eighty percent of neurologists and neurosurgeons "claim that the approval process. on at 

least one occasion, prevented them from treating their patient 

7 1 % of cardiologists and 63% of oncologists agree that " Val process has hurt [their] 

1' ability to treat [their] patients with the best possible care" on one 

'' & K a z m a n . ~ d p ~ a n o  
in the US; of these, 114 were 
years per drug. On the other hand 
period. only 31 were already avail 
and a half years. As for excl 
ES."). Similarly, a Competitiv 
two years to approve taxotere 
Canadians had approved the 
Defaico, Competitive Enterprise Institu 

e lead-time of nvo 

A's P e r f o m ,  at 2-3 

'' Competitive Enterprise 

i' lb at 12 (citing surveys of oncologists and cardiologists commissioned by CEI in July 
1996 and August 1995. respectively). 

Id at 2. 14. .? 
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Congress recognized 311 of this. A s  3 Hou 

modernization lesidation notes: 

early 15 years to dev 
cientific knowledge 

p a new drug - twice the time required 
produce effectrve new treatments for 

uncured diseases. but a drug development process slowed by outmoded regulation 
may mean that cures come too late for many patients. 

. . .  

the nearly 15 
tory to the 

Unfortunately, many patients 
takes to bring a new dru 

pharmacy shelf. . . . 

r -  Part of the reason is growing development time is the increasing 
complexity of the diseases researchers are 

H.R. Rep. No. 105-310, at 34-35. The irnil lern ing the protracted. 

complex, and expensive nature of obtaining FDA approval to market a new drug: 

the FDA determine t 

-- 
-_I 

-. 
market. 

I 

S. Rep. No. 105-43, at 6. 
--- 

a 

-.. ccelerate the drug approval pro 
-. 

track approval process to “expedit[e] 

the potential to address unmet medical ne 

*-A 

i . 



conditions." H.R. Rep. No. 105-310. at 54: 71 C.S.C. d 256 (1994 Br Supp. I11 1997). Likcu IS?. 

Congress adopted provisions designed to "[s]treamlin[e] clinical research on drugs." H.R. Rep. 
-7x- 

So. 105: 10. at 69; 7 1 U.S.C. 5 355(i) ( 1  994 & Supp. 111 1997). Funher. Congress allom.ed FD.4 -. 

to approve an NDA based on only "one adequate and \vel]-controlled clinical investigation atld 

confirmatory evidence," rather than the two investigations that FD.4 often had 

6 355(d); 

ivere to: 

H.R. Rep. No. 105-310, at 67. Primary 

e 

reduce the number of patients required to undergo clinical trials and the 
possibility of receii-ing a placebo; reduce the cost of drug devel 
the ultimate cost of a new drug to the public; reduce the total time needed to 
obtain FDA approval of a new drug; increase the number of new drugs that can be 
investigated; and thus speed the development and availability of important new 
drugs to help improve the public health. 

at 68. 
I' 

Far from making the drug approval process simpler, speedier. less costly. however. 

the Pediatric Rule instead renders the process more expensi protracted. and inefficient. as 

discussed in more detail below. 

A. 

The increased testing and formulation requirements of the Ped 

The Pediatric Rule Further Delays Bringing Drugs To Jlarket. 

drug approval process, directly contravening FD.4MA's goal of accelerating drug approvals. For 

example. one survey of drug manufacturers showed that it takes from five months to four years 

to develop a pediatric f o r m u l a t i ~ n . ~ ~  Moreover. requiring itional clinical studies can only 

Ssg Letter from Pharm rch and Manufacturers ca to FDA Dockets <q 
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hinder even further a drug approval process that is nlre 

criticism for its protracted nature. 

sL1bject to s]iarp ~011, uress I o nai 

-- Substantial social harm results from this unwarranted delay. 

estimate. FDA delays in allowing U S .  marketing of drugs used safely and effectively elseivhere 

around the world have cost the lives of at least 200,000 Americans over the past 30 years.""' In 

the pediatric context, FDA's exten 

delay the access of new drugs to the market. This denial to th 

beneficial treatments will harm patients who are unable to obtain potentially lifesaving 

medication. Indeed, it WilI not only be adults who suffer because they are denied access to safe 

and effective treatments. Even the children that the Pediatric Rule purp help u i l l  instead 

be harmed because they will no longer be able to obtain beneficial drugs on an off-label basis. 

As one commentator pointedly asked, "if 

many lives were lost while it was being reviewed?"' 

I' 

will save lives after its approval, then how 

The difficulty of detecting the victi ofFDA'st''&g lag" renden t 
._ 

insidious. When FDA approves a harmful drug too qu 

overcaution in r 

61 Kazman, note,48, at 47. 



headlines. television coi.erage, and congessional hearings creates pr 

delays approld of a beneficial drug, however. the Lktinis are "invisible.'"'' The \.ictinis of  drug 

lag and their families rarely know of the error and therefore cannot complain. The Pediatric Rulc 

has only reinforced this harmful political incentive for FD.4 to be overcautious in approt~ng r " 

drugs."' Thus. despite FDA's best intentions, the Rule. as a practical matter, may larpel\v ignore 

the following admonition of even one of the Rule's most ardent supporters: 
( *  

Remedies should avoid impeding availability -2, 

populations [because t]he goal is to accomplis 
be labeled for infants and children. not to deprive 
important drugM 

B. 

