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Perhaps the most striking deficiency of the Pediatric Rule i that it clashes with
fundamental policies embodied in Congress's nost recent food and drug legistation. the Food
and Drug Administration .Modernization and Accountability act ("FDAMA™), which was
snacted barely one year before FDA promulgated the regulations comprising the Pediatric Rule.

Compare Pub. L. No. 105-115, 111 Stat. 2296 (1997) with Regulations Requiring Manufacturers

1v New Dru
Patients: Final Rule, 63 Fed. Reg. 66,632 (1998).
It is a fundamental principle of administrative taw 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. it is the
power to adopt regulations to carry into effect the will of Congress as expressed
by the statute.
v. Hochfelder, 425 U.S. 185,213-14 (1976) (inremnl auntatinneg amitted) Th

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

promulgated.” United States~_ arionoff,431U.S. 864,873 (1977) (invandaxing regulations

that were ""contrary to the manifest purposes of Congress™); accord '™ —Staes V. ¥ogal

Fentilizer Co., 455 U.S. 16, 26 (1982) (“This Court has firmly rejected the suggestion that a
regulation is to be sustained simply because it is not technically inconsistent with the statutory

language. when 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 purposes underlyving
FDAMA. the Pediatric Rule contravenes key FDAMA goals in at least tw o respects. us Set torth
below.

L THE RULE CONFLICTS WITH CONGRESS'S GOAL OF

ENCOURAGING MANUFACTURERS TO BRING ADDITIONAL
USES OF A DRUG ON-LABEL VOLUNTARILY.,

One major goal of FDAMA s to encourage manufacturers. through various incentive

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

provisions voluntary rather than mandatory, Congress recognized the value of off-label uses by
ensuring that cumbersome regulatory restrictions would not interfere with physicians' ability to
prescribe cutting-edge medical treatments." The Pediatric Rule. however. which requires that
off-label pediatric uses be brought on-label, rejects the very notion that off-label uses represent a
beneficial treatment option (as FDA has long acknowledged), and upsets Congress's carefully

crafted balance concerning the appropriate circumstances for bringing off-label uses on-label.

A, As Congress Has Recognized, Off-Label Uses Are A Common,
Well-Recognized. And Essential Part Of Medical Practice.

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

' 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 would barring physicians from prescnbmz drugs off-label. which is indisputably
outside FDA'sjurisdiction. Forbidding phvsicians from prescribing drugs 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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and effectiveness.”™ Nevenheless. once “a drug or device is approved by the agency as safe and
effective for one purpose. no FDA regulations prevent doctors from prescribing 1t for anv other
purpose.”: Such use 1s called "off-label use™ and includes treating a condition not indicated on
the tabel, or treating the indicated condition but varying the dosing regimen or the patient
population.” Washington [ egal Found v Eredman, 13 F. Supp. 2d 51, 35 (D.D.C. 1998).
appeal docketed, No. 99-5304 (D.C. Cir. Sept. 9, 1999).*

As FDA"S former Deputy Commissioner for Policy, William B. Schultz. has
acknowledged, ""FDAknows that there are important off label uses ot approved drugs."™ The
agency has even gone so far as to state that:

There is no FDA policy that seeks to limit physician prescribing of prescription

drugs to only FDA approved indications. Such a policy wouid . . . be an

unwarranted intrusion into the physician-patient relationship and’ have detrimental
public health consequences. ... We, too, recognize that the phySician in clinical

: 'U.S. General Accounting Office, Off-Label Drugs: Reimbursement Policies Constrain
i ‘ ies, Pub. No. GAO/PEMD-91-14. at 10 (1991)

%
[hereinafter "GAO Report™].

Michael I. Krauss,
Tort Law and Consumer Welfare. 4 Geo. Mason L. Rev. 457,470 (1996)

Acmm James M. Beck & Elxzabeth D Azari, EDA_D_ff_Lab_:LL&_anﬂanm;d

, 53 Food & Drug L.J. 71, 104 (1998)
(describing off- label uses as “using an approved drug to treat a disease that is not indicated on its
label. but is closely related to an indicated disease, treating related, umndxcated diseases, and
treating the indicated disease but varying from the indicated dosage, regimen, or patient
population™).

H

Anﬁﬂuman_&m 104th Cong 81 (1996) (statement of leham B Schultz FDA Dep
Comm'r for Policy); see Beck & Azari, Supra note 4,at 84 (“\Iothmg in the FDCA . . suggests
that FDA is to conduct its own evaluations of uses other than those proposed by a
manufacturer.").




practice is well-equipped to make responsible prescribing choices for both
approved and unapproved uses.’

Even this is an understatement. Off-label uses of drugs and medical devices constitute a
*"common and integral feature™ of many. if not most. areas of medical practice.” Estimates of the
number of prescriptions for off-label uses of drug products range from twenty to sixty percent of
tile approximately 1.6 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 “(a]ll of [FDA's] physicians and scientists . . .strongly believe in the
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.""

[

Letter from Ann Witt, Acting Director of FDA Division of Dn g Marketing, Advertising
and Communications. Office of Drug Standards, to A. John Rush, M.D.. Director. Mental Health
Clinical Research Center, University of Texas at Dallas, at 1 (Jan. 17, 1991).

Beck & Azari, supra note 4, at 79.

See id. at 80; agcord Krauss, supra note 3. at 472 (observing that twenty to sixty percent
of all prescriptions written each year prescribe drugs for an off-label use).

9

thhael R. Taylor, Wm_ﬁpnmmnm@ﬂﬂum:ﬁmm
isi ion (Feb. 26..1992); see Use of
Anp_m_:d_Dn&s_er_Lmahﬂ:dlnmsmmm 12 FDA Drug Bulletin 4. 5 (Apr. 1982)
“*Unlabeled’ uses may be appropriate and rational i in certain circumstances. and may, in fact.
reﬂect approaches to drug therapy that have been extenswelv reponed in medical literature.™)
[hereinafter " L_nlahg_lgd_mdmmns”] ‘ '

1Y

Pl."s Mem. in Supp. of Summ. J. at 9,._a§hmgmL:gal.E_Qund___Emdman 13 F. Supy
2d 51 (D.D.C. 1998) (No. 1:94CV01306) (hereinafter “WLF Mem. ‘1 (citing Hubbard Tr. 72).



[n certain tields. rates of off-label use are particularly high. For example. “{o)tf-1abel use
Is common. 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 drugs. five had been used off-tabel at least 70% of the time.” Similarly. Carl Dixon.
the President of the Kidney Cancer Association. recently stated that the “most widely prescribed
medication for kidney cancer is off-label.””

Some off-tabel uses define “state of the art treatment.™ In the case of AIDS. for
example. experts report that between 90% and 100%of applications are off-label.” According to
a representative of the American Medical Association, “{iJn some cases, if you didn’t use the

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

GAO Report. supra note 2, at 40; jd. at 3, 11 (“A third of all drug administrations to
cancer patients were off-label, and more than half of the patients received at least one off-label
drug. ... [I]t is even possible that for a specific form of cancer, a drug given off-label may hav
been proven to be more beneficial than any drug labeled for that cancer.”).

. Id, at 21-22.

1 See FDA.,
mﬁmnmmn_qun&mmn&nﬂnamm_:d&\f W iologi
Devices, at 14 (July 8, 1998) <http //www fda gov/ohrms/docketSIdockeISI98n0222 /trOOOOI tXt>.

14

GAO Report, supranote 2, at 11.

