31la
eliminated by the new information that would result from the rule.

Ethical concerns may have contributed to reluctance to conducf studies in pcdiaﬁc
patients. To addréss these concems, 'bdth the American Academy of Pediatrics (Ref. 1):and the
Department of HealthA and Human Services, 45 CFR part 46, sﬁbpart D, have deVeIoped;‘
guidelines or regulations for the ethical conduct of clim’cal studies inpediatric patients. ;Because
pediatric patients represent a vulnerable population, special protections are nveededvto prbtect
ﬂ;eir rights and to shield them from undue risk. As the American Academy of ~Pediatn'¢s has
'(')bserved, however, adﬁinistrationof unt.ested drugs "may place mofe children at risk than if the

drugs were administered as part of well-designed, controlled clinical trials”" (Ref. 1 at p..286).

The ethical guidelines currently '
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from one a'gé group could be sufficient to support labeling for oth.f:r ége, grcﬁps. Such r
extrapolationWould not be r’outine., ' o ’
. FDA recognizes that studies in neopatés and yéung infants present special probiler_ns, On -
" one hand, _failure to adequately Ntest“‘drugls in fhis age gfoup has led to some of the ‘mosté'serioiis A
therapeutic mishaps M§wn to 'have*occprjr.ed among p‘«edi'atriq p‘at.'iénts; On the other ha;.nd,‘
studies in this age. gr’oﬁp may be si’gniﬁcantly more di‘fﬁculvt‘ to rcm~out in the period 'l;efore or
’soon after approx?ai than,studigs in older age groups. FDA would fhéfefore expe:c;t to appiy the
~ study requir'eme;nt* to patients in this.age grouﬁ Wlth cz{utién and would, whel.léver‘ apprépriate,
' permit such smdiés to ;)ccur‘a-ﬁé.r thé producf has been su(;cg:s’sﬁllly'sﬁuéﬁed in older chiildren.
~ The ageney .‘séeks comment on thé ‘issﬁés raised byvre«;;lui'ring~ studies in this age groﬁp. I
- | E. Pediatric Fonnulations .

i
|
|
i
i
I

In some ‘céses, testing of-a product in pediatric patients could require the develofpmen‘t of
, . ~ ‘ ‘

. apediatric forriulation. Many children bclow a céftaiﬁ age-are unable to swallow p'illsj‘ and may
require a liquid, chewable or injectable form of the product. The need to deveIOp a‘pec;liatﬁc‘ :

; - , ;
formulation does not necessarily mean that the product would not have been used in children in

its .adult‘ dosage form. In many cases, bhysicianS’;prescrib{ngitabletjs té—'fouﬁg«child}eﬁ édirect the
parenf to grind up the tablet andv_sprinkble the ,pkoder'i.nto‘ thé,chi‘ld’s ’food. In other casées,
pharmac.i‘s_té fna& compound tablets into pediatric forxﬂqlations of -tﬁgﬁr own choosing. %T»hese
mgtﬁods of administeﬁng adult dosage

forms to children mayﬁ be unsatisfactory, however, because the bioav‘ailability‘Of any pa:‘lrticularv

ptoduct in this fofm is untested and dosing may be highly variable. A standardized

’
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. pediatric formulation ensures bioavailability and consistency of dosing, and permits meaningful

'

testing of safety and effectiveness. o , : ‘ o

- FDA has tentati-vely concluded that it would be reasonable to expect a manufacturer ofa
: ' | ’
product to produce a pediatri¢ formulation, if one were necessary, only in those cases where a

new drug or new biological product provided a meaningful therapeutic benefit over existing
treatments, and where.the Study requirement had not been waived in the age group requiring the
pediatric formulation. Proposed §§ 2071..23, 314.50(g)(1) and 601.27(a) contain this requirement.

The type-of formulation needed would vary depending on the age group in which thep}roduct

i
1

were to-be used and the disease being treated. Young children unaccustomed to takingi drugs

may-need liquid or cheWable formulations, while children with serious and chronic diseases may

need only smaller tablets. ‘ _ o }

The difficulty and cost 6f :producing a pediatric formulation may vary greatly‘depending

upon such factors as solubility of the compound and taste. FDA would waive the requirement
. " . « [ "

for pediatric studies (see 'fWaivers," in section V:B.4 of this document) in age groups requiring a
pediatric formulation, if the manufacturer provided evidence that reasonable attempts to produce

a ’pediatri‘c formulation had failed. r

FDA sollic'its»comment onwhether it is appropriate to require a manufac’turer'toi develop a
pediatric forrnulation and, if so, thecircumstances in which it would be ’appro.priate to impose

“sucha o ‘ . | |
requirement. .For exa_mple, should the cost of developing a pediatric formulation justify a waiver
of the pediatric study requirement? Should thenumber of patients affected oy the diseilse:or
condition in the relevémt age group be considered in deterrnining whether to require the V.

|

!
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development of a pediatric formulation for that age group? Is it appropriate to ask the
manufacturer of a not-yet-approved 'product to allocate resources to developing pediatﬁc
formulation(s)?’ Where cost is a si gm'ﬁcént issue, would it be appropriate to defer development
. of a pediatric formulation until after approval of the product? What should be considered
"reasonable attempts" to develop a pediatric fofrnulation?"

