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 Dear Counsel:

* This letter responds 10 your peuuon dated December 2, 1999 You request that the FDA revoke

L 'the Regulations Requmng Manufacturers to Assess the Safety and Eﬁ'ectrveneu of New Drugs

 and Biological Products in Pediatric Patients (pediatric rule) (see 63 FR 66631; Dec. 2, 1958).

: % I-'DA derues your peutxon for the reasons set fonh below

1. The pedutm rule does not eonnict wnb pedutnc exdnaivity

 You argue that FDA should revoke the pedmtnc rule beceuse it conﬂxcts wrth the pedratnc

~_ exclusivity program created by section 111 of the Food and Drug Administration Modernization

. Act of 1997 (the Modernization Act)(section

ral Food, Drug, and Cosmetic Act
(the Act) (21Us.C. 355a)). Although pediatric exclusivitv provides s wbstantial incentive for
ngors 10 conduct pediatric studies, the Agency nonecheless believes that the peaiatric
essary 1o provide adequate labeling for the wide range of products that are beingused
__in children without necessary information on pediatric dosing, safety, and effectiveness. Certain
- limitations on the scope and effect of pediatric exclusivity are likely to leave significant gaps in

- . pediatric labeling. For example, because pediatric exclusivity applies only to products that have

e exclusivity or patent protection under the Drug Price Competition and P:

. Term Restoration

. Act and/or the Orphan Drug Act, it provides no incentive to conduct studies on certain categories
- of products moludmg most antxbwucs, bxologxcs and oﬁ'-patem products

In addmon, the volurrtary nature of the pedutnc excluumty meentxve u'hkely fo leave many

drugs, age groups, and mdrcanons unstudied. Given limited 1 resources to conduct pediatric

- - incentiv
~ drugs that

- ;ondmznhat uire studi

stud:es, manufacturers are lxkely 10 conduct pediatric studies on those drugs for which the
nost valuable (i.e., on drugs with the largest sales). This will leave unstudied
greatly needed to treat pediatric patients, but that have smaller markets. For
similar reasons, manufacturers are less likely to seek pedxatn . y
i tes,_mf‘ 1 ry ‘ng chrldr

The youngest pediatric

lusivity by conducting studies



i populanom are more dnffxcult to's
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dy and may require pedxatnc fonnulatxons making pedxatnc -
studies of these groups more expensive, thereby reducing the value of pediatric exclusivity and

~_ making it less likely they will be studied. Thus, where there is a great medical need for data on
L drugs with relauvely smal! markets or for studics on neonates, infants, or young children, it may

‘be necessary to require the collection of such data, rather t.han rely only on incentives to protect

the pubhc health

| Fmally, manufwtums are ehglble for pedmnc exclusmty when they submlt a study toFDA

that is consistent with FDA's written request for such a study, not when they label their products
for pediatric use. The sponsor is not required to obtain approval of labehng which incorporates
pediatric study results, and thus make the information available for the marketed product. '
_Therefore, pedlamc exclusmty, while generating potentxally valuable pediatric study results,
provxdes no guarantee that the studies conducwd wﬂl result in xmproved pediatric labeling that
benefits panents and practmoners ‘

. ; | For these reasons, FDA beheves that there remains an 1mportant need for the ped:atnc mle §

‘despite the pediatric exclusivity provisions of the Modemization Act. FDA has concluded,

~however, that for already-marketed drugs eligible for pediatric exclnswnty, the avaxlab:lxty of

pediatric exclusivity may diminish the need 1o exercise the Agency s authority to require

_ ‘pediatric studies. Under the rule, FDA has the discretion to determine whether to require studies

keted drugs (see 21 CFR 201, 23). 'FDA believes that, in exercising its discretion under
01.23,itis appropnaze to determine whether manufacturers will undertake the needed

“studies voluntarily. FDA is therefore allowing an adequate opportunity for manufacturers
voluntarily to submit studies for already-marketed drugs. PDA has not yet required any pediatric

. _studies 1o be submitted on already-marketed drugs. If there remain marketed drugs for which .