13

See Kenneth P. Berkowitz et al., Congress Tries To Bridge the “Label Gap.” but Nobod:
Is Cheering, Med. Mktg. & Media, Jan. 1998. at 40.42.

e Beck & Azari, supra note 4, at 80 (citing Fran Kritz, EDA Seeks To Add Drugs’ New
Uses to Labels, Wash. Post, Mar. 29, 1994, at Z11 {quoting American Medical Association vice-
president)).
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“[o]bviouslv. many more people would die. and the clamor about FDA-induced "drug lag" would
be more intense. if off-label prescriptions were suppressed."*""

Through off-label use, physicians discover new, more effective means of'jreqr;ny their
patients. The FDX Drug Bulletin reported that when physicians resort to off-label use ot drug
products. they often discover “{v}alid new uses for drugs already on the market . . . through
[their] serendipitous observations and therapeutic innovations.™® The great majority of
breakthroughs in treating depression and schizophrenia come through unapproved uses. as have
nearly all curative anti-cancer therapies.”*

Off-label uses are especially common in pediatric populations. See \Washi L&
Eound., 13F. Supp. 24 at 56 (observing that off-label uses are important to pediatrics). 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

1°

Krauss, supra note 3, at 473.
" rr-1~-gled [ndications, supra note 9, at 5.

o See Robert M. Gombefg,Bmkummhﬂ_DAggmdmmgmMQmm 1995
Regulation: Cato Rev. of BUS. & fZaw™t Na 2 ar 42

0 See WLF Mem., supra note 10. at 7 (citing Temple ' r. 54; David Kessler, Speech of
EDA Commissioner to the American Academy of Pediatric (Oct. 14, 1992): Hubbard Tr. 164,

(1-rey IMIrAa OD. A-Z3 10 A-LD |QISCUSSING uriaue orobiems ¢ sociated with pediatric testing.
including separation from parents, discomfort, fear, and difficulty in obtaining blood samples).
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in adult populations. most drugs carry a disclaimer étating that safety and er't'ecti;'eness have 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. Yet off-label
pediatric uses. like other off-label uses, are not unduly risky. **Off-label" merely means 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
use.» 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. *‘(tJhe category 'off-label use'

runs from clearly experimental use to standard therapy and.even to state-of-the-art treatment.”™

See Lawrence Bachorik, X n, FDA

Consumer, July-Aug. 1991, at 15 (mtervxew thh Paula Botstem \/I D Deputy Dxrector of
FDA's Office of Drug Evaluation I) (stating that because populanon of children is small.
financial return of studying drugs in children is small); 21 C.F.R. § 201.57(f)(9)(v) (1999)
(requmno exphcxt disclaimer on label of drugs not approved for ped:amc populauons)

_ nd Environm ouse ‘ , 105th Cong. (Apr. 23
1997) (statement of Sanford N. Cohen, American Academy of Pediatrics (*'Eighty percent or
more of drugs approved since 1962 have been approved and labeled for use in adults with a
disclaimer that they are not approved for use by children.”) [hereinafter “Cohen Testimony™].

Beck & Azari, S i note 44t 82.

See id at 72 (""All medical treatments, including off-label treatments, have medical risks.
. The mere fact of off-label use .. .is a matter solely of FDA regulatory status and cannot
logically be considered a medical risk of a drug or m: dical device. Nor is off-label use

inherently experimental or investigational."" (citation omitted)).

24

GAO Report. supra note 2, at 11.
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If anyvthing. off-label pediatric uses arguably represent a less risL\;'\ alternative for children -
than does FDA's Pediatric Rule. Drugs used off-label in pediatric populations have already been
established to be safe and effective for use in adult populations. See 21 U.S.C. § 355(d) (1994 &
Supp. II1 1997) (requiring that drug be safe and effective **for use under the conditions
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 ofa
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. See 21 C.F.R.§ 314.55(a) (1999) (requiring
new drug sponsors to submit “data that are adequate to assess the safety and effectiveness of the
drug product for the claimed indications in all relevant pediatric subpopulations. and to support
dosing and administration for each pediatric subpopulation for which the drug is safe and
effective’™). Common sense dictates that the individualized administration to children in the
context of a doctor-patient relationship of drugs already established to be safe and effective for
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:

Congress has recognized the well-established benefits of off-label uses. Specifically. it

- 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:

(1]t has been the long held view of Congress that the FDA should not regulate the

practice of medicine. In general, the FDA has no authority to regulate how

physicians prescribe approved drugs in the context of their medical practice.

Physicians prescribing off-label uses of approved drugs is not within the
jurisdiction of the FDA.
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H.R. Rep. So. t105-310. at 60 (1997): see alsg 21 U.S.C. § 296 (Supp.q(] 1997) (exempting

practice of medicine from Food. Drug,and Cosmetic Act): H.R. Conf, Rep. No. 105-399, at 97.
reprinted in 1997 U.S.C.C.A.N, 2880, 2887 (warning that “the FDA 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 reimbursement under the Medicare and
Medicaid programs for off-label prescriptions. See 42 U.S.C. §§ 1396b, 1396r-8 (1994 & Supp
[111997).7

At the same time. Congress recognizes that there is some benefit in encouraging
manufacturers to seek FDA approval for off-label uses to keep the drug label up to date — so long
3s the FDA approval process does not obstruct the availability of effective treatments to
prescribing physicians and their patients:

Although the use of an approved product for an unapproved use does not violate

the law, it is important to encourage the addition Of new uses to the FDA-

approved product labeling in order to keep that labeling current with medical
practice.

H.R. Rep. No. 105-310, at 63; see also 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.

m_Mana._e_d__Cg_m_En_Jmnm:m(Oct 19, 1995) <http:/www . fda. gov/cder'ddmat:' '
MANAGEDCAREPANEL2 htm> (statement of Pharmacist Calvm Knowlton on behaif of
American Pharmaceutical Assomaﬂon) (stating that Medicare and Medicaid statutes “provide
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™*).
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B. The Pediatric Rule Is Inconsistent Wi"t‘h"FD.L\SI;-\'Pfqy"i:si‘dns
Designed To Encourage Manufacturers To Bring Off-Label
Uses On-Label Voluntarily,
1. The Rule is Inconsistent with the Pediatric Exclusivity Provision.

In FDAMA. Congress enacted an elaborate voluntary incentive scheme whereby FDA
may request pediatric studies for both new and marketed drugs if FDA determines that additional
pediatric information concerning those drugs ""may produce health benefits in the pediatric
population.” 21 U.S.C§ 355a (Supp. III 1997). If the manufacturer agrees to conduct. and FDA
accepts. such studies. the manufacturer is entitled to an additional six months of marketing
exclusivity under certain circumstances. Seeid. The statute also contains a sunset provision and
a requirement that FDA report to Congress on this provision by January 1, 2001. Id, § 355a(j)-
(k) (Supp. I 1997). Notably, FDA must discuss in its report (1) “the effectiveness of the
program in improving information about important pediatric uses for approved drugs,' (2) *'the
adequacy of the incentives provided under this section," and (3) **any suggestions for
modification that the Secretary determines to be appropriate.” Id. § 355a(k).

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 require manufacturers to conduct those same
studies. ©~memar 21 US.C. § 355a(a), (¢) (Supp. 111 1997) (authorizing FDA to “make[] a
smisean —amsiane fne adieo studies™ from manufacturers of new and marketed drugs)an  S.
Rep. No. 1035-43, at 3 (""The legislation gives the Secretary authority to reguest pediatric clinic;
trials for new drug applications and provides 6 extra months of market exclusivity to drugs when

the manufacturer voluntarily meet(s] certain conditions under the program.') wit 21 C.F.R.
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3§ 201.23(a) ( 1999) (providing that manufacturer of marketed drug “mav be reguired to submit an
application containing data adequate to assess" safety and etfectiveness of drug. including dosage
and administration in some or all pediatric subpopulations a{xd “may also be require¢ to develop

a pediatric formulation™) and id. § 314.55 (1999) (requiring new drug manufacturers to conduct
pediatric studies and develop pediatric formulations). It makes little sense for Congress to have
enacted legislation that "' giwesthe-Secretarv-authoritv-totesiiest pediatric clinical trials™ - and
provides substantial incentives to induce manufacturers to agree to conduct such studies - if all
along the Secretary had authority to require those same studies, thus largely negating the
elaborate congressional scheme.