As noted above, FDA was unable to quantify the po?;ential benefits of this rule (iue to the
unavailability of relevant-data and studies. Nevertheless, the agency will a&empt to as;ess the

benefits of the ﬁnal rule and solicits comment on the appropriate design and methodolog gy of -
such meaéurement. In particular, FDA seeks infofmati'oﬁ and data that would help the iagency to:
(1) Quantify the societal costs of the adversé dmg events experienced by p»ediatric popjulations ‘
and (2) assess the proportion of these adverse drﬁg events that would be eliminated by% the new
information that wéuld result from the rule. In addition, FDA seeks information and data that 1
would help the agency to: (1) Quantjfy the societal costs of the undérused or inadequgte drug

therapies prescribed to pediatric populations ‘and to (2) assess the proportion of these costs that

would be
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in place varc désigned to profect chiidreh’s righté and p‘rot'ec’t’them from uﬁdue‘ﬁsll.c; Spté:)nsc,{s‘-
should adhere to these.l guivd‘clinesr fOr pediatﬁc sytudies conducted under this rule. The afg‘ency
' seeks comm’eﬁt on ‘ethvicA:al viésués that may b'e raised by thlS ‘brdpos‘él. :
G Reniedies |
FDA hag teﬁtéﬁvely’ COncluded that the .rriOSt \practiéal remedy fér failure to subm1t a

required study is an injunctive acti'o,ﬁ :broug'ht under the "nﬁsbraﬁding" or "new drilg" <p‘:r0\}isions
of the ‘act; Denying or withdréwing'approyéivof an gihcrﬁrise‘safe and effective drug 01;'
biological 'produét is not -a'sa,tisfactory remedy, 'l;ecause removal of a product from the
Ji'narketplacfs cbuld deprive other pat-ients ofthé bene'ﬁts of é» useful medic:al prodqct. FDA dées
not intend to deny or Withd;aw approval f“olrf :ba product -fc?f failﬁre to conduct i;;diaujc st’t%i’dieg,
exceptpoS'siBly in rére circumstances. - S o |
Ifa gnahu’fécturer failed, in ~th¢ time .all.\pwéd',fto submit adequate studies to »e?alfllate
pediatfic}saféty and eff;activeness, uﬁder proposed $§§ 201.23(d)or 3 14.50(g), FDA co‘i;lld ,
- ‘ con;id’ef thve product ~misbranded gnder section 502 of the act {(2~1éU.S.C. 352)or an uﬁfapproved‘
new drug under section 05(a) of the act (see "Legal Authority," in section VI of this d;oéumcm).
- When ,a_product 18 misbfanded or.anunapproved new drug, sections 302, ’303 and 304 %f the act

‘(21 U.S.C. 332, 333, and 334) authorize injunction, prosecution or seizure. Fbrviolatibns of this

rule, should it become final, FDA would ordinarily expect to file an enforcement actio;n for an
.o : i ) . [ .

injunction, asking a Federal court to
- require the company to submit an assessment of pediatric safety and effectiveness for the
product. Violation of theinjuncﬁon wbulc_l result in a contempt proceeding or such other‘

penalties as the court ordered, e.g., fines.
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" To assist FDA in deterrnining; whether pediatric assessments are needed or aré being
carried out with‘due diligence, FDA is proposing to amend §3 14.81 (other postrnarketing
reports) to require that annual .teports filed by the manufacturer COﬁtain inférﬁlatioﬁ on, labeling
changes that ﬁave been ‘ini‘tiated in response to new pediatric data, analysis of c}inical (iata that
have been gathered on pediatric use, assessment of dataneeded to ensure appropriate Iébeling for
the pediatric population, and information on the statlié of ongoing pediatric studies;_. Where
‘ péssible, the annual re_po;t \ift)uld also contain an estiméte of patient \ékposure ‘to tﬁe dqug

product, with special reference to the .pediatrié population.

FDA secks comment on appropriate remedies for failure tp conduct a required ;ediatn'c'
study and the circumstances; if any, in which the agency should deny or withdraw approval of a
drug product. |

| VI. Legal Authority

Therapeilatic‘ tragedies in pediatric patients have pfompted some of the most important
federal legislation fo enéﬁre that drugs are safe and effective. For example, th'é act was enacted
in 1938 iﬁ the wake of a tragedy in which mémy pediatric patients died aﬁf:r.taking an ?untesfed
,medi;zine called Elixir of Sulfanilamide. The llegislative.histoxy of Vthis enactment ‘derr’ionstrates
that Congtess intended to ensure that children, as well as adults, received adequate& t;aste'd and
éppropriately labeled drugs. '(Se‘e, e.g.,78 Congrgssional Record 567-573 (1934) (stat:emént' of
Sen. Copeland).) ‘ | N

Every mother is anxious that the food and medicine given her baby . i

shall be above suspicion. The welfare of every man, woman, and’ ‘

child is invdlved in the quality and preparation of the foods and

o



37
drugs sold m America * * *. [The purposebf this legislation * * *
is to protect the publiq, to protect the mothers and the children * *
*
81 Congressiona] Record 7.;312 (1937) (remarks of Rep. Coffee).