The Pediatric Rule also will lead to increased research and development costs. Xvhich will 

The Pediatric Rule Increases The Costs Of Drug Approval. 

be borne by manufacturers and consumers alike. 

"' SeS: Walter E. IYilliams, 
Cat0 J.. Nos. 3-3, at 153 (Fall/Wi 
are beneficiaries and those who 
and the \.ictims are invisible."); 
Alexander Schmidt once stated. 
\vhere a Congressional committ 
the times when hearings have bee 
frequent that \ve aren't able to c 
(quoting H.G. Grabowski & J.M. 
Kazman. note 45, at 41-4 
erroneous delay). 

('j .&g Ward, 
optimal because the FD.4 is more adversely affected by approving harmful drugs t 
denying approval of beneficial drup."); Kazman, 18, at 42 ("The politi 
of drug lag's victims is the major reason for FDA's inherent overcaution in approving new 
drugs , ") . 

note 49, at 47 ("Drug approval stringency. . . exceed[s] what is socially 

n 

A4P Comments. note 30, at 6. (4 
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1. The Pediatric Rule Increases Jlanufacturer Costs. 

FD.4 has substantially underestimated the monetary cost of the studies that manut’ac 

mist now conduct. In its Final Rule. FDA estimated the cost of the Rule to be S1G.7 tiiillion. J 

figure that ivas reached only a 

that manufacturers purportedly would have incurred voluntarily. Set: 63 Fed. Reg. at 66.66 1 .  

This estimate, however, does not accurately assess the number of children who must be silldied 

for each drug. According to one prominent drug manufacturer, the Pediatric Rule will require 

testing of 34,000 patients per year, in contrast to FDA’s extremely low estimate of I 0,860.h’ 

In addition to the increased manufacturer research costs, the Pediatric Rule will also lead 

to increased manufacturer development costs associated with the now-required development of 

pediatric formulations. Drug manufacturers who responded to FDA’s proposal of the Pediatric 

Rule showed that FDA “grossly underestimated the number of drugs for which new formulations 

would be required.’* Moreover, one s w e y  showed that developing a pediatric formulation for 

a single drug product now costs between $500,000 and 33.5 rnilli~n.~’ Taken together, the 

quinng Manufacturers To Asse 
ical Products in Pediatric Pop 

; at 2 (‘The 
d FDA far greater than FDA 

has estimated . . . .”). 

’’ Sgg PhRMA Comments, note 59, at 8 (citing i survey ofmember 
companies); Id at 25 (“Some companies have spent millions of dollars in efforts to develop a 
pediatric formulation and some have given up the pursuit afte 
pediatric formulation have failed.”); 
Clemente) (“[Tlhe formulation que 
truly a daunting avenue to approac 

ipie to develop a 

note 30 (remarks of Dr. 
ne. . . a fornulation for a child is 
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substantial number of products for which pediatric fo ns likely will be necessa? 2nd I I I C  % 

enormous development costs for each of  those products equal a staggering increase in 

nianiifacturer espenditures to bring a new drug to market. 

2. The Pediatric Rule Increases Consumer Costs, 

Drug companies will not be the only ones who suffer economic burdens as a result of the 
Y 

Pediatric Rule. Consumers also will pay an additional price because manufacturers s i l l  pass on 

at least some of their increased research costs to purchasers. By requiring the development of 

pediatric formulations. "the cost of some. i f  not most, adult formulations [u3 l  increase] due to 

the need to allow for the increme and potentially high cost of development of such pediatric 

formulations.'"' 

C. The Pediatric Rule Exacerbates The Inefficiencies 0 
The Drug Approval Process. 

Many d r u p  are of little or no use to pediatric populations. Moreover. creating pediatric 

formulations is difficult. Accordingly, establishing a presumpt 

drugs on children and develop pediatric formulations will lead to 

FD.4.s and drug manufacturers' resources. 

FDX. the American Academy of Pediatrics. and 

that a large number of drugs. prob ly the majority. are of limi 

patients."' Yet despite these limited or nonexistent benefits for many drugs. the Pediatric Rule 

'" Glaxo Wellcome Comments, note 32. at 11-12. 

'I' &g Cohen Testimony. 

(Continued ... ) 
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presumptively requires pediatric testing and formulation development on new drugs - and 

?\.en some marketed drugs - and for *'d relevant pediatric subpopulations." including neonates. 

infants. children. and adolescent 

FDA's reliance on the Rule's waiver provisions in res 

do not have pediatric uses is not reassuring. &g 63 Fed. Reg. at 66,6444. Although FDA 

asserts that the "rule is designed to require studies only in those settings in which there is a 

significant medical need or wher o be substantial." 

at 66.640, FDA continues to ign g absent 

a waiver, FDA creates a broad presumption that it will 

such testing." Even if FDA were to waive the requirement for most drugs, the mere process of 

requiring all manufacturers to compile data to support waiver requests and considering each 

request would largely be a wasted effort, resulting in a significant and unnecessary drain on both 

public and private resources. 