It is particularly inappropriate for FDA to contradict these explicit congressional
provisions in light of their obviously experimental nature. Not only did Congress include a
sunset provision in the legislation. but it also expressly required FDA t.: report to Congres
concerning the effectiveness of the Iegislation, i/ncluding any ksuggest’ions that FDA cpuld offe”r to
improve the scheme. 21 U.S.C.’§ 355a(j)-(k). Rather than heed these explicit directives by
giving Congress's scheme the benefit of the statutorily mandated trial run. however. FDA instead
proclaimed that it ““does not believe. . .that incentives alone will resu i pediatric studies of
some of the drugs and biologics where the need is greatest.”" 63 Fed. Reg. at 66,639. Rather,
FDA declared its “belie{f] that a mixture cf incentives and requirements is most likely to result in
real improvements in pediatric labeline.” 1d. FDA orovided no evidence t > support this “belief.
Instead, it pointed out that, under FDAMA, incentives are not available for many producis. See
id,

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

in FDAMA, many manufacturers have already decided t0 take advantage of these provisions. To
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illustrate. as of October 1. 1999. manufacturers had already filed 159 proposed pediatric studs
requests nith FDA.** Of those 139 requests. FDA had acted on 157.°" Sine active nioieties,
including six approved active moieties. have already received extended exclusivity as a result ot
pediatric testing. ©* Most of the drugs that are currently benefiting from the extended pediatric
exclusivity provisions are approved. marketed drugs rather than new drugs. FDA has stated that

it would require pediatric testing for approved drugs "*only in compelling circumstances.” which
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
Fed. Reg. at 66.639; see Home B0X Office, [nc. V. ECC, 567 F.2d 9, 36 (D.C. Cir. 1977) (“[A]
regulation perfectly reasonable and appropriate in the face of a given problem may be highly
capricious if that problem does not exist.” (internal quotations omitted)); see also Texas v. EPA.
499 F.2d 289.319 & n.49 (5th Cir. 1974) (observing that ag'en‘c_v must re'l}:'”updn data that is “'the
best that is feasibly available™* and that agency has “duty to reconsider and revise its requirements
as better data becomes available™). At a minimum, FDA should allow Congress’s voluntary

pediatric exclusivity scheme the Congressionally mandated opporttmity to prove its efficacy.

2 See FDA. Center for Drug Evaluation and Research, Pediatric Exclusivity Statistics (last

modified Oct. 1. 1999) <http://www.fda.gov:cder/pediatric/wrstats.htm>.
Seeid.

s S_c; FDA, Center for Drug Evaluatxon and Research Annm__cd_Agn_eMmm:ﬁ_uL\_\_bm
le,._and__C_Qsm;_ug_Ag (Iast modified Oct. 29, 1999)

<http.-wwav.fda.govicder: pedxamc/ewrant htm> (listing grants of pediatric extended exclusmtv
for six approved active moieties. including g grants for ibuprofen to two different sponsors).
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2, The Rule Conflicts with the Supplemental .Application Provision,

A second provision demonstrating that Congress intended to encourage - not force -

manufacturers to seek approval for off-label uses concermns supplemental applications for new
uses of approved drugs. See 21 U.S.C§ 371 note (Supp. I11 1997) The provision accomplishes
this by. inter alia, establlshlng mechanisms by which FDA can “encourag{e] the prompt review
of supplemental applications' and **work[] with sponsors to facilitate the submission of data to
support supplemental applications.” Id, According to an accompanying House Report. the
purpose of the legislation is to “‘encourage the regulated industry to submit supplemental
applications whenever feasible'* for new uses of approved products and to do so by *‘reducing the
overall burden of submitting supplemental applibations and obtaining their approval;"k H.R. Rep.
No. 105-310, at 64.

Congress had a compelling practical reason for structuring FDAMA to allow off-label
uses to continue rather than to forcing those uses on-label immediately — medical discoveries

happen faster than FDA can possibly track:

New uses for drugs are often discovered after FDA approves the package inserts
that explain a drug's approved USes. Congress would have created havoc in the
practice of medicine had it required physicians to follow the expensive and time-

consuming procedure of obtaining FDA approval before putting drugs to new
uses.

United States v _Algon Chem, Inc,, 879 F.2d 1154,1163 (3d Cir. 1989).*

= See Wllllam L. Chnstopher, i illing the ulatg
Vacuum, 48 Food & Drug L.J. 247, 261 (1993) (stating that FDA could not review druos .at
a pace equal to that at which physicians discover benet‘ cxal off-label uses’).

Many states have statutes endorsing the use of off-labeldrugs. For example, N.J.Stat.
Ann. § 26.1A-36.9(g) (1996) contains the following statement:

(Continued...)
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Despite Congress's clear intent to allow off-label uses to continue and merely encourage
- rather than require - that those uses be brought on-label. the Pediatric Rule requires
manutacturers of marketed drugs 10 seek approval for off-label pediatric uses. Moreover.
although the goal of the supplemental application provision is t0 “reduc[e] the overall burden of
submitting supplemental applications and obtaining their approval,” the Pediatric Rule ingreases
that burden by requiring manufacturers not only to conduct clinical studies to support pediatric
uses. but also to develop entirely new formulations appropriaté‘for various pediatric

subpopulations. See 21 C_F.R§ 201.23(a) (requiring manufacturer of marketed drug “tc

(... Continued)

“Qff-label” use of FDA-approved drugs provxdes efﬁcacxous drugs at a lower
cost. To require that all appropnate uses of a drug undergo approval by the FDA
may substantially increase the cost of drugs and delay or even deny patients’
ablllty to obtain medicafly effective treatment. FDA approval for each use woulc
require substantial expenditure and time to undergo the clinical trials necessary to
obtain FDA approval.

This widespread consensus that a drug regulatory scheme permitting off-label uses is
superior to one that does not stems from the notion that market forces. rather than the
government, can nost efficiently determine the uses and the patient populations for which drugs
should be marketed. As one commentator has observed, “the clinical judgment of the
marketplace is more effective and quicker than the FDA regulatory scheme in making the
comparisons required to determine what drugs work and for whom." Goldberq, supra note 19. at
42; see Doug Bandow. The EDA Can Be Dangerous to Your Health, Cato: This Just In (Jan. 29.
1997) <hup::/www.cato.org/dailys/1 -29-97.html> (* [E]ffecnveness is best tested in the
marketplace."). Indeed. economic studies, along with many years of FDA and drug manufacture1
experience. demonstrate that market forces have provided manufacturers with the incentive to
design and produce safe drugs. particularly if tort remedies are available as a disincentive. See
Krauss. supra note 3. at 459 (cmng A. Mitchell Polmsky An Introduction to Law and Economics
(1983)). Thus. private drug compames as market actors, and physicians and patients making
individualized health decisions - rather than the eovemment are better able to respond to the
medical. pharmaceutical, toxicologic, ethical, and resource considerations involved in deciding
whether to market a drug to pediatric populations.
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develop a pediatric formulation™ in certain instances). In short. tho Pediatric Rule contradicts the
supplemental application provision.

C.  Judicial Precedent Establishes That FDA Cannot Superimpose

Its Own Conflicting Scheme Of Mandatory Pediatric Regulations
On Congress’s Voluntary Scheme.