The agency has stated, in the context of both pediatric studies and studie's in wémen, that .
an application fér marketing approval should contain data on a reasonable sample of the p‘atiénts
Iikely to be givena druf';.or biological product once it is marketed (59 FR 64240 ét 64%43; 58 FR
39406 at 39409, Juiy 22; 1993). ’fhe agency has further stated that in some cases it could require
studies in pediatﬁc patients and in women for both npt-yet;approved products and marjketed
products, (M) |

The primary rationale for such a requirement is the same for women and pebdiatjric
patients. In most cases, drugs and biological products behave similarly in dem(‘)graphivc
subgroups, including age and gender subgroups, even though there may be Variations among the .
subgroui)s, based on, for example, diffegénces in phannac‘okineﬁcs. Thus, where a dn;1g or
biologi‘ca‘l product is indicated for a disease suffered equally by men, womén, and children, and
is not contraindicated iﬁ women or pediatric patients, the product will be widely prescﬁbed for
all three subgroups even if it were studied only in, or labeled only for, men. As described above,
there is e?c_tensive evidence tﬁat many drugs labeled only for adult use are in fact wide}y used in
pediatric patients for the same indications. I

| FDA notes that this proposal addrésses only use of drug products for their appfo‘\/ed
indications in a signiﬁcanf subpopulati;}n. The préposéd rule does not address "off-la;b.el" or

unapproved uses of approved drugs and biological products, in which an approved prt;)duct 18
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used for diseaées oriconditions other than those in the label. This rule would apply only where a
product was expected to have clinically significant use in pediatric populations for the
indications already claimed bythemanufacturer.

In addition to the provisions cited below as aiithority for the proposed rule, the égency
relies on section 701(a) 6f the act (21 U.S.C. 371(a)), which >a.uthorizes FDA to issue régulations
for the efficient enforcement of the act. I

A. New Drug and,Biolbgical Products

Biological drug produéts are subject both to section 351 of the Public Health Sérvicé Act
,(the PHS Act)-and to the provisions of the act and implementing regulations applit;ablf% to drugs,.
except that manufacturers of biological products cavert?d by app_rbved BLA‘S are not re;quired té
submit NDA’s under sect-io;x 505 of the act. References to "drugs" in the following seq::tions

include biological drugs.
1. -Sections 502(a), 502(f), 505(d)(7), and 201(n) of fhe Act

A drug is misbranded under section-SO?.(a) of ithe act if its labeling is "falsé or pmisleadipg
in any particular." Similarly, anew drug application must contain labeling that is not false or
misleading (sectioné()S(‘d)(? ) of the act). Section 201(n) of the act (21 U.S.C. 321(n)) defines .
labeling as misleading if it ’}' fails to rgyeal facts material * * * with respect to consequences
which may result" not only from use of the product as labeled, but "from the use of the [product]
* * * yunder such conditions of use as are customary or usual." Information on dosing ;and
adverse effects are facts "material” to the consequences that may result from customax%y use in
pediatric patients. A drug product is misbranded under section 502(f) of the éct, if its ;Iabel fails

to provide adequate directions for each intended use. 21 CFR 201.5 states that adequate
i
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directions must be provided for each use recommended in the labeliﬁg and each use "for which
the drug is commonly used." Thus, FDA may require a product to carry labeling that prOVides
safety and effectiveness information on use in subpopulations in which the product is
customarily or commonly used.

There is extensive evidence that drugs for diseases that affect both adults and pediatric

patients are routinely used in pediatric patients despite the absence of pediatric labeling, and even

in the face of disclaimers stating that safety and effectiveness have not been estab,lished"in
cﬁildren. FDA may therefore consider pediatric ﬁse to be "customary or usual" or "commonly
;lsed" where the drug is indicated for a disease or condition that affects both adults and:children,
and the drug is not contraindicated in pediatric pati_eﬁts: In many cases, the use in pediétric
patients of a dfug labeled only for adults will increase over time, as physicians become aware of
the drug’s potential usefulness in childrén and familiar with the drug’s uses and eff.ects:. Thus,
FDA may conclude that a drug that was appropriately labeled for adﬁit use at thg time ;)f
approval is, at some later date, no longer appropriately lébeled. |
2. Sections 201(p), 301(a), and 505(a) of the Act

Unde.r'section 301(a) and (d) of the act (21 U.S.C. 331(a) and (d)) and section §OS(a) of
the act, é drugproduct is subject to enforcement actionAif it is a "new dri_lg" for which no NDA
has been‘approved. A product is a new dfug ﬁnder sec;tion 20i(p) of the act if it is not
recognized to be safe and effective under the conditions "prescribed, recommended, or
suggested” in the drug’s labeling. Theré is wide.spread evidenf.:e that, despite the abserflce of

+

pediatric labeling, drugs are routinely used in pediatric patients for the labeled indications. FDA

