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‘Dockets Management Branch

Food and Drug Administration
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12420 Parklawn Dnve T

T Rockville, MD 20857

N The undersrgned on behalf of the Amencan Assocxatlon of Phy51c1ans and Surgeons the

: C ompetmve Enterpnse Institute, and Con smits this petmon under sections 201(n) -

and (p) 301(a) and (d), 502(a), (), and (), 505(a), (d)(7), (1), and (k)‘ and 701(a) ofthe Federal

Food, Drug, and Cosmetic Act and section 351 of the Public Health Servrce Act to request the

Commissioner of Food and Drugs to revoke FDA's regul' ons ¢ concermng pedlatnc testing of
“drugs, as published at 63 Fed. Reg 66,632 (1998) and to refrain from takmg any form of

L 1dm1mstrauve actlon pursuant to those rules

dAA_c_tmn.rs;qn_e.st.ed

The Commrssroner should 1mmedxately revoke the followmg provrstons of Title 21 of the :
- Code of Federal Regulauons

(@A manufacmrer of a a marketed drug product mcludmg a blologrcal drug
. product, that is used in a substantlal number of pedratnc patients, or that provides

a meamngful therapeuttc benefit over exrstmg treatments for pedlatnc patients, as’

. _;‘;Wdeﬁned in Secs. 314. 55(c)(5) and 601 27(c)(5) of thJS chapter, but whose label

' pediatric populauons for the approved mdrcatrons may be requxred to submit an
_ application contammg data adequate to assess whether the drug product is safe
_and effective in pedratrtc populauons The apphcatron may be requrred to contam
. adequate evidence to support dosage and administration i in some or all pediatric
o (subpopulauons mcludmg neonates, infants ( nts, depending
- upon the known or appropriate use of the drug product in such subpopulations.
The apphcant may also be required to develop a pedratnc formulatmn for a drug.
product that represents a meamngful therapeutrc beneﬁt over exnstmg theraptes for
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~ committee meeting, require a man

| pedramc populatrons for whom a pedratnc formulation is necessary, unless the.
g manufacturer demonstrates that reasonable attempts to produce a pediatric
formulatron have farled

(b) The Food and Drug Admlmstranon (FDA) may by order in the form of a

- letter, after notrfymg the manufacturer of its intent to require an assessment of
pedratnc safety and effectiveness of a pedratnc formulation, and after offering an

opportunity for a written response and a meetmg, whrch may include an advisory
an application containing
the mformatron or request for approval ofa pedratnc formulation described in
paraoraph (a) of this section thhm a trme specxﬁed in the order, if FDA finds
that:

(1) The drug product is used in a substantial number of pedtatnc pattents for the

+ labeled indications and the absence of adequate labelmg could pose srgmﬁcant
risks to pedlatnc patients; or

(2) There is reason to believe that the drug product would represent a

\ meamngful therapeutic benefit over exrstmg treatments for pedxatnc patrents for
_oneor more of the claimed mdlcanons, and the absence of adequate labehng ‘

could- pose srgmﬁcant risks to pediatric | panents
(eM1Y An annlicant may request a full waiver of the requxrements of paragraph

- (w) of this section if the applicant certifies that:

(1) Necessary studies are 1mpossrble or hrghly impractical because, e. g the

3 _number of such patients is so small or geographxcally dispersed, or

(ii) There is evidence strongly suggestrng that the product would be ineffective
or unsafe in all pediatric age groups.
(2) An applrcant may request a partial waiver of the requlrements of paragraph

~(a) of this sectlon with respect to a specified pedlatrlc age group, if the applicant

certlﬁes that ,
(1) The product:
_(A) Does not represent a meanmgful therapeutrc beneﬁt over exrstrng therapres

, for pedratnc patients in that age group, and

(B) Is not likely to be used in a substantial number of patients in that age group,

‘and

(C) The absence of adequate labehng could not pose significant risks to

rpedratnc patients; or

(i) Necessary studies are 1mpossrble or highly 1mpract1ca1 because, e.g., the

- number of patients in that age group is so ‘small or geographrcally dispersed, or

(iii) There is evidence strongly suggestxng that the product would be ineffective

- or unsafe in that age group, or

(iv) The applicant can demonstrate that reasonable attempts to produce a

- pediatric formulation necessary for that 2 age group ‘have farled

(3) FDA shall grant a full or partial waiver, as appropnate if the agency ﬁnds
that there isa reasonable basrs on whrch to conclude that one or more of the
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urounds for walver spemﬁed in paragraphs (c)(7) or (c)(3) of th‘lS section have
been met. Ifa waiveris 0ramed on the ground that it is not possible to develop 3
pediatric formulation, the waiver will cover only those pediatric age groups
requiring that formulation. If a waiver is granted because there I ewdence that
the product would be meffectwe or unsafe i in pediatric populatxons this
information will be included in the product’s labeling.
(d) If a manufact.xrer fails to submit a supplemental application containing the
mformatlon or request for approval ofa pedramc formulation described in
" paragraph (a) of this section within the time specified by FDA, the drug product
may be con51dered mlsbranded or an unapproved new drug or unhcensed blOlOglC.

' PART 312 - INVESTIGATIONAL NEW DRUG N hres o
-&x;ulzllﬁngmmmumdﬂnmm.