Judicial precedent confirms that FDA may not superimpose its own mandatory system of
regulations on Congress’s dramatically different, voluntary scheme. addressing the identical area
of law. As the Supreme Co‘ur’f has long recognized, it is “an elemental canon of statutory
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.

includes the negative of any other mode.” Transamerica Mortgage Advisors, Inc. v. Lewis, 444
U.S. 11, 20 (1979) (internal quotations omitted). Applying this well-established canon in

Immﬂﬂmwm,the Supreme Co’urt refused to recognize private causes of
action for damages for violations of a statute that “nowhere expressly provides for a private cause
of action.” Id, at 14, 19-20. After observing that “Congress expressly provided both judicial and
administrative means for enforcing compliance,” the Court concluded that “it is highly
improbable that Congress absentmindedly forgot to mention an intended 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. See Railway J abor Executives” Ass’n v, National Mediation Bd., 29 F.3d 655. 658-
59 (en banc), amended by 38 F.3d 1224 (D.C. Cir. 1994). In light of 2 stétute that provided for

such investigations to be initiated “upon request of either party to the dispute.” the court held that
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the Board had esceeded itsjurisdiction by initiating dispute investigations sua sponte given that
"Congress effectively has provided a *who. what. when, and how laundry list governing the -
[agency’s) authority." Id. at 665.667. The court further observed that *'{t]he duty to act under
cenain carefully defined circumstances simply does not subsume the discretion to act under
other, wholly different. circumstances. unless the statute bears such a reading.” id. 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 request that manufacturers
voluntarily conduct pediatric studies of certain drugs. FDA cannot assert the authority t0 require 2
manufacturers to conduct those studies. Moreover, where, as here, Congress expressly gave
FDA authority to request pediatric studies, *"it is highly improbable that Congress
absentmindedly forgot to mention'” that it also intended to grant FDA akmhoyrit'y to require those
same studies.
D.  The Serious Ethical Problems That Arise From The
Mandatory Nature Of The Pediatric Rule Confirm
The Superiority Of Congress’s Incentive-Based Solution
The disturbing ethical problems that arise fion the Pediatric Rule’s requirement of
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 for adults. Second, by presuming that

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

pediatric testing.
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The Pediatric Rule Increases the Risk of Pediatric
Testing Before a Drug Is Shown To Be Safe for Adults.

The domestic and international medical communities. as' well as FDA. agree that pediatric
testing generally should be deferred until Phase 2 or Phase 3 Of the clinical research process. The
American Academy of Pediatrics. for example, pointed out “without hesitation™ in its response to
FDA's proposed rulemaking that researchers should complete Phase 1and part of Phase 2 before
beginning pediatric testing."" The international community likewise acknowledges that **[w]hen
pediatric patients are included in clinical trials, safety data from previous adult human exposure
would 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

30

Letter fran American Academy of Pediatrics to FDA Dockets Management Branch re
Docket No. 97N-0165, Regulations Requiring Manufacturers To Assess the Safetv and
Effectiveness of New Drugs and Biological Products in Pediatric Patients, at 1.'5 (Nov. 13, 1997)
(hereinafter “AAP Coments' '] s_g: Commxttee on Dmgs for the Amencan Academv of
Pediatrics, V
Populations, 95 Pediatrics 286, 287 (1995) (stating that “studles in chlldren should be preceded
by tnitial clinical trials in adults to provide preliminary pharmacokmeuc safetv and efﬁcacy
data™) [hereinafter “ELhm_al_G_\u_dglmg_s"] sggalsg FDA, By
Regulation to Increase Pediatric s ics (Oct. 27,1997)
<http://www.fda. gov/cder/meetmg,/transcnpt/1027ped1 htm> (remarks of Dr. McCarthy, senior
research fellow at the Kennedy Center for Bioethics, Georgetown Umversxty) (*“I would make
sure that the studies are at least through Phase II in adults before you move to children, and [
would like to see it in two or three phases - older children, then younger children, and ﬁnally ‘
infants.”) [hereinafter “Public Meeting™}; id. (remarks of Dr. Spielberg) (“[Plediatric studiesin
general should not be initiated with a new chemical entity prior to the establishment of the adult
dose, serum concentration profile, and a clear ‘go’ decision for the drug development process.™).

3 International Conference on Harmonisation,

Mmmugﬁﬂumanﬂmm&ab_ﬁoxﬂmmmm 62 Fed. Reg. 62.922. 62,925 (1997).

Id at 62,922 (stating that FDA *‘is committed to seeking . . . harmonized technical
procedures’). Similarly, the European Committee for Proprietary Medicinal Products ("CPMP™)
(Continued...)
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also expressed 1ts commitment to deferring pediatric testing in a 1977 report entitled General

Considerations for the Clinical Evaluation of Drugs in Infants and Children when it stated rhat.

“[bJecause of ethical considerations, reasonable evidence of efficacy generally should be known
betore intants and children are exposed to the agent.™

Congress's voluntary incentive scheme minimizes the risks arising 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. may determine 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
manufacturers to conduct concurrent pediatric testing, given that their drug products cannot be

approved and marketed until safety and efficacy testing is complete. Ses 21 C.F.R§ 314.55(a).

(... Continued) , , ;
determined that, "'In general, safety studies should be conducted first in animals as a pan of the
routine pre-clinical development, then in adults, and subsequently in younger patients.’

European Agency for the Evaluatxon of Med1c1nal Products Commmee tor Propnetary
Medicinal Products, N -
Children, at 2 (Mar. 17. 1997). The age categories for pedxatnc testmg also conflict with those -
set forth in the CPMP. See id, at 4-5. Such inconsistencies in timing requirements and age
categories could force sponsors engaged in the international pharmaceuucal market to conduct
duplicative studies, thereby exposing more children than necessary to the risk of drug testing.
resulting in what ¢ ne drug manufacturer has called a “tremendously wasteful” allocation of
resources. Letter fromGlaxo Wellcome Research and Development to FDA Dockets
Management Branch re Docket No. 97N-0165, Regulations Requiring M fanufacturers To Assess
the Safetv and Effectiveness of New Drugs and Biological Products in F =diatric Patients. at 15
(Nov. 12, 1997) [hereinafter*Glaxo Wellcome Comments™].

1%

FDA. WMMMEW
Children, at 5 (1977) [hereinafter “Gen.
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Manufacturers naturally will trv to place valuable new treatments into the hands ot adults who

need them as expeditiously as p033|ble The Pedlatrlc Rule. however. hinders manufacturers’

etforts to do S0 by requiring that. before adults may have access to the neu drug. it must first be

approved as safe and etfective for use in children. Thus. FDA has limited manufacturers o0 three

undesirable choices:

(1)

test the drug on children sooner rather than later to minimize the delay in
providing it to ailing adults, thus triggering the ethical concerns discussed
above by prematurely testing a product on children;

test the drug on adults first to ensure that it is safe and effective before
testing it on children. thereby causing undesired, and potentially life-
threatening. delays in making the treatment accessible to adults; or

redirect research and development efforts away from diseases occurring in
both adults and children and toward diseases occurring exclusively in
adults to avoid this conundrum altogether, ultimately hamung children by
limiting the quantity and quality of available pediatric treatments, both off.
label and on-label.

In light o fthese alternatives. FDA's claim that “[n]othing in the rule requires concurrent testing

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

children.” 63 Fed. Reg. at 66.642, rings hollow.

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

dilemma. Seeid (“{I}ndustry comments appear to have misunderstood the explicit deferral

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

and children be studied at the same time.”); id. at 66,’640 (arguing that “the 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 study begins until there

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

appropriate™*). Those provisions are merely exceptions to the general rule that all pediatric
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testing must be completed before a drug can be approved and marketed. See 21 C.F.R.

L% I

N

14.55(a).

Moreover. FDA has indicated that deferral should rarely be granted. FDA. for example.
refused one pharmaceutical company's request to recognize circumstances in which FD A would
automatically grant deferral. Instead. FDA adopted rules that give FDA complete discretion t0
determine whether deferral is appropriate. See id. § 314.55(b) (1999);63 Fed. Reg. at 66.643
(""The need for deferral must be considered case-by-case.™). FDA has f“nher wamed that
deferral is not "'necessarily warranted where analytic tools and clinical methodologies cannot be
easily adapted to pediatric patients,” nor are *“{d]Jifficulties in developing an adequate pediatric
formulation™ likely grounds for obtaining a deferral. id, 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 possible. Applications for deferral must
not only **provide a certification from 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 at the sarliest possible yme.”
21 C.F.R§ 314.55(b).>
In sum_FDA has done little to address legitimate concerns that the Pediatric Rule

essentially mandates concurrent testing. Rather. ithas s u marily gismissed these concerns.

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

34

In light of this substantial premium placed on early drug testing on children. FDA’s ott
proffered justification of the safety of the Rule - j.¢., that “no pediatric studv mav eo forward
withaar tha anaratval af an [Tnerifiitianal Raview Raardl whir g responsib|e for ensuring that

the study is ethical and adequately protects the safety of the subjects'* — provides little comfort.
63 Fed. Reg. at 66.640.
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new mandate. This response is insufficient as a matter of law. Sge, e.g.. Motor Vehicle Mirs

examine the relevant data and artiéulate a satisfactory explanation for its action™).