~
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may therefore consider pediatric use to be "suggested" in a drug’s labeling where the drug 1S
indicated for a diséase or conditién that affects both adults and pediatric patients, unles's; the drug
is specifically contraindicated for pediatfic'patients. As described above, because pediatric use
of new drugs often 'increases over time, FDA may conclude that labeling that is apprOpfiate at the
time of approval is later no longer appropriate.
3. Section 502(j) of the Act

Section 502(j) of the act defines as misbranded those drugs that are dangerous té health
when used m the manner prescribed, recommendéd, or suggested in their labeling. FDA may
consider pediatric use to be "éuggested“ in ;1 drug’s labeling where the drug is indicated for a
disease or condition that affects both adults and pediatr@c patients, unless the drug is specifically
contraindicated for pediatric patients. As described earlier in this notice, the absence of \pediatricv
testing énd labeling poses risks to children including the risk of unanticipéted adverse ;eactions,
and undér—and over-dosing. | |
4. Section 505(i) and (k) of the Act

Section 505(i) of the act that authorizes the issuance of regulations govemihg tﬁe use of
investigational drugs, and the proviso in 505(k) of the act, which requires regulati,oﬁs iéssued |
under 505(i) to have "due regard * * * for the interests of patients," togetherraﬁthorize FDA to
impose c§nditidhs on the investigation of new drpgs, includiﬂg ~coﬁditions related to thge ethics of
a proposed invéstigation and to the interests of patients. Fairness in distribution of thegburdens ,
and benefits d‘f research is one of the efhical principles underlying federal
regulations on investigatibnal drugs. (See, e.g., 44 FR 23192 at 23194, April 18, 1979

("Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of
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Research").) Because exclusion of pediatric patients from clinical trials may deny thém;gﬁ
. equitable share of tﬁe benefits of research, section 505(i) and (k) apthOrize FDA to requijre their
inclusion in clinical trialé. ’k |
5. Section 351 of the Public Health Service Act f
Section 351 of the PHS Act (42 U.S.C. 262) provides aufhority fo regula;te the lz-}:beling
and shipment of biologicallprodu‘cts. "Under section 351(d), licenses for biological prod:ucts are
to be issued only upon a showing that they meet standards "designed to insure the f;ontijrmcd ’
safety, purity, andvpotency of such products" prescribed in regulations. The "potency" of a
| l;iologiﬁal product includes its effectiveness (21 CFR 600.3(s)). |
| - B. Marketed Drug Products

I. Section 502(f) of the Act and 21 CEFR 201.5

- A'drug product is misbranded under séctiﬁn 502(f) of the agt, if its label fails to'provide
adequate directions for each’Aintended use. 2 1 CFR 201.5 'stateé that adequétt’;direction_s must be
provided for ’each use recommended in the labeling and each use "for which the drug 1s
commonly used." Where theré is evidence tﬁat a drug product is \;videly used in pediatric

patients, failure to provide adequate directions for the use could misbrand the product. .
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2. Sections 502(a) and 120'1‘(n) of the Act
A drug is misbrénded under section 5(52(3) of the act if its labeling is false of misleading.
. ; AR
Section 201(n) of the act deﬁﬁes labéling as misleading if it fails to reveal facts that are ;imaterial ‘
in light of the consequences of thelcustomary or usual use of the product. Where a drug is
widely used in pediatric patients, FDA may consider pediatric use to be 'fcustomary." F:ailuie to.
| provide adequate information on dosing and adverse‘effecté in the pediatric pppulation could
render the product misbranded, even where the manufacturer does not prémote the product for
that subpopulation. |
3 Section 502(j) orf the Act
Section 502(j) ot; the act deﬁnes as misbranded @hdse drugs that are dangérous tc]> health |
when 'used in thé rﬁamer prescribed, rédommendeci, or suggested in their labeling. FDA may
consider pediatric use to b¢ "suggested" in a drug’s labeling _whefé the drug is indicate(i'for a
disease or condition that affects i)oth adults and pediatric patients, unless the drug‘is sp?ciﬁcally »
contraindicated for pediatric patients. As described earlier in this notice, the absence of pediatn'c ‘
testing and labeling poses risks to children including the risic of unanticipated adverse r;eacftions,
and under-and‘ ovef—dosing. | |
| 4. Section 505(k) of the Act
Section 505(k) of the act authofiics FDA to orde'r.thé holder of an approved NbA to

submit reports of data necessary to determine whether there are grounds to withdraw approval of

the
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NDA. F DA has in the past issued regulations under section 505(k) of the act (formcrly section

505(}) of the act) requmng postapproval studies of certam drugs (see e.g.,21'CFR 310.303

(“Contlnuation of long—tcrm studles records, and reports on certam drugs for whrch new drug

- apphcations have bccn approved")(l972) 21 CFR 310.304 ("Drugs that are subj écts of approved
© new drug apphcatlons and that rcquire specml studies records and rcports")(1972) and 21 CFR
- 310. 500 ("Digoxm products for oral use; condmons for marketmg")(1974)) Section 505(k) of

‘the act also authorizes the agency to require other po‘stmarkctmg'rcports on drug products.