(a) * ** i i

(10) * * *

i (iii) Pediatric studies. Plans for assessmg pedratnc safety and effectxveness
"‘f*****"“ e : ~

Sec. 312.47 Meetings.
* ok ok , e
(b) * ER.
_ (1) End-of-Phase 2 meetmgs (H Purpose ‘The purpose of an end-of-phase 2
meeting is to determine the safety of proceeding to Phase 3, to evaluate the Phase
3 plan and protocols and the adequacy of current studies and plans to assess
o ‘pedxa i s_afety and effecnveness and to 1dent1fy any addmonal mformatlon
. neces ary to suppon a marketmg apphcatlon for the uses under investigation.
% % %k sk *
(i) Advance mformatron At least 1 month in advanc: of an end-of-Phase?2
L meetmg, the sponsor should submit background information on the sponsor’s plan
~ for Phase 3, 1nclud1ng summanes 0 : Phase 1 and 2 mvesngauons, the specific
- protocols for Phase 3 chmcal studxes plans for any addmonal nonclinical studies,
~ plans for pediatric studies, 1nclud1ng a time line for protocol ﬁnahzatlon
k enrollment completxon and data analysis, or mformanon to support any planned
" request for waiver or deferral of pediatric studies, and, if available, tentative
f Iabelmg for the drug xex
(v) Conduct of meeting. * * * The adequacy of the techmcal 1nformat10n to
" “support Phase 3 studies and/or a marketing appllcauon may also be discussed.
FDA wiil also provide its best judgment, at that time, of the pediatric studies that
will be required for the drug product and whethe their submissionwill be
‘deferred until after approval *k o
) “Pre "NDA" and “pre- BLA” meetmgs o a The pnmary purpose of thxs
kmd of exchange is to uncover any maJor unresolved problems, to 1dent1fy those

i At & R S e A et B 2 Ut PN
% ,@3 : g
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studres that the sponsor is relymg on as adequate and well-controlled to establlsh

 the dnug’ s effectweness. to identify the status of ongoing or needed studies
) adequate to assess pedramc safety and effectxveness ,to acquaint FDA reviewers
. wnh the general mformatxort to be submltted in the marketmg application
= mg techntcal mformanon) to drscuss appropnate methods for statistical
analvsxsot‘ the data, ‘and to discuss the best approach to the presentation and
e tormattmg of data in the marketmg apphcanon * * %

To permit FDA to prowde the sponsor with the most useful advice on preparing a

marketmg applrcatton the sponsor should submit to FDA's reviewing division at

least | month in advance of the meetmg the followmg mformatton
: "* FY % * * ;

(iii) Informatron on the status of needed or ongomg pedratrxc studtes

BEEEE 5 D
- See, 312 82 Early consultation.
. o o

(a) Pre—mvestrganonal new drug (IND) meetmgs *** The meetmg may also
provide an opportumty for dlscussmg the scope and deSIgn of phase 1 testing,
. plans for studying the drug product in pediatric populatlons and the best approach
- for presentation and formattmg of data in the IND,
' (b) End-of~phase I meetmgs * * * The primary purpose of this meetmg is to
~ review and reach agreement on the des:gn of phase 2 controlled clinical trials,
~with the goal that such testing will be adequate to provide sufficient data on the
drug’s safety and effectweness to support a decision on its approvability for
e marketmg, and to dxscuss the need for, as well as the design and timing of,
. _studie of the drug in pedtatnc patients. For drugs for life-threatening diseases,
FDA wrll provide its best judgment, at that time, whether pediatric studies will be
requtred and whether therr subrmssmn W1II be ‘deferred untﬂ after approval * % ok

PART 314 : ’APPLICATIO s

,***** PR A S ace

(d) PR
N Pedxatnc use section. A sectlon descnbmg the mvesnganon of the drug for
use in pedtatnc po bulations, mcludmg an integrated summary of the information
~ (the clinical phannacology studtes controlled clinical studies, or uncontrolled
- clinical studtes or other data or information) that is relevant to the safety and
. effectiveness and beneﬁts and nsks of the drug in pediatric populatrons for the
claimed indications, a reference to the full descriptions of such studies prowded
o ‘under paragraphs (d)(3) and (d)(S) of thlS sectmn and mformatxon ‘required to be
'subrmtted under Sec 314. 55
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(a) Requxred assessmient. Except as prowded in paragraphs (b), (), and (d) of
this sectxon each appltcatton for a new active ingredient, new indication, new
dosage form, new dosmg regimen, or new route of administration shall contain
data that are adequate 1o assess the safety and effectiveness of the drug product for