It is particularly troublesome for FDA to subject children to the risk of concurrent testing
where the vast majority of that testing will ultimately prove unnecessary. Only atiny traction of’
all new drugs actually obtain FDA approval to be marketed. and thus are ever used by children.
Of the drugs that begin human clinical testing, “{o]nly 23% . . .eventually receive marketing
approval.” Drug iologics — ’s Ps jve:
on Oversight and [nvestigations of the House Commerce Comp , 104th Cong. (May 25, 1995)
(written testimony of Kenneth Kaitin) [hereinafter “Kaitin Te'Stimony‘ ’* 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 II1. FDA itself has estimqted that "*only about

63% of all [new molecular entities] that enter phase 111 trials are eventually approved.” Pediatric

Drugs and Biological Products; Proposed Ruus; 62 Fed. Reg. 43.900. 43.91 1 (1997); accord

s 5;; Krauss, supra note 3 aL 462 (“Only one out of 5,000 new drugs now complete [the
drug approval] process successfully ™).

o Accord David A. Kessler, The Regulation of Investigatior Drugs, 320 New Eng. J.
Ve- M0t Seswnom arTIL- -t majority of preliminary drug studies do not lead to marketing
applications,™).

¥ FDA s position in the Pediatric Rule is that pediatric testing for products meant to ct
AnmmAaa Aimanaan that arva lace tknf\ 1. fa fk.narnn -y ekt\‘ll'f‘ knr"n \nkpﬂ Aafn |c avmlab[e "from e )

g~

mmal well-controlled studles in adults" Lg,, at the end of Phase 1. 63 Fed. Reg. at 66,643.
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Kaitin Testimony. supra p. A-21 (stating that only 64% of the drugs that begin Phase 111 testing
eventually receive market approval).

These "'drug dropout™ rates establish that the Pediatric Rule will subject children to riskv
testing of products that will never even be marketed in the U.S.* Indeed. by FDA's own
calculations. fully thimy percent 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'): accord 63 Fec. Reg. at 66,662-63 (affirming prior calculations).” FDA's
estimate conservatively assumes that manufacturers would conduct ng pediatric testing until
Phase III or later. See 62 Fed. Reg. at 43,911. If some pediatric testing occurred before Phase
[11. the number of children needlessly put at risk would be even higher than FDA's 30% estimate.

To expose children to huge risks unnecessarily, even before minimal safety and efficacy
of drugs for adults has been established, violates the whole purpose of the Pediatric Rule. which
IS purportedly to make treatments safer for children. In addition. this potential exposure

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

38

See Public Meeting, supra note 30 (statement of Dr. Walson, Division Head, Clinical
Pharmacology/Toxicology, at Children’s Hospital in ‘Columbus, Ohio) {referring to “negative
guinea pig image of [pediatric] research™).

FDA's assumption that only 30% of pediatric testing will be unnecessary is inconsisrent
with its position that “[pJediatric studies of drugs and biologics for life-threatening diseases may
in some cases be appropriately begun as early as the initial safety data in adults becomes
availahle ™ 63 Fed. Reg. at 66,643. "
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allows for maximum flexibility in ensuring that such testing is both necessarv and safe before its

Initiation.

2. The Pediatric Rule Exacerbates the Special Risks
and Dlﬂ'cultles lnvolved in Pedlamc Testmo -

The Ped@thc Rule's requirement that new drugs be universally rested on chlldren unless
FDA affirmatively waives the requirement also unnecessarily aggravates the special problems
involved in conducting pediatric testing As Dr. Clemente. founder and Chaimman of the Board
of Ascent Pediatrics. explained during hearings on the Pediatric Rule. “{t}esting in children is |
different and it is also very demanding and expensive for a number of reasons, such as the
limitation of qualified study sites. the identification of appropriate patients. (and] parents[']
reluctan(ce] to enroll their children in a clinical study.';” Additionélly, “[t]hére are practical
considerations, such as obtaining blood and urine samples, [and] difficulty in obtaining outcome
data as children may not be able to describe symptoms or side effects."" Thkese practical
considerations can make it difficult to develop appropdate 'methddologiés t‘o‘ assess a drug’s
safety and effectiveness in Childreﬁ as well as to implement adequate behavio’ral safeguards for

studies. Other problems include obtaining informed consent,” the limited number of

40

This potential for harm undercuts FDA’s former position that “[{a] prime requirement [of
clinical investigation] is that the subjects (panents) are exposed to the least p0551ble nsk
consistent with anticipated benefit.” FDA,
Drugs (1977), atii: accord id, at1.

41

Public Meeting, supra note 30 (remarks ofDr.,'fCleme'n'te). -
42 m‘

43

See Ethical Guidelines, supra note 30, at 292 (observing that “obtaining truly informed
consent may be difficult [in children with chronically progressive or potentially fatal dxseases]
because of the child's debilitated condition or the mental and emotional state of the parents™).
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nvestigators who have expenise to conduct trials in young children. and determining appropriate

timing of clinical trials in light of the child's maturation.”" Additionally, special risk factors
apply to children. including “discomfort. inconvenience. pain. fright. separation from parents or
familiar surroundings [and] effects on growth or development of organs.™

Yet another barrier to conducting clinical trials in pediatric patients is the difficulty in
enrolling sufficient numbers of children. Traditionally, studies of drug products in pediatric
populations have involved sick children." Without the prospect of a medical advance for their
child. parents may have no incentive to enroll their children. In fact. at least one pediatric
medical journal has declared that “[s]tudies 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 problems. Because
pediatric testing is encouraged but not required, manufacturers can determine when. and whether.
to conduct such testing. Manufacturers are therefore likely to defer testing until they are sure that
the product will gain approval for use in adults and there is demonstrated pediatric interest. thus

producing a potential "'sick child" population for testing. This winnowing process will eliminate

Letter from Novartis Pharms. Corp. to FD.4 Dockets Management Branch re Docket No.
97N-01635, Pediatric Patients: Regulations Requiring Manufacturers To Assess the Safen and '
Effectiveness of New Drugs and Biological Products: Proposed Rule. at 3-4 (Nov. 13, 1997).

N Ethical Guidelines, supra note 30. at 288. | B
* See General Considerations in Infants and Children, supra note 33. at 5 (*Based on

ethical considerations. sick children rather than well ones will be the prmcxpal source of the
experimental population . ...”).

v Ethical Guidelines, supra note 30. at 288.



a large number of products from consideration for testing on children. The Pediatric Rule. bv
contrast. exacerbates these problems by virtue of its universal mandatory approach to pediatric
testing.

E. Section 355a(i) Of FDAMA Does Not Allow FDA To
Rootstran Its Authoritv To Promulpate The Pediatric Rule.

Contrary to FDA’s claims"vzr US.C. § 355a(i) does’t o Sdppok‘t its positior [Hat‘th'e
Pediatric Rule is statutorily permissible and consistent with FDAMA. That provisidn awards
extended market exclusivity to a drug for which a rﬁaﬁufacturer has conducted pediatric studies
that were “required pursuant to regulations promulgated by the Secretary™ and that comply with
the requirements of § 355a. Seg 21 U-S<C- § 355a. The provision. however, does ot consti
an independent grant of sta.utory authority for FDA to require pediatric studies. S_cg:HR Rep.
No. 105-310, at 54 (acknowledging that regulations requiring pediatric studies must be

“promulgated under other authorities of law”); National Pharm. Alliance v, Henne: , 47 F. Supp.

a5 a1 (D.D.C,; 19) (aeknowledging that, apart from pongeésionally enactec | eéisiative

incentives for pediatric testing, such testing “is not otherwise required of drug manufacturers™.

Rather. it recognizes that there may be situations Where FDAkproperIky» may require pediatrie
testing under preexisting statutory authorities, such g where a rrianufaeturer declines todiécléim
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 consequen~= of prOperly required

testing, cannot expand these authorities. Se. 21 US04 355a(i) (Supp. 111 1997).