5. Section 351 of the Public Health Service Act

i

Section 351(d) of the PHS Act authorizes FDA to. cnsurc the "continued safety, purity, "

and potency" of biological products Scctlon 35 l(b) of the PHS Act pl‘OhlbltS false labchng of a

blologlcal product. - I ) L | o , . i

VII. Implementation Plan ,A

Al applications for drug and'biological products covered by the final rule would be

g reduircd to contain an assessment of pediatric safety and effectiveness for the claimed .

indications, unless the applicant has obtained a Waiver or defcrrai of this requirement from FDA.

FDA proposes that the final rule become effective 90 days

‘after the date of 1ts publlcation in the Federal Register . For

- new drug and biologiclproduct applications submitted before the

effective date of the finalvrule, the agency proposes a

compliance date of 21 months after the effeotive date of the
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flnal rule For new drug and biclogic product appllcatlons
submltted on’ or after the effective date of the final rulef the
'agency proposes a»compllance date of 15 months after the

effective date of the final rule. The agency solicits comments

on the proposed effective date and proposed compliance dates.
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VlII. Paperwork‘Reductlon Act of 1995

This proposed rule contalns informatlon colleotion
':iprovisions that are. éﬁbjeet to review by the Offlde‘ofbManage%ent
and Budget (OMB) under the. Paperwork Reduction Act of 1995 .(4
U;S;C. 35d1—352§), The tltle, descrlptlon, and respondent;
deecription of‘the information collection provielone are shoﬁn
below w1th an estlmate of the annual reportlng and recordkeeplng
burden. Included in the estlmate is the time- for rev1eW1ng
instructlons, searchlng ex1st1ng data sources, gatherlng and
malntalnlng the data needed and completlng and rev1ew1ng each
collectlon of 1nformatlon |

FDA invites comments on: (1) ‘Whether the ptopOSed
collectlon.ef information ls neeessarylfor the proper petfetmance;
of‘FDAfs'fnnctions,:ineluding whether the information will;have
nractiealnntllity; (2) the aoeufacy of FDA{s‘eetimate ofhthe,
burdenAof the proposed COllection of information, including the
valldlty of the methodology and assumptlons used; (3) ways to
enhance the quallty, utlllty, and clarlty of the 1nformatignuto
be collected and (4} ways to minimize the burden of ‘the
collection of information on respondents, 1nclud1ng through the
‘use of automated collectionitechniques, when approprlate, and
.other‘forme of informationvteohnology. o

Title: Pediatric Safety,and Ef fectiveness Reporting

Requirements for Certain Drugs and Biological Products. |

Description: FDA is proposing feporting requirements that

include: (1) Reports on planned pediatric studies in


http:collection.of

16 | o
investigational‘new drug- applications (IND's 5 (proposed |
§ 312. 23( )y (10) (iid)) ;. (2) Reports assessing the safety and
effectiveness of certain drugs and biological products for;
pediatric use in new drug~app1ications (NDA's) and biologic
license applications (BLA's) or in:suppleﬁental applicatious“
(proposed § 314.50(g) (1)); (3) Analyses of data on pediatric
safety and eﬁfectiveness in NDA‘s.(proposed_§.314.50(d)(%)y;-(4)
Postmarketing reports of analyses of data onlpediatric safety.and
effectiveness (proposed § 314.81(b) (2) (vi) (Q)); (5) o
Postmarketing reports.on patient'exposure‘tozcertain marketed
drug-products{ analyzed and age (proposed § 314,81(b)(2)(i)){ (6)
Postmarketiug reports ou labeling changes initiated in response
to new pediatrio'data (proposed § 314.81(b) (2) (vi) (C)); and (7):
Postﬁarketing reportsion the status'of required postapproval
studies in. pediatric"patients'(proposed § 314. 81(b)(2)(vii5).'
 The purpose of these reporting requirements is to address the
lack of adequate pediatric labeling of drugs and biological
'products by requiring the submiSSion of eVidence on pediatric
safety and effectiveness for products With clinically Significant

use in children.

Desoriotion of Respondents: Sponsors and manufacturers of

drugs and oiological products;
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Table 1.--Estimated Annual Reporting Burden'

‘'CFR " No. of Annual Total . Hours .| . Total
Section Respondents | Frequency Annual per "Hours
» ' per Responses | Response |
Resgponse - I
201:23 | 2 1 2 .16 ol 32
314.50 | 150 | 1 | 150 8 1,200
(d) (7) o , L
314.50 - | 10 | 1 10 |- 16. | | 160
(@ (1) | N | I
314.50 9 1 9 8 | 72
314.50 15 1 15 8 120
() (3) I o 1
314.81 |~ 625 : 1 625 1.5 | ¢ 937.5
(b) (2) (i) - | I I
314.81 625 | 1 | 625 1.5 | 937.5.
(b) (2) | R E ol |
(vi) (¢) A ‘ ' L L
314.81 Ce25t | 1. | 625 | 15| 937.5
(b) (2) - S B - o j
(vii) _ '
601.27(a) |- R 1 1 16 .16
601.27 (b) 1| 1| 1 16 | 16
601.27(c) | ! . 1 1 16 | 16
Total: | o C ' "4,444.5