. the claxmed indications in all relevant pediatric subpopulations, and to support
' each pediatric subpopulation for which the drug is -
. Where the course of the disease and the effects of the drug are
sufﬁmently srmrlar in adults and pediatric patients, F DA may conclude that
pechatrxc effectiveness can be extrapolated from adequate and well-controlled
 studies in adults usually supplemented with other information obtained in
pedramc patients, such as pharmacokinetic studies. Studies may not be needed in
- each pedlatnc age group, if data from one age group can be extrapolated to
_another. Assessments of safety and effectiveness required under this section for a
. drug product that represents a meanir gful therapeutic benefit over existing
e s for pediatric patients must be carried out using appropriate
- fonn'ulatrons for each age group(s) for which the assessment is required.
(b) Deferred submrssmn 1) FDA may, on its own initiative or at the request
of an apphcant defer submrssron of some or all asses ments of safety and
“effectiveness described in paragraph (a) of this section until after approval of the
- drug product for use in adults. Deferral may be granted if, among other reasons,
_the drug is ready for approval in adults before studies in pediatric patients are
o complete, or pediatric studies should be delayed until additional safety or
) keffecuveness data have been collected. If an applicant requests deferred
* submission, the request must prowde a certlﬁcatxon from the applicant of the
grounds for delaying pedlatnc studles, a description of the planned or ongoing
. studies, and evidence that the studies are being or will be conducted with due
diligence and at the earliest possible time.
(2) IFFDA determmes that there is an adequate Justlﬁcatlon for temporanly
L ,delaymg the submission of assessments of pediatric safety and effectiveness, the
. ,drug product may be approved for use in adults subject to the requirement that the
\apphcant submxt the required assessments within a specxﬁed time.
(c) Warvers (1) General. FDA may grant a full or partial waiver of the
e requlrements of paragraph (a) of this section’ on its own initiative or at the request
" of an applicant. A request for a waiver must provide an adequate justification.
. (2)Full waiver. An applrcant may request a waiver of the requirements of
'paragraph (a) of this section if the apphcant certifies that:
(i) The drug product does not represent a meaningful therapeutlc benefit over
. existing treatments for pedlatnc patients and is not likely to be used in a
" substantial number of pediatric patients;
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(u) \Iecessarv studtes are 1mp0551ble or hlghly 1mpract1cal because e.g., the
. number of such patxents is so small or geographically dispersed; or
_(iii) There is evrdence strongly suggesting that the drug product would be
i metfectlve or‘unsafe m all pedlatnc age groups.

3) Pamal waiver. An apphcant may request a waiver of the requirements of
paragraph (a) of this section with respect to a specified pediatric age oroup, if the
applicant cemﬁes that: -

S )] The drug product does not represent a meanmgful therapeutxc beneﬁt over
\ exxstmg treatments for pedtatnc pattents in that age group, and is not likely to be
used in a substantra] number of patients in that age group;
) Necessary studtes are 1mpossrble or hig hly impractical because, e.g., the
' number of patients in that age group is so small or geographically dispersed;
S (i) There 18 evxdence strongly suggesting that the drug product would be
. ineffective or unsafe in that age group;or
o (v) The applicant can demonstrate that reasonable attempts to produce a
: pedtatnc formulanon necessary for that age group have failed.
~ (4) FDA action on waiver. FDA shall grant a full or partial waiver, as
appropnate ifthe. agency finds that there 1s a reasonable basis on which to
conclude that one or more of the grounds for ‘waiver specrﬁed in paragraphs (c)(2)

“or (c)(3) of this section have been met. Ifa waiver is granted on the ground that it
is not possrble to develop a pedtatnc forrnulatlon. the waiver will cover only those

: pedtatnc age groups requiring that formulatron If a waiver is granted because

- there is evidence that the product would be meffecnve or unsafe in pedratnc
populatlons thrs mformatron wdl be mcluded in the product’s labehng

o and Sec 201 23 of this chapter a drug will be consrdered to offer a meamngful
therapeunc benefit over existing therapies if FDA estimates that:

T ()8 approved the drug would represent a srgmﬁcant improvement in the
- treatment diagnosis, or prevennon of a disease, compared to marketed products
: adequately labeled for that use in the relevant pediatric population. Examples of
~ how 1mprovement mlght be demonstrated include, for example, evidence of
i mecreaSed effectiveness in treatment, prevention, or diagnosis of disease,
k -‘ehmmatton or substantial reduction of a treatment-limiting drug reaction,
;docu ed enhancement of compliance, or evide; ce of safety and effectiveness
. inane subpopu lation; or
(i) The drug isin a class of drugs or for an mdxcatxon for Wthh there isa need
- ~~-_\;for additional therapeutic options. ,

" (d) Exemption for orphan drugs This sectron does not apply to any drug for an
indication or indications for whxch orphan desr gnatxon has been granted under part
,316 subpart C of thls" chapter
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’41 ther postmarketing reports.
* ok Kk N ok )

(b)**"“ =
() ek

(i) Summary A brief summary of mgmﬁcant new mformatlon from the previous

vear that mi ght affect the safety, effectxveness or labeling of the drug product.
The report is also required to contain a bnef descnptlon of actions the applicant

_has taken or intends to take as a result of this new information. for example,

submit a labehng supplement add a warning to the labeling, or initiate a new
study. The summary shall bneﬂy state whether labehng supplements for pediatric
use have been submitted and whether new studies in the pediatric population to
support appropriate labeling for the pediatric population have been initiated.
Where possible, an estimate of patient exposure to the drug product, with special

. . reference to the pediatric populatlon (neonates, infants, children, and adolescents)
_shall be prowded including dosage form. * * * *»

(Vl) * %%
(c) Analysis of available safety and efﬁcacy data in the pedxatnc populanon and

'changes proposed in the labeling based on this information. An assessment of
© data needed o ensure appropnate labeling for the pediatric population shall be
included.