* *
* =
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in sum. the Pediatric Rule is inconsistent with FDAMA s voluntary pediatric exclusivity
and supplemental application provisions. It is. accordingly, an impermissible exercise 0f FDA's
regulatory authority.

II.  THE RULE CONFLICTS WITH CONGRESS’S GOALOF

STREAMLINING AND ACCELERATING THE DRI'G

APPROVAL PROCESS.

Another of Congress's primary concerns in enacting FDAMA was the unreasonably long
delay between a manufacturer's submission of a new drug application ("NDA") and FDA's
approval of the application. as well as the substantial expense associated with that process. Since
1962. regulation by FDA has more than doubled the development c¢s’ts for drugs and has
significantly delayed the introduction of new drugs to the United States market.** A study that
was reported in 1992 estimated that "'the cost of bringing a new drug to market'* had increased
230% over a fifteen-year time Qeriod.” From 1963to 1975. the average cost of developing a
new drug was $125 million. From 1981to 1990, the cost averaged $394 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."

See Sam Kazman, Deadly Overcaution: FDA's Drug Approval Process,J. Reg. & Soc.
Costs, Sept. 1990, at 35-36. ' ' ‘

s See Michael R. Ward, Drug Approval Overregulation, 1992 Regulation: Cao Rev. of
Bus. & Gov't, No. 4, at 49; see also The Cato Institute, Ha

Congress), at 342 (1998) (stating that cost of drug development has increased bv over 400% in
less than two decades).

0 See Goldberg, supra note 19, at 45.

i

See Ward. supra note 49. at 49’
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While cost and delay have dramatically increased. the number of unsafe drugs has not
declined correspondingly.™ Moreover. the number of new drugs introduced in the U.S. has
declined by fifty percent relative to other industrialized countries. Although the United States
leads the world in researching, developing, and patenting valuable new drug treatments - from
197910 1989, the United States Patent and Trademark Office granted between 2.000 and 4.200
drug patents annually - |ncrcasm°ly onerous FDA regulaucn has sxgmﬁcamly hampered the
marketing of these products.™ For example for each year from 1964 to 1989, *“pharmaceutical
firms filed between 800 to 2,200 investigational new drugs with the EDA. ... Of the 80 10 250
new drug applications firms file annually, the FDA approves only 20 to 60." and **[m]any of
those represent reformulations of existing products.™ Similérly, “lolnly 27% of recently
approved new drugs in the U.S. were firstmarketed in this country; 54% were available one or
more years in a foreign market prior to U.S. approval. ... For biopharmaceutical products
approved in the U.S., Europe. and Japan, 58% originated in the U.S., 47% began clinical testing
in this country, but only 18% were first marketed here.” Kaitin Testimony, supra p. A1 “In

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

32 Seeid.; s_es_a.]sg Goldberg, supra note 19, at 43 (“[T]he FDA'’s regulation of new drug
approvals yields little in the way of additional safety. In fact, over the past 20 years the number
of drues that the FDA or manufacturers pulled from the market because of safety concerns has
been insignificant both here and abroad. Worldwide only a handful of drugs have been-
discontinued for safety reasons, and little difference exists in the rate that unsafe drugs have been
pulled from the market in the United States and the United Kingdom.™).

33

See Ward, supra note 49, at 48.
34 m‘
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Unsurprisingly, FDA'S onerous regulations have caused Britain to overtake the C,S. as the world
leader in introducing new drugs to the markét." .

Doctors are also highly dissatisfied with FDA's lengthy drug approval process. Recent
polls commissioned by CEI revealed that "'67% of the neurologists and neurosurgeons survesed
believe that the FDA takes too much time to approve new drugs and medical devices. and 38°.
agree that such delays cost lives."* 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
lives.”” Eighty percent of neurologists and neurosurgeons **claim that the approval process. on at
least one occasion, prevented them from treating their patients with the best possible care.” while
71% of cardiologists and 63% of oncologists agree that “FDA’s apprcval process has hurt [their]

ability to treat [their] patients with the best possible care' on one or more occasions.”

See Kazman, supra note 48, at 40 (“From 1977 to 1987, 204 new drugs were introduced
in the US; of these, 1 14 were available in Britain, with an average lead-time of more than five
years per drug. On the other hand, of the 186 new drugs introduced into Britain during this
per|od on|y 41 were a|ready ava|lable inthe U.S. a.nd then on[y bV an a\ eras e Iead tlme Of {\\O

and a half years. As for exclusively available drugs. there were 70 in Britain but only 34 inthe

US.™. Similarly, a Competitive Enterprise Institute publication reveals that it took FDA nearly
two years to approve taxotere, a drug designed to treat advanced cases of breast cancer. while the
Canadians had approved the drug in a year and the Europeans in 16 momhs Sgg Juhe C
Defaico, Competitive Enterprise Institute,

Lagar. .'T A's Performance, at 2-3 (Feb. 1997).

6

Competitive Enterprise Institute, A National Survey of Neurologists and Neurosurgeons
on, at 1 (Oct. 1998).

Id. at12 (cmng surveys of oncologists and cardlologlsts commissioned by CEl in July
1996 and August 1995. respectively).

R

Id. at 2. 14.



Congress recognized all of this. As 3 House Report discussing the proposed drug
modernization legisiation notes:

Currentlv it takes rearly 15years t0 develcp 3 new drug - twice the time required
e see vnens N cientific knowledge <>+ produce effective new treatments for
uncured diseases. but a drug development process slowed by outmoded regulation
may mean that cures come too late for many patients.

Unfortunately, many patients do not have the time to wait the nearly 15

years it now takes to brmg a new drug or bxologxc from the laboratory to the
pharmacy shelf. .

Part of the reason for tt is growing development time is the increasing
complexnty of the dlseases researchers are targetmg But an_und.cmahlmn_o_f_m

H.R. Rep. No. 105-310,at 34-35. The S#m=*= ~~*24 imilar prot | eoncer ing the protracted.

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

Over the vears, and particularly with the enactment of requirements that
the FDA determine that drugs and devices are effecnve as well as safe, the FDA's
requirements for clinical testmg and its premarket reviews of new products have
grown increasingly complex, time-consuming, and costly From the 1960’s to the
1990’s, for example, the time requxred to complete clinical mals for new drugs
has grown from 2.5 to nearly 6 years. Applications for the approval of new drugs
typically run to hundreds of thousands of pages in length According to a recently
published study, from the begmmng of the process to the end, it takes an average
of 15 years and costs in the range of $500 million dollars to bring a new drug to
market.

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

To address this problem, Congress included a number of provisions in FDAMA intended

to streamline and accelerate the drug approval process. For example, Congress enacted a fast-

track approval process to “expedit{e] the approval of dljxgs and biologieal produCts‘ that

demonstrate the potential to address unmet medical needs for serious and life-threatening
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conditions.” H.R. Rep. No. 105-310. at 54: 21 U.S.C. § 356 (1994 & Supp. [T 1997). Likewise.
Congress adopted provisions designed to “[s}treamlin[e] clinical research on drugs.”" H.R. Rep.
S0.105-310. at 69; 21 U.S.C. § 355(i) (1994 & Supp. III 1997). Further. Congress allowed FD.4
to approve an NDA based on only ""one adequate and well-controlled clinical investigation and
confirmatory evidence," rather than the two investigations that FD A often had required. [d.
6 355(d); see H.R. Rep. No. 105-310, at 67. Primary purposes underlying this latter provision
were to:

reduce the number of patients required to undergo clinical trials and the

possibility of receiving a placebo; reduce the cost of drug development. and thus.

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.

Far from making the drug approval process simpler, speedier. and less costly. however.
the Pediatric Rule instead renders the process more expensive, protracted. and inefficient. as
discussed in more detail below.