~ “studies are needed and the compelling circumstances described in the rule are met, the Agency

will consider exercising its suthority to require studies. With | respect to marketed drugs and

blologlcs that are not elngxble for pediatric exclusmty, FDA intends to exercise its authority to

require studies in the circumstances described in the regulation. FDA intends to reserve its
authority to requnre studies of marketed drugs and biologics for situstions in which the

. compelling circumstances described in 21 CFR 201.23(b) are present (sec 63 FR 66631 at
- 66633-34). ‘

L “As you correctly note in your petmon. the pedxatnc exclusxvxty provmons of thc Modemxzauon k‘ .
“Act require the Secretary to report to Congress by January 1, 2001, on a number of issues related

to the exclusthy ‘The report must address the eﬁ'ecuveness of the program, the adequacy of the

exclusivity incentive, the economic impact of the exclusivity on taxpayers and consumers, and

any modifications that would be appropnate FDA M to uldudl -in this report its
observations resardmg the program in ensuring

- that drugs of i importance 1o children are studied and adequately labeled for use in pediatric
: populatxom, and to propose certain modxﬁuuons to betta accomphsh that goal.
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2 Although cemm costs are u:ocuted with the pcdutnc rule, FDA believes that the rulc

is neomary to ensure the ufe and :ppropmte use of drup and bnolopcs in clnldreu. -

... You argue that the pedxamc rulo increases the cost of pharmcquCQIs FDA prepared &
* complete economic analysis that describes the estimated costs of complying with the pediatric

rule (see 63 FR 66631 at 66660-67; 62 FR 43900 at 43909-13). Although FDA recognizes that
there will be certain costs assocmed with oomplymg with the pediatric rule, the Agency believes
these costs are neccssary to msure the safe and ; appropmte use of drugs and blOng‘lCS in
children. As discussed in detail in sections $ and 7 of this citizen petition response, the absence
of pediatric labeling mfonnatxon poses sxgmﬁcam risks for ch:ldren (see also 63 FR 66631 at
)0-01), and these risks ¢ carry costs in both economic and human

" The pedutnc exclusivity program/ also carries with it increased costs to taxpayers and consumers

caused by the 6-month delay in entry into the market of lower cost generic drug products. The -
‘nature and extent of these costs w111 be dgscussed in the Secretary's s(report to Congress Despite
‘the fact that dcvclopmg adoquate pedlatnc abe mg’\wxll ou  entail certain costs to
pharmaoeutxcal companies, taxpayers, and the public, it is the Agency's view ‘that providing
pediatric pauents access 1o safe and eﬂ'ecuve drug produots xs 2 compclhng pubhc health goal

8, The pedutnc rule will not result in dehyl in npproval of drugs for use in adult |

o popuhuons

~ You assert 1hat the pedmtno rule will delay the mtroducuon of new drugs and hamper i

phaxmaoeutxcal innovation, in contravention of provisions of the Modermunon Act directed at
accelerating drug approvals. This is not correct. The specific pmvxslons of the Modernization
Act directed at expediting the drug approval process apply equally to the review of dmgs used

~ for the treatment of children. In addition, the podutno rule specifically prowdes that it will not

delay introduction of new drugs reody for approval in adults pending receipt of pediatric studies,

~ but instead will defer requiring receipt of those studies (aee ZI'CFR 314.55(b)). The pediatric
" rule includes provisions for early consultation and meetings on pediatric studies, deferrals, and

weivers, 30 that the conduct of pediatric studies need not delay the approval of drugs for use in
adult populations (21 CFR 312.47; 21 CFR 312.82). Moreover, the implementation process for

~ the pediatric exolusthy program ‘has provided FDA and the pharmaceutical industry with
~ valuable expenence and insight into the type and extent of information needed to adequately
 label drugs for use in children, and the design and conduct of pediatric trials. This experience
- will assist FDA and industry in implementing the pediatric rule. To the extent that conduct of

pediatric studies poses a new challenge to the pharmaceutical industry, ﬂwy have shown through

- their participation in the pedntnc exclusivity prooeu that they have the resources and skill to
- undertake the task in a umely manner.
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| 4 FDAMasthelogal authority o bome the pediatric rule.