(vii) Status reports A statement on the cun'ent status of any postmarketmg

- studies perfonned by, or on behalf of, the apphcant The statement shall include

whether postmarketmg chmcal studxes in pediatric populations were required or
agreed to, and if so, the status of these studles, e.g., to be initiated, ongoing (with
projected completlon date), completed (including date), ~completed and results
submltted to the NDA (mcludmg date). To facxhtate communications between

" FDA and the apphcant, the report may, at the applicant’s discretion, also contain 4
list of any open regulatory business with F DA concerning the drug product
‘ subJect to the apphcatxon Ak ko :

~ PART 601 - LICENSING

(a Requxred assessment. Except as prov1ded In paragraphs (b), (c), and (d) of
this section, each apphcatlon for a new active ingredient, new indication, new
dosage form new dosing regxmen or new route of administration shall contain
data that are adequate to assess the safety and effectxveness of the product for the

- claimed indications in all relevant pediatric subpopulatxons and to support dosing

and administration for each pedlatnc subpopulation for which the product is safe
and effectlve Where the course of the dlsease and the effects of the product are

-+ similar in ac Hlts; and pedtatnc patlents FDA may conclude that pediatric
' - effectiv ess can be extrapolated from adequate and well-controlled effectiveness
studxes m

Its, usually supplemer

ith

information in pediatric
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patients, such as pharmacokmettc studies. In addmon studxes may not be needed

in each pediatric age group, if data from one age group can be extrapolated to

another Assessments required under this section for a product that represents a

- meanmuful therapeunc beneﬁt over existing treatments must be carried out using
- appropnate tormulattons for the age group(s) for which the assessment is

requtred
(b) Deferred submtssron (1) FDA may. on its own initiative or at the request

- of an applicant, defer submission of some or all assessments of safety and

e effecmeness described in paragraph (a) of this section until after licensing of the
- product for use in adults. Deferral may be granted if. among other reasons. the

_ product is ready for approval in adults before studtes in pediatric patients are

- “complete,

 effectiveness data have b

pediatric studtes should be delayed until additional safety or
lected. If an applicant requests deferred
t provide an adequate justification for delaying

the request

| wpedtatnc studtes a description of the planned or ongoing studies, and evidence
- that the studtes are being or wrll be conducted with due diligence and at the
‘ earltest possrble time.

(2) IFFDA determines that there is an adequate Justtﬁcatton for temporanly

delaymg the submtssron of assessments of pediatric safety and effectiveness, the
~ product may be hcensed for use in adults subject to the requirement that the
~applicant submit the requtred assessments within a specified time.

(c) Watvers — (1) General. FDA may grant a full or partial waiver of the

- requirements of paragraph (a) of this section on its own initiative or at the request

of an apphcant A . request for a waiver must provide an adequate justification.
(2) Full waiver. An apphcant may request a waiver of the requirements of

"paragraph (a) of this section if the apphcant certifies that:

(i) The product does not represent a meaningful therapeutic benefit over

SR ex1stmg therapies for pediatric patients and is not likely to be used in a substantial
] i’number of pediatric patients;

(ii) Necessary studies are impossible or highly tmpracncal because e.g., the

' 'numb‘erof;suc‘h patients is so small or geographically dispersed; or

(iii) There is evidence strongly suggesting that the product would be ineffective

or unsafe in all pedtatnc age groups.

) Partlal waiver. An applicant may request a waiver of the requirements of

. paragraph (a) of this sectxon with respect to a specified pediatric age group, if the

apphcant certtﬁes that N
(1) The product does not represent a meamngful therapeuttc beneﬁt over

4 existing therapies for pedxatnc patients in that age group, and is not hkely to be

used ina substanttal number of patients in that age group;
(u) Ne ary studies are 1mpossxble or highly impractical because, €. g the

number of patients in that age group is so small or geographlcally dispersed;
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(m) There 1s ewdence stronoly su eSting that the product would be ineffective
“ or unsafe m that ace uroup or B ‘
(i) The apphcant can demonstrate that reasonable attempts to produce a
- pediatric formulati nxnece sary for that ‘age group have failed.
‘ (4) F DA action on ivarver FDA shall grant a full or partial waiver. as
: approprtate if the aoency finds that there is a reasonab le basis on which to
L conclude that one or more of the grounds for waiver specified in paragraphs (c)(2)
e or ( c)(3) of thxs sectron have been met. If a waiver is granted on the ground that it
“is not possible to develop a pedxamc formulation, the w aiver will cover only thosg
. pediatric age groups requiring that formulation. If 2 waiver is granted because
- there 1sev1\dence that the product would be ineffective or unsafe in pediatric
i populatxons thxsr ormatlon will be mcluded in the product’s labelmg
(5 ) Def mtlon of “meanmgful therapeutrc benefit”. For purposes of this
: sectton a product will be considered to offer a meaningful therapeutic benefit
“over existing therapies if FDA estimates that:
(DI approved the product would represent a ignificant improvement in the
W ’*f treatment dlagnosrs or preventton of a disease, compared to marketed products
: adequ\ately labeled for that use in the relevant pediatric population. Examples of
...how 1mprovement mtght be demonstrated include, e.g., evidence of increased
o effecttveness in treatment, prevention, or diagnosis of disease; elimination or
substantral reduction of a treatment-limiting drug reaction; documented
i enhancement of comphance, or evidence of safety and effectiveness in a new
~ subpopulation; or P
(ii) The product isina class of products or for an lndtcanon for whrch there Isa
need for additional therapeuttc ootions.
. (d) Exempnon for orphan dr_gs. This section does not apply to any product for
~ an indication or indications for which orphan de51gnatxon has been granted under
¥ part 3 16 subpart G, of thls chapter o :