A. The Pediatric Rule Further Delays Bringing Drugs To Market,

The increased testing and formulation requirements of the Pediatric Rule will delay the
drug approval process, directly contravening FDAMA's goal of accelerating drug approvals. For
example. one survey of drug manufacturers showed that it takes fran five months to four years

to develop a pediatric formulation.”” Moreover. requiring additional clinical studies can only

53

See Letter from Pheumaceuncal Research and Manufacturers of America to FDA Dockets
Management Branch re Docket No. 97N-0165. Pediatric Patients: Proposed Rule Requmnz
Manufacturers To Assess the Safety and Effecnveness of New Drugs and onlomcal Products. at
- (Continued...
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hinder even further a drug approval process that is already subject to sharp congressional
criticism for its protracted nature. See supra pp. A-26 '@ A-30.

Substantial social harm results from this unwarranted delay. Even “[b]y a conservative
estimate. FDA delays in allowing U S. marketing of drugs used safely and effectively elsewhere
around the world have cost the lives of at least 200,000 Americans over the past 30 years.""" In
the pediatric context, FDA"S extensive new testing and formulation requirements will fl;ﬂher
delay the access of new drugs to the market. This denial to the general population of these
beneficial treatments will harm patients who are unable to obtain potentially lifesaving
medication. Indeed, it will not only be adults who suffeyr becausethey are denied access to safe
and effective treatments. Even the children that the Pediatric Rule purports to help will 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 a new drug will save lives after its approval, then how
many lives were lost while it was being reviewed?""

The difficulty of detecting the victims of FDAs “drug lag” renders the harm even more

insidious. When FDA approves a harmful drug too qUiékly,'the' poiitiéal outcry of newspaper

(..C ommued)

8 (Nov. 13, 1997) (citing mforrnal survey of PhRMA member compames) [heremafter “PhRMA -

Comments™].
b Bandow, sunza note 29 at 1 (quotmg Robert Goldberg of Brandexs Umversny),

Gregory Conko, S , USA Today, July 21, 1998
at 10A (“While the FDA approval process is mtended to keep unsafe drugs off the market, its
overcaution in reviewing new drug applications often keeps potentially life-saving therapies out
of the hands of people who need them.”). For specific examples of lives lost due to overcaution,
see Krauss, supra note 3, a1 467-68. ' ‘

ol Kazman, supra note 48, at 47.
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headlines. television coverage. and congressional hearings creates pressuré on FDA. When FDA -
delays approval of a beneficial drug, however. the victims are “invisible."™" The victims 0f drug

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

has only reinforced this harmful political incentive for FD.4 to be overcautious in approving

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

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

Remedies should avoid |mped|ng availability of a necessary drug to non-pediatric
populations [because tJhe goal is to accompllsh pedxatnc studies so the drug may

be labeled for infants and children. not to deprive a non-pediatric population of an
important drug.”

B. The Pediatric Rule Increases The Costs Of Drug Approval.

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

be borne by manufacturers and consumers alike.

o2 See Walter E. Williams, The Argument for Free Markets: Moralitv vs, Efficiency, 15
Cato J.. NoS. 2-3; at 183 (Fall/Winter 1995/96) (“In all interventionist policy there are those who

are beneficiaries and those who are victims. In most cases, the beneficiaries are highly visible

and the victims are invisible.'"); Kazman, supra note 48, at 41 (*As former FDA Commissioner

Alexander Schmidt once stated. ‘In all of FDA’s hlstory [am unable to t‘md a sm°1e mstance

where a Congressional committee investigated the failure of FDA to approve a new drug. Bux

the times when hearings have been held to criticize our approval of new drugs have beenso
frequent that we aren't able to count them. The message to FDA staff could not be clearer.”

(quoting H.G Grabowski & J.M. Vernon. The Regulation of Pharmaceuticals. at 5 (1983))):

Kazman. supra note 48, at 41- 43 (comrastmg reaction to erroneous approval with reaction to

erroneous delay).

v See Ward, supra note 49, at 47 C Drugapproval stringency. . . exceed(s) what is socially
optimal because the FD_4 is more adversely affected by approving harmful drugs than by -
denying approval of beneficial drugs."); Kazman, supra note 48, at 42 (*'The political invisibility

of drug lag's victims is the major reason for FDA"S inherent overcaution in approving new
drugs.™).

nd

AAP Comments. supra note 30, at 6.
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L The Pediatric Rule Increases Manufacturer Costs.

FDA has substantially underestimated the monetary cost of the studies that manufacturers
must now conduct. In its Final Rule. FDA esti,mated" thé cost of the Rule to be S46.7 million. a
figure that was reached omly after reducing the total cost of testing bv 42% to account for costs
that manufacturers purportedly would have incurred voluntarily. Sgg 63 Fed. Reg. at 66.661 .
This estimate, however, does not accurately assess the number of children who must be studied
for each drug. According to one prominent drug manufacturer, the Pediatric Rule will .reguire
testing of 34,000 patients per year, in contrast to FDA’s extremely low estimate of 10,860.**

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 survey showed that developing a pediatric formulation for

a single drug product now costs between $500,000 and 33.5 million.” Taken together, the

(3]

Compare Letter ffom Wyeth. At-ave® Dacanerh tn FTVA Naclets Management Branch re
Docket No. 97N-0165, Regulétior\i‘s ~ quiring Manufacturers To Assess the Safety and
Effectiveness of New Drugs and Bioluyical Rraakicts in Pediatric Repalations: Proposed Rule,
6-7 (Nov. 13, 1997) with 63 Fed. Reg. at 66,663.

o See, £.8., Glaxo Wellcome Comments, supra note 32, at . . ;=== " at2 (‘The

. ) e imnact an the induetev  d FDA far greater than FDA
has estimated ....™).

o7 See PARMA Comments, S8 note 59, at 8 (citing informal survey of member
companies); id. at 25 (“Some companies have spent millions of dollars inefforts to deevelop a
pediatric formulation and some have given up the pursuit aftern  iple efforts to develop a
pediatric formulation have failed.”); see alsg Public Meeting. su  note 30 (remarks of Dr.
Clemente) (“{The formulation question is a very importa e . . - 3 formulation for a child is
truly a daunting avenue to approac’ ™
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substantial number of products for which pediatric formulations likely will be necessary and the
enormous development costs for each of those products equal a staggering increase in
manutacturer expenditures 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
Pediatric Rule. Consumers also will pay an additional price because manufacturers will pass on
at least some of their increased research costs to purchasers. By requiring the development of
pediatric formulations. *'the cost of some. if not most, adult formulations [will increase] due to
the need to allow for the incremental and potentially high cost of development of such pediatric

formulations.

C.  The Pediatric Rule Exacerbates The Inefficiencies Of ~
The Drug Approval Process.

Many drugs are of little or no use to pediatric populations. Moreover. creating pediatric
formulations is difficult. Accordingly, establishing a presumption that manufacturers must test
drugs on children and develop pediatric formulations will lead to an inefficient use of both
FDA's and drug manufacturers' resources.

FDX. the American Academy of Pediatrics. and sponsors of drﬁg development all agre:
that a large number of drugs. probably the majority. are of limited or no benerit to pediatric

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

Glaxo Wellcome Comments, supzra note 32. at 11-12.

09

See Cohen Testimony., supra note 21 (noting that pedlamc use represems a relauvelv
small segment of the total market for a drug”) Egdmmm_&umm_&;qumng

Proposed Rule, 62 Fed. Reg. 43. 900 13902 (199/) (obsenmo that “[njot all l\e\\ Molecular
(Continued...)



presumptively requires pediatric testing and formulation development on g ey drugs - and
even some marketed drugs - and for *all relevant pediatric subpopulations.™ including neonates.
infants. children. and adolescents. 21 C.F.R. §§ 314.’55(a). '201.2'3(a).