Nor was FDA's response to concerns that required testing in each pediatric age group 

or providing fbnher guidance in the preambIe to the Pediatric Rule, F ad insisted that it 

, AAP Comments, slapra note 30. at 4 ("Waiv granted RARELY ."). -0 
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m- 

still belie\ ed that "studies in more than one age group may be necessarl;." u-' FDX's Fill31 

Rule gives i t  absolute discretion to decide whether to waive testing requirements in panicuiar 

pediatric age groups "if data from one age group can be extra 

4 3 I-l.jj(a). This response is insufficient as a matter of Ian. Sne, u, State Farm, 463 L.S. at 

43 (holding that "agency must examine the relevant data and a 

for its action"). 

" S  

-"i 

The detrimental effects of this inefficient allocation of limited 

development resources extend beyond mere economic inefficiencies. The re, uulanons also \vi11 

hamper valuable new drug innovation.-' Requiring that drug be tested concurrently in adults 

and children will further discourage sponsors from pursuing high risk projects.-' The Pediatnc * .  

" .  

Director of Medical Affairs a 
resources are provided. and un 
implement this proposed rule will be enormous. [FDA] will n 

'' 5.gg Goldberg, note 19, at 40 ("[Tlh 
circuited the natural process of incorporating . . . 

driving up development costs." 
of information in despotic cou 
the research. development, and use o 
revolution."); kauss ,  
developing a drug for 

developed drugs durins thei 

-' 
the investigational phases would necessitate divers 
programs (u. development and t 
development of an adult formulati 
sponsor would be less prepared to 
approval of the adult formulation."). 

5.gg Glaqo Wellcome Comments, srapra note 32, 

A-36 



Rule will dit.ert limited company resources from the research of nett. themp~es to pediatric rr~als 

that explore limited. and possibl 

resources. the Rule \vi11 IluR patients who await new life-saving discoveries. -. I t  may c\.c.n g i tc  

companies an incentive to focus their research on diseases that almost escluslt.ely affect adults. 

* * * 

Although FDA claims the Rule is necess to address the lack of 
r .  

approved for pediatric uses and to ensure that children will have safe and appropriate treatments 

available, the above discussion demonstrates that th 

Moreover, the evidence that FDA cites in justifying the need for the R 

questionable.“ FDA has failed to demonstrate that pedi 

treatments, or that off-label uses of adult-use drugs are any less safe or e 

be if those uses were on-label. 

reasonable and appropriate in 

6 (“[A] regulation perfectly 
.I 

may be highly capricious if that 

. .  .- problem does not exist.” (internal quotations omitted)); %e alsq North west . .  v 

A-3 7 
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645 F.2d 1309. I317 (8th Cir. 
- ," 

than a handful of anecdotes doc ren from off-label drug uses. 

Srr: G 2  Fed. Reg. at 13.901. 

.idverse drup reactions. however. regularly occur from Qn-labgj uses as n.elI.-" Thus, 

identification of a few adverse r in pediatric popL,~at,ons Is a~, 

insufficient justification for the Rule. Rather, FDA must establish that a significant number of 

those reactions could have been prevented if those same products had been tested and approved 

for use in children. taking into account, of course, the likelihood of adverse drug reactions that 

might occur as a result of the clinical testing itself. 

that pediatric testing of an unapproved product might lead to fewer adverse drug reactions than 

would waitins to prescribe that product in children until afier it has been approved as safe and 

effective for adults. isolated anecdotes cannot suffice to support the sweeping regulations 

embodied in the Pediatric Rule. h, w, 5 U.S.C. c 5 

c 

initial. recommended. and tentative decisions. . . shall include a sta 

conclusions. and the reasons or basis therefor, on all the material issues of fact. law, or discretion 

the relevant data and articulate a satisfactory explanation for its action"): 

h c .  v. United Stat= , 371 U.S. 156, 167 (1962) (rejecting agency decision ivhere "[tlhere are no 

-6 S.gg Beck & Azari, 
concerns can arise with labeled as well as unlabeled indications"). 

4, at 82 (emphasizins that "previously unknown safety 
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tinding and no analysis . . . io justify the choice made[] [and] no tndicatlon of the basls 011 

tvhich the Commission exercised its expen discretion").-- 

In sum. the Pediatric Rule is not only inconsi also bad policy. 
"- 

.. Far from streamlining and accelerating the drug approval process. the Rule complicates and 

-. 

label uses of a drug on a voluntary basis. the Rule for 

of their product that they did not intend to pursue. F ai of bringing 

pediatric indications on-label through the incentive scheme established by Con, uress in FDAC1.4. 

current pediatric treatments, Con 

concerning the most appropriate means of addressing this issue. & 
de Congress's policy choice 

pp. A- 10 to A- 12. 
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