Sponsors of licensed blologxcal products shall submit the followmg information
_each year within 60 days of the anniversary date of ap, roval of the license, to the
'Director, Center for Biologics Evaluation and Research:

(a) Summary A brief summary stating whether labeling supplements for
~pediatric use have been submitted and whether new studies in the pediatric
~ population to support appropriate labeling for the pediatric population have been
- initiated. Where possible, an estimate of patient exposure to the drug product,
 with spec1a1 reference to the pedtatnc population (neonates mfants chlldren, and
adolescents) shall be provided, including dosage form. a

- (b) Clinical data. Analysis of available safety and efficacy data in the pedtatnc

populanon and changes proposed in the 'abelvng based on this information. An
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\ assessment of data needed to ensure appropnate labelmg for the pedtamc
A populatton shall be included. .
© " (0) Status reports. A statement on the current status of any postmarketmg
. studies in the pediatric populatton performed by, or on behalf of, the applicant.
" The statement shall mclude whether postmarketmg clinical studies in pediatric

' 'populattons were requtred or agreed to, and if so, the status of these studies, e.g
to be initiated, ongoing (w1th pro_;ected completxon date), completed ( mcludmg
e ‘_date) completed and results submttted to the BLA (mcludmg date) “

= l; Pgtjtione:s
. The Assocxatlon of Amerlcan Physmlans and Surgeons (“AA_PS”) is a not for-proﬁt
membershlp oroamzatlon that represents approx1rnately 4,000 physicians nanonWIde in all

o practices and specralttes 1t was established in 1943 to preserve the practice of private medrcnte -
- and has remained dedrcated to the Oath of Htppocrates and the sanctity of the patient-physician

o telattonshlp which AAPS believes must be protected from all forms of thtrd-party intervention.
[ndeed, since its founding over fifty years ago, AAPS has been the only national organization
‘, ,consrstemly supportmg free market prmc1ples in medtcal practtce AAPS seeks reconsideration
of FDA's Pediatric Rule on the ground that it 1mpedes the ability of phvsxcrans to treat their
,pattents by dxmtmshmg the choxces available to prescribing physmans AAPS believes that
: rch effort., of pharmaceutrcal compames Rather, it should
“expedttlously approve all drugs that are safe and effecnve for the purposes for which they are
_mtended and leave to doctors in consultation with their patients , the decision of whether any

. off-label” use is appropnate

__ dedicated to the principles of free enterprise and {ir

i ,a non-proﬁt publtc pohcy orgamzatton
nited government. CEl believes that -

* consumers are best helped by bemg allowed to mak r own chorces in a free ‘marketplace,
rather than by bemg forced into decisions because 'of government regulatlon CElis nationally
recognized as'a leadmg voice on a broad range of regulatory issues ranging from environmental
laws to antttrust polrcy to regulatory nsk CEI reaches out to the public and the media to ensure

The Competmve Enterpnse Institute (“CEI’ ) is

Use of a product for a purpose or in a manner not suggested by the ‘product’s labehng
utes an 'f‘off label use.” “Off-label uses mclade treating a condmon not mdtcated onthe
label. or treatmg ‘the indicated condition but- varymg the dosmg reglmen or the pattent

population” from that indicated on the label. W;

245155 (DDC 1998),apiz§aldg_clseted No. 99-

, 13 F. Supp.

04 (D.C. Cir. Sept. 9, 1999).
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necessary. takes its arguments to court to ensure that the law is upheld. C EI objects to FDA’s

et unplecedented assemon of author\ty to order manufacturers to conduct studies with respect to
*uses that they do not intend to claim on their labels or otherwise promote. CEl particularly

. objects to FDA's claim that it can direct a drug company to reformulate a drug if FDA believes
~ that such a retonnulanon may have a beneficial pediatric use. Such an approach is not only

inefficient. but will dramancally rarse the costs and dlmmlsh the avallabrhty of drugs to
consumers. , . o

C onsumer Alert isa nanonal non-profit, non-partisan membership organization for
people concerned about the excessive growth of government regulation at the national and state

- levels. Founded in 1977, Consumer Alert is dedicated to inform ing the public about the

consumer beneﬂts of competmve enterpnse and to promotlng sound economic, scientific, and

- risk data in public policy decisions. Consumer Alert’s vision of consumensm is that advancing

competmon is the best regulator of business, and that individual choice is the best expression of

o consumer interest. Consumer Alert’s mission is to enhance understanding and appreciation of
_ the consumer beneﬁts of a market economy so that individuals and policymakers rely more on
~priv ate, rather than governmental, approaches to consumer concems. Like CEI, Consumer Alert
‘objects to the Pediatric Rule as an unnecessary and unwarranted governmental intrusion into

what should essennally be pnvate manufacturer decisions concemmg w hich drug uses to study

E ‘,:and obtam FDA approval to market and whrch formulatlons to develop.