~ You argue that FDA's issuance e of the pediatric rule is an illegal assertion of authority. FDA
o dxsagrees The Agency has ample authority to requu'e accurate pediatric labeling on drugs for

use in pediatric patients for approved indications. Sections 502(a), 502(f), and 505(d)(7) of the

~ Act, and 21 CFR 201.5 require products to bear adequate directions for use and prohibit faise or
" misleading labeling. Section 351 of the Public Health Service Act requires biological products

to be safe, pure, and potent. Section 201(n) of the Act defines as misleading labeling that fails to
reveal material facts related to consequences of the customary or usual use of a drug. Sections

S 201(p), 301(3) and (d) (21 US.C. 321(p), and 331(a) and (d)), and 505(&) of the Act subject &

drug, as defined in section 201(3) of the Act, to enforcement action if it is not generally

- recognized as safe and effective or ‘approved for the conditions puscnbed recommended, or
- suggested in the labeling. Section 502(j) of the Act prohxbnts the marketing of drugs that are

dangerous to health when used in the manner suggested in their lnbehng Sections 505(i) and
505(k) of the Act authorize FDA to impose conditions on the i mvesngatxon of new drugs,

- including conditions related to the ethics of an mvestxgatxon, and to require postmarketing

reports. Section 701(a) of the Act authorizes FDA to issue regulations for the efficient

- enforcement of the Act. Consonant with the Supreme Court's determination that the languege of
- the Act should not be«‘read restrictively, but in 2 manner consistent with the Act's purpose of

protecting the public ation issued under section 701(a) of the Act will be sustained

- s0long as it is reasonably related to the purposes of the Act (United Siates v. Nova Scotia Food
o Products Corp., 568 F. Zd 240 246 (an Cir. 1977)) )

- This mle is not the Agency's ﬁrst asaemon of legal authonty to requxre pedlatnc studles FDA

notes that it previously stated this | position in 1994, in the context of seeking submission of data

- adequate for pediatric labelxng from publuhed studles (see S9FR 64240 at 64243)
: FDA has authomy under section 302 of the Act and under the Publ:c H’ealth Service Act to seek

an injunction requiring studies of certain marketed drugs on the grounds that the absence of

pediatric safety and effectiveness information in the Iabelmg renders the product misbranded or
- an unapproved new drug. The Act also authorizes seizures of misbranded or unapproved drugs

under gection 304. Misbranding drugs and introducing 'unapproved new drugs into interstate
commerce are proh:bned acts under sections 301(a), (d), and (k) of the Act. I-'DA 1ssued the

- pediatric rule under authority derived ﬁ-om all of these provisions of the Act.

. FDA also believes that the reference in section 505A of the Act and its legislative history to
~ pediatric studm reqmred by FDA demonstrms that Conmss agrees the Agency has the
~ authority to require pediatric studies. This provision was enacted after FDA proposed the
pediatric rule, and Congress could easily have asserted at the time that the pediatric exclusivity

S process was the only acceptable mechanism whereby FDA could obtain pediatric study data. It
~ did not.




pediatric data, both dunng the drug development pro
’Reglster of Dece: 1994 »
__requiring manufacturers of marketed drugs to survey
. dsta were sufficient to support eddxhomlped:muumfmmnmthe dmx‘s hbelmg Under
" “the 1994 rule, if a manufacturer d i

~ FDA eeekmg approval of the l
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For these reasons ‘and because of the factual basis on which the mle is pre:msed FDA has legal

“authority to reqmrc studxes on thc use of drugs to treat ‘approved mdlcwons in pediatric patxents

5 The pedutnc rule dou not represeut an unnecunry mtnmon mto manufacturers |

decmonal prerogatwes concermng mtended purchuers

"\P’ou argue that the pedlatnc ‘rule represents an unnecessary xntrusxooihto“r‘ranuf’aomrersd |
decisional prerogatives concerning intended purchasers. FDA disagrees. As dxscussed in detail