FDA's reliance on the Ruie's waiver provisions in response to ckmcems that many drugs
do not have pediatric uses is not reassuring. See 63 Fed. Reg. at 66,644-45, Although FDA
asserts that the ""rule is designed to require studies only in those settings in which there is a
significant mEdian need or wheré QSage arhong pediétﬁc ’patients‘ is likely to be substantial.f'
at 66.640, FDA continues to vignobre that, byrrequin"ng gll ma(nufa‘c}turers‘ to conduct testing absent
a waiver, FDA creates a broad presumption that it will require such testing, not that it will limit
such testing."" Even if FDA were to waive the requiremént for most drugs, the mere process of
requiring all manufacturers to compile data to support Waiver requests and considering eakch‘
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

would be excessive and unnecessary any more reassuring. Rather than addressing these concerns

or providing further guidance in the preamble to the Pediatric Rule, FDA instead insisted that it

(... Connnued)
Entities] have usefulness in pediatric patients”); Letter from Merck Research Laboratories to
FDA Dockets Management Branch re Docket No. 97N-0165, Regulations Requmng
Manufacturers To Assess the Safety and Effectlveness of New Dmgs and onloglcal Products in
Pediatric Patients, at 9 (Nov. 12, 1997) (“FDA and sponsors agree with the American Academv ‘
of Pediatrics that there are substannal numbers of drugs, probably the majority of those '
developed, which would be of limited or no benefit to pediatric patients.”); PARMA Comments,
supra note 59, at 20 (“Physicians caring for children use relatively few of the hundreds of drugs
and bxologxcs currently marketed.”).

By

26¢, £.8., AAP Comments, supra note 30. at 4 (“Wawers should be granted RARELY."™.
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still believ ed that *'studies in more than one age group may be necessarv.” U" FDA's Final
Rule gives 1t absolute discretion to decide whether to waive testing requirements in particular
pediatric age groups ""if data from one age group can be extrapolated to another.” 21 C.F.R.
¥ 314.55¢a). This response is insufficient as a matter of law. See, e.g., State Farm, 463 U.S. at
43 (holding that ""agency must examine the relevant data and anieulate a satisfactory explanation
for its action™").

The detrimental effects of this inefficient allocation of limited manufacturer drug
development resources extend beyond mere economic inefficiencies. The regulations also will
hhamper valuable new drug innovation.” Requiring that drugs be tested concurrently in adults

and children will further discourage sponsors from pursuing high risk projects.- The Pediatric

M

FDA's statement is even less assuring in light of the hmxted resources that n has to
implement the rule. See Public Meeting, supra note 30 (statemem of Dr Temple Executive

Director of Medical Affairs at McNeil Consumer Products Company) (“Unless additional

resources are provided. and unless additional help is available. the challenges to [FD U ;
implement this proposed rule will be enormous. {FDA] will need much outsxde assxsrance.").

= See Goldberg, supra note 19, at 40 (*[T]he FDA's approval procedures have short-w o
circuited the natural process of incorporating . . . information in the development of new ‘

products. The FDA in effect forces pharmaceutrcal compames to reinvent the wheel, thus

driving up development costs.”); Handbook for Congress, supra note 49. at 342 (“Just as control
of information in despotic countries destroys creativity and innovation. the FDA’s monopolv on

the research. development, and use of new medical knowledge is choking off the next medical
revolution.”); Krauss, supra note 3. at 462 (observing that “substantial increases in the cost of
developmg a drug for the United States market,” Iareely caused by FDA's “inv olvement in
testing™ . . . will “affect both the number of new dmes developed and the market price of
developed drugs during their patent monopoly™).

Sge Glaxo Wellcome Comments, supra note 32, at 11-12 (“[S]uch a requirement during

the mvestlgatlonal phases would necessitate diversion of resources from concurrent competing ’

programs (s.g., development and testing of adult formulations). If resources are diverted from
development of an adult formulation, the larger patient population would not be served and the
sponsor would be less prepared to generate the pharmaceutical data necessary to achieve
approval of the adult formulation.™). o o o
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Rule will divert limited company resources from the research of new therapies to pediatric triais

that explore limited. and possibly inappropriate. uses of existing products. By div erting

resources. the Rule will hurt patlents who await new |Ife savmg dISCOVGI‘IGS It may eve

n give

companies an incentive to focus their research on diseases that almost exclusively affect adults.
* * *

Although FDA claims the Rule is necessary 1o address the lack ofadequate dmgs
approved for pediatric uses and to ensure that children will have safe and appropriate treatments
available, the above discussion demonstrates that the Rule creates, rather than solves. problems.
Moreover, the evidence that FDA cites in justifying the need for the Rule is scant and/or
questionable.“ FDA has failed to demonstrate that pediatric populations are being denied neede
treatments, or that off-label uses of adult-use drugs are any less safe or effective than they wouls
be if those uses were on-label. See Home Box Office, 5671 2d at 36 (“[A] regulation perfectly

reasonable and appropriate in the face of a given probler may be highly capricious if that

problem does not exist.” (internal quotations omitted)); see-also Mosthwest Airlines, [ne. v

b See Handbook for Congress, supra note 49, at 342 (observing that FDA’s drug approval
process “is raising the cost of essential drugs and denying sick people access to lifesaving

medicines”); Krauss, supra note 3, at 458 (observing that FDA's “certification monopoly over
drugs "has arguably cost thousands of American lives”); id. at 471 (noting that “efforts to “extend

the FDA’s centification monopoly to off- label prescriptions have cost lives and money’ .

~z

73

For example, FDA’s assertion in its Proposed Rule that the ten drugs most prescribed for
children all lack adequate pediatric labeling is simply inaccurate. Seg 62 Fed. Reg. at 43, 900.
As the Pharmaceutical Manufacturers Association of Amenca has explamed five of the ten

~drugs cited by FDA already contain pediatric Iabelmg, one is in the midst of FDA’s approval

process; one does not have labehng, but extensive dosage mformanon about it is available in

~ pediatric and standard medical texts; one does not have an NDA on file to amend because it has

an exemption under the grandfather clause and one states on its label that it is not approved for
diaper dermatitis. PhARMA Comments supra note 59, at 4-5.
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Goldschmidt, 6435 F.2d 1309, 1317 (8th Cir. 1081\ feamar Tansand EDA relies on nothﬁné more
than a handful of anecdotes documenting adverse reactions in chilcren from off-label drug uses.
Seg 62 Fed. Reg. at 13.901.

Adverse drup reactions. however. regularly occur from gn-label uses as weil.™ Thus,
identification of a few adverse rémfﬁons from off-'?‘_;e! drio 22 in pediatric populations 1s an
insufficientjustification 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.

Even if the articles describing these scattered ihstances of adverse reactions did suggest
that pediatric testing of an unapproved product might lead to fewer adverse drug reactions than
would waiting t0 prescribe that product in children until after it has been approved as safe and
effective for adults. isolated anecdotes cannot suffice to support the sweeping regulations
embodied in the Pediatric Rule. See, e.g., 5 U.S.C. § 557(c) (1994) (“All decisions. including
initial. recommended. and tentative decisions. . . shall incylude a Statement of.:. . findings and
conclusions. and the reasons or basis therefor, on all the material issues of fact. law, or discretion
presented on the record . . . ."); State Farm, 463 U.S. at 43 (holding that “agency must examine
the relevant data and articulate a satisfactory explanatipn for its action™): B.uﬂmgm_n_lw_d;_l.ms

g v United States, 371 U.S. 156, 167 (1962) (rejecting agency decision where “(t}here are no

6 See Beck & Azafl, <™ ™ 4, at 82 (emphasizing that ""previously unknown saféty
concerns can arise with labeled as well as unlabeled indications'").
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findings and no analysis . . . to justify the choice made{} [and] no indication of the basis on
which the Commission exercised its expert discretion™).--
In sum. the Pediatric Rule is not only inconsistent with FDAMA. it is also bad policy.

Far from streamlining and accelerating the drug approval process. the Rule complicates and
hinders that process. Moreover. instead of encouraging manufac:urers to seek approval for otf-

Ao monn“‘nﬁ'nrnrf n\ cnal.’

label uses of a drug ona voluntary baS|s the Rule for™”
of their product that they did not intend to pursue. EDA should effectuate the g i of bringing

pediatric indications on-label through the incentive scheme established by Congress in FDAMA.

7

T tlm awiams slas'ehars remains some hngenng concem over the avallablhty and safety of

current pednatnc treatmems, Congress has already addressed the nroblem by enacting the
TUPoestmTTAREL I e e oo de Congress's policy choice

concerning the most appropriate means of addressing this issue. See supra pp. A-10 t0 A- 12.
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