There are no capltal or operatlng and maintenance costs

associated with this collectlon of information. o
S

- The agency has-submltted'the 1nformatlon collection
-tprov1s1ons of thlS proposed rule to OMB for review. Intefested'

persons are requested to- send comments regardlng 1nformatlon

'collectlon by (insert date 3Q davs after date of Dubllcatlon in

'

the FEDERAI REGISTER) to. the Office of information and-Reéulatory
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Affairs, QMB, New Executive Office Bldg.; 725 17th St. NW.J rm.
'10235,:Washington, DC 20503,tAttn:.‘Desk Officer for FDA. :
| | IX. Environmental Impact
The agency has determined under 21 CFR 25.24 (a )(8), (5{(11),
and'(e)(6) that this action is of a type that does not
individually or_cumulatively_have a significant effect on the
human environment. Therefore, neither an environmental-
assessment nor an environmental impact statement is required.
X. Analysis-of Impacts | |
FDA has‘examined the impacts.of the proposed‘rule under
Executive Order 12866, the Reguiatory.Flexibility Act (5.U;S.Ci
6017612), and the Unfunded Mandates Reform Act (Pub. L. 104—4);
Executive Order 12866 directs agencies to assess all costs‘and
benefits of available regulatory_alternatives and, when
-regulation‘is necessary, to select'regulatory,approaches_thatl
maximize net'benefits (including_potential economic,
environmental,'public health and safety, and other advantages;,:
distributive impacts;-and equity).' Under the Regulatory
Flexibility Act, unless an agency certifies that a rule Wiil.not
have a s1gnificant ‘economic impact on a substantial number of
small entities, the agency must analyze regulatory options that
would minimize the impact of the rule on small entities fhe
Unfunded Mandates Reform Act (Pub. L. 10474) (in section 252)
requires that agencies prepare an assessment of anticipated costs
and benefits before proposing any rule that'may result,in:an

annual expenditure bthtate,'local, and tribal governments, in
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. the. aggregate, or by the private. sector,‘of $lOO OOO 000 or morei
r(adjusted annually for 1nflatlon) ‘ o ‘ . 'f

The agency has-rev1ewed this proposed rule and has
. determined that the proposed rule is consistent Qith the
regulatory philosophy ‘and prinéiples:identified’in'Executiﬁe .
Order 12866 andithese two statutes ; ThiS‘propesal is a
51gn1f1cant regulatery actlon as deflned by the Executive Order
due to. the novel pollcy issues it ralses Wlth respect to: the
Regulatory Flexibility Act, the Commissioner’certlfles thatzthe
rule will not‘have,a signifieant ecenomic impaet'on a substantia;
number of small entities. Since the proposed rule does not
1mpose any ‘mandates on State, local, or tribal governments, or
the prlvate sector that w1ll result tn an annual expendlture of -
$100,000,000 or more, FDA is not requlred to perform a cost-
benefit analysis according to'the Unfunded Mandates ReformgAct;

o H ~A. Purpose | |

The FDA is proposingythat a 1imited class of impertant,new
drugs and blologlcals that are llkely to be used in pedlatrlc
patlents contaln suff1c1ent ‘data and 1nformatlon to support
- directions for this use. As thelapproved labellngtfor many of
~these hew'prodﬁcts laek'relevant pediatriC»infermatiQn, any use
in chlldren greatly 1ncreases the rlSk of 1nappropr1ate dos1ng,;
unexpectedkadyerse-effeets, and suboﬁtlmal therapeutlc outcomes .
The'?roposedvtule is designed to ensure that new drugs, lncludlng
h‘blologlcal drugs, that are therapeutlcally 1mportant and/or

'llkely to be w1dely used 1n chlldren contain adequate pedlatrlc

1abe11ng at the time of, or -soon after, approval.
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- B. Number of Affected ?roducts and Reqguired Studiesj
‘Neither the precise number of‘hew_drugs'that7would reduire.
- additional pediatric studies nor the cost of these studies‘can be
predicted with certainty 'To/develop plausible estimates,'FDA
examlned the pedlatrlc labellng status at tlme of approval ; for
each NME and 1mportant blologlcal approved from 1991 to 1995 ~and'
used these estlmates to pro;ect the cost that would have occurred
had the proposed rule been in placevoVer that period. The agency
assumes that future costs would be reasonably similar. Asishown
in‘Tahle 2; each new drug was.assigned‘to one of three V"é
categories; (1) iTherapeutically.important; some potentiai
pediatrrc use, (2) other approuals, potentialdfor wide pediatric
usé,. and (3) all other.approvals,' (The first two categories
1nc1ude all products that the agency belleves would have met the
_therapeutlc 1mportance and pedlatrlc use threshold crlterla set
forth in this proposed ru1e~ The third category includes all
products that would not have met these criteria.) For NME‘s,
these category a881gnments were based on pedlatrlc pages ,:
completed by'CDER's reviewing\division'at the;time.of eachg

approval, the priorityireﬁiew deSignation for'each:drug,,aﬁd
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fphys1c1an mention data from the IMS Natlonal Disease and
Therapeutic Index.? All prlorlty NME's were assumed to be