~_below, FDA may consider the actual uses of the drug of which the manufacturer has, or should
have, nouce. even 1t'those'uge ‘are not promoted by the manufacturer (section 201. 128) Furthcr
__the pedistric rule is necessary because the absence of pediatric labeling information poses ‘
~ significant risks for children. Inadequate dosing information exposes pediatric pauems o
- potentially ineffective doses, potential overdosing, and the risk of adverse reactions that could be
- avoided with an appropriate pedlatnc dose. The lack of pediatric safety information in product -~

labeling exposes pediatric patients to the risk of age-spec:fxc adverse reactions that arenot
‘expected in adults. The absence of pediatric testing and Iabelmg may also exposc ‘pediatric

. patients to ineffective treatment through underdosmg, or ‘may deny pediatric patients thmpwuc o
- advances because physicians choose to prescribe existing, less effective medications in the face

of insufficient pediatric information about a new medication. If younger pedutnc populatxons

. .cannot take the adult formulation, failure to develop a pedistric formulation of s drug or
e b:ologxcal product may ‘also deny pedxatnc patxents access to important new therapxes or mey

require pediatric patients to take the drug in extemporaneous formulations that may be poorly or

.inconsistently bioavailable. FDA believes that pediatric patients should receive the same
- standard of care based upon adequate safety and effectiveness information for pharmaoeuucals as
“adult patients treated with the same drugs for the same labeled indications. This requires
- developmg pedxatnc use mformat:on and labelmg products appropnately

6. Sponsors bave not submitted ldequlte pedutnc labeling mformahon under FDA'
voluuury programs.

- FDA used a number of eltemmve approaches to obwn pedxatnc lcbelmg before it issued the

pediatric rule requiring pediatric studies. These methods proved inadequate. FDA's Center for
Drug Evaluation and Research and Center for Biologics Evaluation and Research implemented &
"Pediatric Plan® designed to focus attention on, courage voluntary development of,
and after marketing. In the Federal

ber 13, 1994 (59 FR 64240) (the

rines that existing data permit modification of the label's
facturer must submit a supplemental new drug application to
beling change A!though t.he prelmble to the 1994 rule

pediatric use information, the
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- * . drugs counted as having pediatric labeling may no ;
.. the drug was potentially useful. ‘ITn 1997, 39 NMEs were approved. Twenty-seven had potential

~and dosing information), and studies that resulted i -
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recognizes FDA's authority to require drug and biological product mamsfacturers to conduct

- pediatric studies on a case-by-case basis, the rule did not impose a general requirement that

manufacturers carry out studies when existing information is not sufficient to support pediatric

- use information. Instead, if there was insufficient information to support a pediatric indication or

pediatric use statement, the rule required the manufacturer to include in the product's labeling the
statement: "Safety and effectiveness in pediatric patients have not been established.”

© The response to the 1994 rule has not substantially addressed the lack of sdequate pediatric use

gy Gt

information for marketed drugs and biological products. Pediatric Iabeling supplements were

 submitted for approximately 430 drugs and biologics, a small fraction of the thousands of

- prescription drug and biological ‘products on the market. Of the supplements submitted,
 spproximately 75 percent did not significantly improve pediatric use information. Over half of
~ the total supplements submitted simply requested the addition of the statement "Safety angd

 effectiveness in pediatric patients have not been established. " Others requested minor wording

changes or submitted disorganized, unanalyzed collections of possibly relevant dats The

- Agency has projected that, if approved, approximately 15 percent (about 65) of the supplements

~ submitted in response to the 1994 rule would provide adequate pediatric information for relevant

pediatric age groups, and another 8 percent (approximately 35) would provide adequate pediatric
information for some but not all relevant age groups.