On behalf of the doctors patrents and drug manufacturers who are members of the

o 'petxnomng orgamzatlons, AAPS CEI, and Consumer Alert (“Petxtroners”) hereby request that
"FDA reconsrder and wrthdraw \ts Pedratnc Rule for the followmg reasons:

e First, the Pedratnc Rule conﬂlcts w1th the pedratrlc exclusrvrty provision in the
" Food and Drug Admmrstr tion Modernr\ tion and Accountability Act of 1997
‘ (“FDAMA"), Pub L No 105 115, lll Stat 2296 (1997) that Congress

. Final Rule actual expenence has demonstrated that this mechanism is working
4well rendenng the Pedratnc Rule unnecessary. See App’ A pp A 1 to A 26

. Second the Pedratnc Rule conﬂtcts' w1th FDAMA’s goal ‘of streamhmng the drug
3 approval process by instead increasing the cost of pharmaceuticals, further
* delaying the introduction of new drugs to ma Ket, and hampering new drug
- innovation. See App. A, pp. A-26 to A-39.

e 'Thrrd FDA’s decrston to charactenze pedtatnc uses as foreseeable and therefore

1 “intended” so that FDA can then ‘compel either pediatric clinical studiesor

~possibly the development of pediatric formulations is a dramatic, unprecedented

- and illegal assertion of authority, see App. B, for which FDA has supplied no
"'satxsfactory )usttﬁcatlon see App C.




‘ Qedl_alns_iuhpgm;l_a_tmns and to support dosmg and adrmmstratlon for each pedlatnc ’

5

. Supp. at 12. As physicians whose ability to
“increased costs that the Pedlatnc Rule will cause, and as representauves of patients whose health
’w1ll be compromlsed Petmoners plalnly fall mto thts “zone of mterests ” k
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. Fmallv as a matter of sound pubhc pohcy and bastc constltutlonal principles. the
© Pediatric Rule — which forces manufacturers to conduct expensive clinical research
~and to reformulate a safe and effective product to sell to persons to whom they do
~not intend to sell - represents an unnecessary intrusion into manufacturers' basic
" Jecisional prerogatives concemmg the mtended purchasers of its products and a
. prlme e\tample of regulatory overreachmg See App D.

Althouvh Petr ioners drd not pamcrpate in the rulemakmg, the adverse tmpact of this
Rule on thelr members warrants the action requested in this Petrtlon Moreover, although FDA

- may have consrdered some of the arguments made below in the course of the rulemaking, FDA
~has failed to Jusnfy its unprecedented assertion of authonty to (1) deem certain uses
“foreseeable™ - even ‘for drugs that have not yet actually been sold, znd even if the manufacturef

disclaims those uses — and (2) treat those allegedly “foreseeable™ uses as “intended uses” for

z "Wthh manufacturers must conduct and submit testing information establishing the safety and

effectiveness of the drugs.’ FDA’s failure to articulate a theory justifying its assertion of power
to direct manufacturers to en gagein research to prove the safety and effectiveness even of

- disclaimed uses, as well as the new ev1dence, onﬁrmmg the effectiveness of the incentive-based
provrsrons of F DAMA warrant a thorough reconsrderatlon and revocation, of the Pedlatnc Rule.

™~

‘Without demonstratmg the exrstence of any problem warrantmg govemment 1ntervent10n
or providing an adequate legal foundanon F DA has established an extensive layer of regulations

~ forcing manufacturers to seek approval for use on pedratnc populations of drugs that are labeled

and promoted only for adults. Specifically, with respect to “each application for a new active

tmzredrent new mdlcatrion ,new dosage form, new dosing regimen, or new route of

administration,” the Pediatric Rule requrres mam.facturers to submit “data that are adequate to
assess the safety and effectlveness of the drug product for the claimed indications m_al_Lr_e_l_e__am

= Courts have “found_ 1n3ury-m~fact where'the defendants acttons unpalred the plamnffs
.access to certam goods

~wuthe plamnff is not itself the subject of the contested regulatory actxon it sttll may be w1th1n the

purchaser of the regulated product. 866 F.

“zone of interests” if it is dtrectly interested a 3
at patients will be ‘compromised by the delays and

: IF’oran explananon of the term “mtended use,’ s_e_e App. B,p.B-1.
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subpopulanon for Whlch the drug is safe and effectlve " 21 C F R § 314 35(a) (1999) The R

_-Rule further requxres manufacturers to develop and use pedxamc formulations appropriate for
_cach age group in w hich the clinical studies needed to generate the requisite data of safety and
ctfectn eness are conducted SgeuL T

, The Rule permxts deferral of these reqmrements at FDA’s discretion — to expcdxte the
5 -h ug approval process or to address safety concerns with testing the drug on children before its