[

thefapeutically important, and asslgned to the flrst category,»
: L o T ' L A L
unless the drug's pediatric page specifically noted a low.
‘potential for pediatric use or the IMS data indicated no

pediatric use. For nonpriority NME's, FDA assumed that wide

2IMS, National Disease and Therapeutic Index, IMS America;
Plymouth Meeting, PA. FDA's analysis does not include data from L
1996 because the IMS data are not yet avallable . :
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pediatric use ‘would haVe;been expected for. only those“proddétsl
that,exceeded»loo‘OOO'physioian mentions for, pediatric uSeVduring

1995 Assessments of therapeutlc 1mportance for blologlcals were
' developed retrospectlvely by CBER }

As. shown, 60 of the 142 approvals (42 percent) 0ver”this'5¥“”

year- perlod fell 1nto the flrst two categorles, that is, 47 drugs
were. class1f1ed as therapeutlcally 1mportant with at leastjsome
‘potentlal pedlatrlc use.and 13 less therapeutlcally 1mp0rtant"

. drugs were . des1gnated as offerlngya potentlal for wide pedlatrlc.
use based on. phys101an mentions. The 82 drugs (58 percent) |
grouped under the th1rd category would presumably not have met

the therapeutlc 1mportance and ped1atrlc use crlterla of the

‘ proposed'rule._ "dﬁt ‘ o e
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Table:2.--Estimated Number of NME's and Biologicalsf
‘ . Approved in 1991-95
(That Would Have Been Affected by the Proposed Rule)

Pediatric'Labeling Statns Number of Percent of

‘ Approved Drugs _Approved_Drugs‘
Therapeutically important, 47 | . 33%
some potential pediatric use : ’ .
Some pediatric labeling - | . 16 '7
No pediatric labeling - 31
Other approvals, potential for 13 , .1 9%
- wide pediatric use ‘ ' ‘
Some pediatric labeling , ' 7
No pediatric labeling A . 4 - 6 - _ ) 7
Subtotal - o ' 60 | . oa2s
 Some pediatric labeling o - 23 '
No pediatric labeling B _ | 37* .
All other'approvals’ | L 82. - » 5'58%:

| TOTAL APPROVALS L 142 h ~ l100% |

'Pediatric page shows seven ongoing pediatric studies

:>In‘aseessing:the‘amount of additional researcn that wonld
‘have been required for the 60 druge from the first twolcategories
(those that would have potentially been affected by the proposed
rule), FDA believes that most would notdhave required extensive
additional Clinical trials. As FDAAexplained in the 1994 final
rule_(59 FR 64240), extrapolatiOns from adult effectivenese data

based on pnarmacokinetics‘studiesland other safety data can be
sufficient to provide the_neCessaryAdosing pediatric infornation
for those drngs that work by similar mechanisms in adults and
.children.liThe agency estimates thatfthe majority of these}66

“drugs could,‘to some extent, rely on such extrapolations.
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Although the proposed rhie~identifies‘four’pediatric‘subgrqups:
(1) Neonates, (2) infants, (3) chiidren, and'(4) adoleacenta,
the need for studies in’more“than one .age greupvdepends'eh the
11kely use of the drug in each age group and on whether relevant
- data can be extrapolated to other age groups As a rule,ri
'1nd1v1dual Cllnlcal trials would rarely be requlred for each age
group for a given drug
Estimates of the size of the etuaies that would have been

required to support pediatrie labeiing forithese 60 drugs yaryv
fromg20 patients where the.siﬁplest type of pharmaéokinetie study
vwould be adequate,‘to 70 to 120 pediatric patients for studies
where some safety and effecti?eness.data would be/needed, te
several hundred pediatric patients for studies where. more :
substantial safety and effectiveness: data would be required.
Thus, for the purpese of’developing erder—effmaghitude cest
estimates, FDA further aubdivided the 60 potentially affected
drugs.ihte three.diStinct groupings ‘ The7first group of 30 drugs
would have requlred the least amount of new data and 1nc1udes “
both the 7 drugs for Wthh the CDER pedlatrlc pages 1nd1cate that
‘pedlatrlc trials were already underway and the 23 drugs that
already had at least some pedlatrlc labellng at the time of
approval.' Based on a review of those labels at approval,tlme,
FDA eatimated that up‘td:halff or 15 ofvtheseh30 drugs may have
heeded~limited additional data that would have invelved new

studies with, on average, 50 pediatric patients each.
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Next, FDA assumed that 23 drugs Yabout three quarteréiof the
remaining 30) would haVehrequired new pediatric studies with,data
from about 100‘patients-each. Flnally, FDA assumed that the
'remalnlng 7 drugs would have needed more extensive safety and
effectlveness data, requlrlng 300 pedlatrlc patlents for each
drug._.Consequently,‘FDA estimates that, if thrs proposed rule
'had'been in effect from 1991 to i99§fisponsors'OE 45 of the 60
rpotentlally -affected drugs would have needed to obtain addltlonal
data from about 5, 150 pedlatrlc patlents (15 drugs x 50 patlents
+ 23 drugs x 100" patlents + 7 drugs x 300 patlents) ‘The
proposed regulatlon, therefore, would have requlred addltlonal
pedlatrlc research for an est1mated~average_of_9 new drugs'ahd
about 1,030 pedlatrlc patlents per year - 'f o