The absence of adequate pediatric use information s & problem for new drug and biological

- products as well as for marketed products. In developing the pediatric rule, the Agency relied
- upon data from 1988 through the 1990s that showed that the percentage of new products entering

the marketplace with adequate pedistric safety and effectiveness information has not increased in

© the last decade. For example, FDA compared the number of new molecular entities (NMEs)

approved in 1991 and 1996 with potential usefulness in pediatric
adequacy of pediatric labeling for those drugs. Fifty-six percent (

nts and Jooked at the

» Oy 37 percent (15/40) of the NMEs with potential usefulness in pediatric
patients had some pediatric labeling at the time of approval. For both 1991 and 1996, those

g may not have been studied in all age groups in which

usefulness in pediatric patients, and 33 percent of these (9/27) had some pediatric labeling at the
time of approval. These figures reflect both studies that resulted in positive labeling (i.e., safety
 information), and studies that result g5 against pediatric use, They do not
reflect studies that failed to provide any useful information sbout pediatric use or studies that
were completed but the sponsor failed to seek s change in its pediatric use labeling. |

Moreover, even commitments by specific sponsars 1o conduct postapproval pedistric studies on

~ anadditional 7 of the 1991 drugs and 17 of the 1996 drugs promised to conduct pediatric studies

after approval. Between 1991 and 1996, there were 71 phase 4 studies promised for products
ed in children. As of 1997, only 11 of the 71 studies had been completed.

| ; ! ling for those drugs. Fif nt (9/17) of the NMES approved in
1991 with potential usefulness in pediatric patients had some pediatric labeling st the time of
- approval. In 1996, only 37 percent (15/40) of the NMEs v
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~ Postapproval studies were requesied or promised for an additional six of the drugs approved in

1997. 1t is uncertain how many of the commitments made for postapproval studies of the 1997

drugs wxll result in ped:atne labelmg (Exhxbxt 1)

These data mdxcate that voluntary efforts had not, by 1997 substmtlally mcreased the nurnber of ‘
products emenng the marketplace with adequate pediatric labeling. FDA therefore concluded

~'that certain requirements were necessary to ensure the safety and effectiveness of drug and
~ biological products for pediatric patients, and therefore proposed and finalized the pediatric rule.

i 7 FDA hu the euthonty to requxre a drug or bxolopc to be ltudxed for use in the -

populetnon! for wluch lt is reuonebly expected to be ueed for the lpproved mdrcabou

| \FDA has the authomy to reqmre 2 drug or blologlc 0 be studxed ina populauon that is cxpected o

to use the product for the claimed indication. As is expressly stated in the preambles to both the.

- proposed and the final rule, the rule requires the assessment of safety and effectiveness for
~ pediatric patients only for the indication for which the sponsor cither seeks, or has already
- obtained, approval 1t does not require the manufacturer to study the drug for other unapproved
: mdxcatrons, even if the drug may be widely used for those indications. Contrary to the assertion

in your petition, the rule does not interfere with a physician's ability to prescribe drugs and
biological products for use by pedxatne patients for unapproved mdxcetxons (62 FR at 43503, 63

- FRat66634).

ncy has repeaedly stated that an apphcanon for markeung approvnl should contain data
onable sample of the pwents likely 10 be given the product once it is marketed (59 FR

| '64240 at 64243; S8 FR 39406 at 39409). The Agency has also prewously asserted its authority
__to require studies in pediatric patients and in other subpopulations for both not-yet-approved

products and marketed producu In the preamble to the 1994 mIe, I-'DA made the following
statement:

If FDA concludes that 8 parmular drug is wxdely used, represents 8 safety hazard
©oris therapeutxcally important in the pediatric populations, and the drug sponsor ‘
~ has not submitted any pediatric use information, then the Agency may require that
' ‘the sponsor develop andlor subxmt pedxatne use mformanon

IfFDA has made a specific request for the subrmssnon of pedumc use
information because of expected or identified pediatric use, and the sponsor fails
to provide such xnformmon, the agency may consider the product to be a
misbranded drug under section 502 of the ect, of a falsely labeled biological
“product under section 351 of the PHS Act, 23 an umpproved new drug or
unlicensed bxologlcal product. (See 21 U.S.C. 355 and 42 U.S.C. 262.)