“satety and/or et’*'ecnveness in adults has been adequately established. See id, § 314.55(b).
Smularlx the Rule perrmts waiver of these requtrements xf

e (l) ‘:The drug product does not represent a rneanmgful therapeunc benefit over
b existing treatments for pediatric patients and is not likely to be used in a
k substanttal number of pedlatnc pauents

(n) | \Iecessary studres are unpos&ble or hlghly nnpracttcal because e.g., the
, number of such pauems is s0 smau or geographxcally dlspersed or

, (iii)‘ | There i 1s evrdence strongly suggestmg that the drug product would be
meffectlve or unsafe in alI pedlatrxc age groups

’,_‘m‘ $314. 55(c)

The Rule does ng_t, however permu waiver or deferral of these requtrements based on a
'manufacturer s certrﬁcatxon that it does not intend to market the drug for pediatric use. See id.
§314.55. Thus whereas manufacturers once could control the uses for which they conducted
. chmcal studies and souz,ht approval of new drug products, FDA has now forced manufacturers to
S conduct studtes and develop formulations for uses of a new drug that manufacturers may not
destre to pursue ,

thh resp ct to marketed drugs that have not been approved for pedtatnc use, the Rule

- purports to allow FDA to require manufacturers to “submit an ¢_plication containing data

dequate to assess wh ther th drug product is safe and effecnve in pediatric populations.” Id,

§7201.23(a) (1999). This includes, at FDA’s discretion, “adequate evidence to support dosage
and admlmstranon in some or all pediatric subpopulauons " Id. The Rule also purports to allow

i DA to requtre manufacturers ~“to develop a pedtatnc formulatlon for a drug product that

- All emphasis in this letter and the accompanying appendices is added unless otherwise

o noted.

. Indeed, FDA has long required manufacturers to ¢ claim pediatric uses in the absence of

3

e ‘:chnxcal testing. See 21 C.F.R. § 201.57( f)(‘))fv), (vi) (1 999).
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__represents a meaningful therapeutic benefit over existing therapies for pediatric populations for
‘ whom a pediatric formulation 1s necessary, unless the manufacturer demonstrates that reasonable
ttttempts to produce a pedtamc formulatlon have fatled _i

1thouuh the reuulatton concermno marketed drugs contains waiver provrsxons 51m11ar to
those governing new drugs. a manufacturer cannot obtain a waiver merely because it does not
wisi to expand the uses of its product t to pedratnc populattons Seeid. § 201.23(c). Ifa
“ manufacturer does not comply with FDA’s pediatric testing requirement. FDA asserts the
authority to declare the offendmg product to be “misbranded or an unapproved new drug or
unlicensed biologic.” Id. § 201. 7a(d), 21 US C.§ 355(d) (1994 & Supp a1 1997) FDA
claims this authority noththstandmg its necessary previous finding that precisely the same
~product is “safe for use under the conditions prescribed, recommended, or suggested in the
proposed labeling thereof“ 21C. F R § 701 23(d) 21 U S C § 355(d) ‘
3. S umm gxy" ‘g"f A’;g‘g;mgm -

-~ FDA should tmmedtately revoke the regulattons comprtsmg the Pedtatnc Rule The
Pediatric Rule is fundamentally inconsistent with key purposes and provisions of FDAMA which
encourage manufacturers to bring off-label uses on-label voluntarily ~ that is, in response to
incentives rather than by F DA fiat. One of these mcentxves encourages manufacturers to seek
approval for use of their drugs in pedlamc populatlons by offermg them an addmonal siX months
of exclusivity for their drugs under certam circumstances. 21 U.S.C. § 355a (Supp. III 1997).
Another important FDAMA provision requires FDA to pubhsh “standards for the prompt review
of supplemental applxcanons to encourage manufacturers to seek approval for off-label uses of
marketed drugs. See 21 U. S C.§ 371 note (Supp III 199") “The Pedlatrlc Rule, ‘however,

‘requires precrsely the same type of studies that the statute only authorizes FDA to request. The

mandatory nature of the Pediatric Rule also creates serious ethical problems associated with drug -
testing on children that are minimized under Con ’s voluntary scheme. F or a more detailed
dlSCUSSlOTl of these pomts : App A pp- A 210 ) A-26. S

The Pedtatnc Rule also conﬂlcts wrth FDAMA’s goal of reducmg the mordmate amount 4
pi rpoSe Congress included p provrstons in FDAMA de51gned to: (1) abbrevrate and srmphfy the
data necessary for FDA to conclude that adrugis safe and eﬂ‘ectxve 21 U.S.C. § 355(d); (2)

_ streamline clinical research on drugs ;_d. § 355(i); and (3) institute a fast- track approval process
~for drugs to treat ltfe-thre ening illnesses, id, § 356. Yet the Pedtatnc Rule requrres not only v

e In the vast majortty of cases, however, FDA does not actually mtend to seize the
offendmo drugs and remove them from the market as provided in 21 U.S. C. § 334 (1994 & Supp.
I 1997) Rather, FD A nd to eek court tnjunctlons requmng manufacturers to conduct the
testing requxred by the Pediatric Rule. See 63 Fed. Reg at 66 ,655.