(oTR 54240 st 64245; soe st serf-f;’ 9408 8 39409).
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_consider both the uses for which it is ex]
ccommonly used (section 201.5). FDA may also consider the actual uses of the drug of which the

o manufacturer
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Tlxe Act a.nd 1mplemenung regulamnsy‘requxre drugs"'to be adequately labeled for t.hezr mtended
uses (see section 502(f) of the Act and 21 CFR 201.5). The "intended uses” encompass more

than the uses explicitly included in the manufacturer’s proposed labeling (see 21 CFR 201.128).
In deterrmnmg the intended uses of a drug for which it must be adequately labeled, FDA may
expressly labeled and those for which the drugis

manufacturer has, or should have, notice, even if those uses are not promoted by the
manufscturer (section 201. 128) Section ZOl(n) of the Act defines labeling as misleading if i it
fails to include material facts about the consequences of "use of the [drug] * * * under such
conditions of use as are customary or usual.” Section 505(d) of the Act authorizes FDA to
require evidence establlshmg the safety and effectiveness of uses "suggested" bythe

s labeling as well as tbose expressly recommended i in the labeling of a new dmg

Y
of, and adequaxely Tabel its product,for useina wbpopulwon for wlueh the product is not
Sy labeled 1f that use is common or is mggested in the labelmg

‘There is extensive evidence that drugs and biologics indicated for dxseeses that aﬂ’ect both adults

" and pedistric patlents are mutmely used in pedutnc patients despite the absence of pediatric

labeling, and even in the face of disclaimers stating that safety and effectiveness have not been
established in pediatric patients. FDA may therofore consider pediatric use to be "customary or
usual” or "commonly used" where the drug is indicated for a disease or condition that affects

- both adults and children, and the drug is not contraindicated in pediatric patients. FDA mayalso
__consider pediatric use to be "suggested” in a drug's labeling even where such use is not expressly

recommended or is even disclaimed. The medxcal community 3enerally expects ‘that drugs and
biological products will behave similarly in demograph:c subgroups, including age and gender
subgroups, even though there may be variations among the subgroups, based on, for example,

differences in pharmacokinetics. Thus, where a drug or blologxcal product is indicated fora

disease equally affecting men, women, and children, and is not contrundxeaged in women or
pediatric patients, the product is likely to be widely prescribed for all three subgroups, even if
studied only in, or labeled only for men. '

Pedmncuns oﬁen have no choxce but to use these products in pedmnc patients. A dmg product
 that pmv;des a meamngﬁ;l theupeutxc beneﬁt, enher because it represents a significant
‘improvement in therapy or because it is @ necessary therapeuuc option, can reasonably be

expected to be routinely used in the treatment of pediatric patients. Under the rule, the decision
that a product will prowde '3 meogungﬁ:l therapeutic benefit or will be used in a substantial
number of pediatric pat:ents is made on a case-by-case basis, depending upon such factors as the
number of pediatric patients affected by the disease for which the product is indicated, the

o availability and adequacy of other therapeutic options to treat pediatric patients for the disease,

' and whether sumlar products (e.g., products in the same drug class) have been mdely used in
pedxamc pwenu . , ‘




- Inresponse to recommendations from the }
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Finally, FDA emphasxzes that thxs mle apphes only 1f a product is expected to have clmxcally

“significant use in pediatric populanons for the indications already claimed by the mmufacmrer

The record before the Agency documents wldespread evxdence of actusl use of 1 ‘many products in

~ the pediatric populatxon for indications labeled for adults.” This record supports FDA's
~ conclusion that it has autherity to requxre pedxatnc studies of dmgs and biologics that have or are
~_expected to have chmcally sxgmﬁcam usc among pediatric panems for the claimed indications.
- The Agency emphasizes again that the pediatric rule does not require studies of the pediatric use
“of drugs for indications for which the drug product is not labeled or seekmg approval

8 FDA is utxvely lddmsm; etlucal issues mvolvm; pedutnc dunul trul:, tbue isswes

~generally will be the same for studies conducted pursuant to the pediatric rule and for
studxu earmng pedutm: exdusmty