g f K




o ( itizen Petition Requesting FDA To Re»oke Its Pediatric Rule
December 2. 1999 ‘
Paue l)

additional clinical studles but also the potentral development ofpedtatrtc formulatlons ofcertam
druvs. Thus. the Rule will render the alreadv cumbersome drug approval process

slower. and e\ en more inefficient. For a more detailed discussion of this pomt see App PP
—\-’() to —\~ : , :

In addition to confhctmg with key FDAMA ooals the Pedlatnc Rule contravenes the
‘lonu—standmu and umyersal understanding of Conoress the courts, and FDA concerning the
' "nttture of the “intended uses’ "of drug products that are subject to FDA’s regulatory authority.
~ From the 1906 inception of nattonal food and drug law to the present, drug manufacturers have
- always determined the © 1ntended uses™ for which they sought approval to market their drug
Aproducts by virtue of the promottonal clarms they made in their product’s labeling. Any other
uses — no matter how foreseeable or desrred were consrdered to be “off-label” and, thus,
outside of FDA’ s_)urlsdtctton

FDA’s promuloatlon of the Pedtatnc Rule by contrast would overtum thlS Iong-standmg
- and universally understood balance of power by purpomng to allow FDA - rather than the
_‘manufacturer - to determine the uses to Wthh the manufacturer’s product would be put.
* Specifically, FDA has asserted the nght to require manufacturers of both new and marketed
drugs to seek approval for use of their drugs on pediatric populations — even though the
- manufacturer may only desire to market its drug to adult populations. See 21 C.F.R. §§201.23,
©314.55. Under the Pediatric Rule FDA ‘may now eve fo ea manufacturer to develop new
- formulations of a drug for uses for which the n T rntended to seek approval. See
~21CFR$S 201.23, 314 35. Not only has F its congressronal mandate in
ueatmu foreseeable uses as mtended uses,” but it has also gone farther afield by creatmg a per
se presumption that certain uses are foreseeable even where (1) the drug has not actual]y been
S marketed and (2) the manufacturer has affi rmatrvely drsclarmed the allegedly “foreseeable” use
L at ISSUC FDA should xmmedrately cease such unwarranted intrusion into determining the uses. ‘

*Pub. L. No. 75-717,52 Stat 1'040 (1938) ylrtually moperable For examp]e requmng
manufacturers to conduct chmcal studies to establish the safety and efficacy of all arguably
- : ‘ab]e uses of each new drug that they seek to market would dramattcally delay the

e ‘Apphcatton" (“ANDA”) process for genenc follow-on drugs whtch requtres the ANDA to
" contain substanttally 1denttcal labelmg to the ptoneer label ‘would cease to function if ANDA
ttpplicants were requtred to clalm, on thelr labelmg, foreseeable uses that were unforeseen when
the pioneer drug’s label was approved. Further, consxdenng foreseeable uses. to be “intended”
- would render the overwhelmmg majority of marketed drugs “mlsbranded" because thexr labels
would not contain adequate dtrectton
See 21 U.S.C. § 352 (1994 & Supp. I1I
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avoid these harsh consequences by selectively enforcing its newly creat

. _which would be impermissible in any event. Fora more detailed discu

_App. B.pp. B-15 1o B-22 | Thus, FDA's per se **forese y" theory.
Pediatric Rule. are untenable. ‘ R

ed foreseeability th‘eory,
; cussion of these points, see
ility™ theory, and consequently the

~ In addition to conflicting with key purposes of FDAMA and flying in the face of well-
settled understanding of the types of intended uses subject to FDA’s regulatory authority, the
" Pediatric Rule finds no statutory support in any other provision of the food and drug laws.
~ Indeed. none of the statutory bases upon which FDA relies authorize the agency to venture so far
- afield from its mission of ensuring that drugs are safe and effective for their labeled indications
~ and into the realm of direct control over manufacturer research and development of formulations.
~ For a more detailed disc ussion of this point, ' S

 In sum. FDA should revoke the regul

atiohs compnsmg the Rule ih light of:

e the stark contrastbetweenkeygoals of recent food and drug legislation and the

| Pediatric Rule’s effect, see App. A;
'FDA’s abrogation of the well-settled “intended use” principle in purporting to

 dictate manufacturer decisions concerning approptiate labeled indications for their

 drug products. see App. B, pp. B-1 to B-15; _

the disruption of Congress’sdrug approvalandmxsbrandmg mechanisms that

~would ensue if FDA"‘S‘p‘_ér;sgf“\fo‘fésge:épi!ity” theory underlying the Rule is
consistently applied, see App. B, pp. B-1510B-22,

the lack of ysta‘t’m‘qry support for the Rule, see App. C; and

» F) the unconstitutional taking that results from enforcement of the Rule, see App. DI

: Thesubject matter of this petition is not within any of the categories of action for which

~ an environmental assessment is required pursuant to 21 C.F.R. § 25.22 (1999), and is exempt
pursuant to 21 C.F.R. §25.30(h) (1999) in that it is concernied with FDA's procedures in

: admlmstenngtheAct S e

. RS O

7 Not requested.
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, E Certific atig’nk
- Théy_LinderﬁQngd certifies, that, to the best knowledge and belief of the undersigned, this
petition. including all appendices attached hereto, includes all information and views on which

the petition relies. and that it includes representative data and information known to the petitioner
which are unfavorable to the petition.

; Respectfully submitted, ”
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