Your petmon usens that the pedlatnc rule rmes pmwulu ctlnca! problems related to the

~ conduct of pediatric studies because it requires certain pedmnc information. You further asscrt’ |
~ that the Modemnization Act's pednatnc exclusivity program minimizes these ethical issues. The

Agency dlsagrees First, there is no doubt tht.t ;t whatever stage in drug development pedxatnc

 intense dmwssxon md concern at the Agency, end nmong other expens in medxcme and ethics
~ (see, eg., Pediatric Advxsory Subcommnttee of the Anti-Infective Drugs
~ Meetings, Nov. 15-16, 1999 (dxscussmg assent, consent, ben

isory Commmee |
studies in healthy children,
‘compensation, and risk); and Sept. 11, 2000 (discussing placebo controlled tnals)) Second,

‘although the presumption in the pediatric rule is that drugs will be required to have adequate
- pediatric labeling, the Agency will not require studies that violate ethical standards. Throughout
- the preamble to the rule, and embodied in the regulations themselves, are concerns that pedxamc

studies of drugs be conducted at the apptopmte stage of drug development. The provisions for

e 'deferral and waiver of pediatric studies are intended to ensure that drugs are studied, if at all, at
~ the stage of drug development that best balances the potential benefit to the pediatric population

agamst concerns regarding the safety and effectiveness of the drug. The Agency will consider
the seriousness of the disease or condition the drug is intended to treat, the available alternative

' treatments, and the data available on the safe and effective use of | the drug in adults. In some

cases it may be appropriate to begm pedutnc trials before the drug is approved in adults; in other

. cases pediatric trials may not be appmpnate until the dmg is approved for use in adults and
' “additional data on safety and effectiveness is available. Such decisions will be ma

by-case basis during the meeting process described at 21 CFR” Jeferral anc
waiver decisions will be made based on the considerations ducrﬂ:ed in 2] CFR 314.55. Please
refer to the Agency’s responses to comments on dgferred studles, wnvers, and ethncal h

part 46 subparnt D, g Wot}wmmnmkwutowndw:wgwdmm
regulations (see sections 1003 and 2701 of the Childree’ 3 Health Act of 2000, Public Law 106-310 (Oet. 17, 2000)).

er I Committee, FDAhdalmdy
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consxderauons in thc fmal rule for addmomj mformanon on tlus wsue (see 63 I-'R at 66642-48
L 66654—55) . o o
_ Finally, the Modernization Act provxdes pedzatnc excluszvxty for studm not Just on already
approved and marketed drugs, but also on unapproved drugs, for which safety and effectiveness
" in adults has not yet been established (secuon 505A(u) of the Act). When the Agency develops a
.~ written request for studies under that section, it considers the same ethical issues that arise in
i applymg thc pcdxatnc study requxrements of the rule .

9, Thei lssue of how the pedutnc n:le apphes to sunubxhty petmom iss small p-n of the
pedlatnc rule and i is under sepante consudentlon

o Fmally, you requcsted that ?D’ col i ﬁy“'pemmn submmed by ledmg
. Pharsmaceutical {Docket No. 99P-; 252) with your peutxon FDA responded to Faulding's
- petition on Apnl 18, 2000 (Exhlbn 2). FDA notes that the issue of how the pediatric rule apphes '
~ - to suitability petmons is under further Agency consideration as FDA works to reply to the citizen
petition submitted in Docket No. 99P-4612. That peutxon requests that FDA continue to review
-and approve suitability petitions seeking a change in strength, dosage form, active ingredient, or
~ route of sdministration, without applying the regulatory requirement that apphcauons for
‘changes in dosage form, active mgredxent or route of administration contain a pediatric
assessment (see 21 CFR 314.55). FDA is ‘working to resolve the complex issues associated with
~ this petition request. However, even if FDA were to determine that the pediatric rule should not
apply to suitability petmon;, FDA would not mvahdm the entire pedutnc rule

: For the foregomg reasons your pemxon 13 demed

Smcerely yours,

G WllllamK Hubbard

-ommissioner for Policy,

~ TOTAL P.11