In addltlon, the proposed rule permlts the agency to‘request
pedlatrlc data for certain drugs that are already marketed.:
While the precise<impact of this regulatory provision is
‘uncertain;>FDA;expects‘that it’would affect-ho more than tWO'
drugs per year. If the submissioh for one ot these drugs relied
on data from 100 pedlatrlc patlents and the other from 300
‘pedlatrlc patlents, the total number of drugs that would have
v required“additional research reaches 11 per year and the.total
number of pediatric patients about‘l 430 per year
| Other costs for pedlatrlc research may accrue to drugs that
ultimately faal»to galn regulatory approval.' Although many drug
spdnsorskwodid wait until they are relatively certain that;thelr

product will be shown safe and effective for the indicated use in
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.‘adults before spending substantral resources»on pediatricnuses;'
other sponsors may need to begln pedlatrlc examlnatlons earller,
" to have data 1ncluded wrth the new drug or product llcence’
appllcatlon' It is dlfflcult for FDA to judge how much ;él
haddltlonal pedlatrlc research would be dlrected towards products
'_that are not approvable The agency notes, however, that because
- only about 65 percent of" all NME's that enter phase III trlals
are- eventually approved the number of drugs enterang phase IITI'

" trials is about 54 percent greater than the number of actual

approvals (100/65 = l 54) ' Slnce.some, but not all of - these

';unapprovable drugs would 1n1t1ate some pedlatrlc research FDA

‘has 1ncreased 1ts estlmate of - the annual number of affected drugs
and’ pedlatrlc patlents by 30 percent to a prOJected total'of 14

drugs and about 1,850. pedlatrlc patlents per year | :
The agencydls aware that forecastlng future trends based on'

hlstorlcal data can be 1mpreC1se For example, over tlme,«even

"1n the absence of this rule, the percentage of new drugs w1th

‘~‘1abels that prov1de adequate pedlatrlc use 1nformatlon could

"change ' At thls tlme, however; FDA 1anot'aware of any marked
‘trend Also; the above estlmates 1gnore those pedlatrlc studles

that were promlsed but not yet underway at the time of drug

~,approval - To the extent that these commltments are honored the

“above estlmates of research attrlbutable to the regulatlon are

overstated~ Flnally, the methodology 1mp11es that the standards
used by FDA to. judge the 1991 1995 approvals would remaln |

‘unchanged,~ Whllevsubsequent,change‘1s‘poss1ble,~FDA does not
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‘ anticipateAthatgfts‘present views would differ substantially;
Thus,'while acknowledging substantiaI‘uncertainty, the agencv's
cost estimatessarefbased'on'the.assumption that the proposed'rule
would require additional research‘ondaboutf14 drugs, involving a.'
total of;1,850 pediatric patients per_vear. |

3

C. Cost of Studies

The agency flnds that the cost of conductlng c11n1cal
research with pediatric patlents'varles-dlrectly W1th the s1ze)
duration, and complexity of the clinical research.’ AlthoughAFDA
has littie detailed information on the cost to drug sponsors of
conductlng research on clinical patlents one private conSulting
firm reports that the costs- of h1r1ng cllnlcal 1nvest1gators to
conduct phase v pediatric drug tr1als ranges from $300 $500 per
patient: for studies on vaccines or fevers to $3, 600 and $5 000
per patient for renal: d1sease and epllepsy, respectively.’
Slmllarly, a number of academic researchers have reported average

- costs of from $1 500 to $3, 400 per patient for ped1atr1c tr1als
- These estlmatesj however{ do not account ‘for the many o
administrative, monitoring,; data analysis, and document
preparatlon ‘tasks that would be requlred of a drug sponsor
Slnce a publlshed study suggests that a total accounting of all
sponsor costs may be three times as great as 1nvest1gator costs,.

'FDA has assumed~that the average(costs of conductlng the newly

3DataEdge,:LLC Faxed data, March 7, 1997.

_ “"Thomas Hill,‘"Calculatlng the Cost of Cllnlcal Research
Scrip Magazine, p. 29, March 1994. o _ : b

[
i

|



58
required studies.would range from $5,000 to $9,000 per pediatric
patient j As a'result the'estimated 1,850 additional pediatric
'pat1ents that ~would need to be stud1ed annually suggests new
research costs to the pharmaceutlcal industry of between $9 25
mllllon and $16.65 mllllon per year.

In addltlon, the.test1ng of a newAdrug in children would
sometimes require the development of a new pediatric dosage form.
(Typically a liquid or suspens1on formulation in place of a
tablet or capsule.) Of the 47 drugs 1dent1f1ed in the flrst
lcategory_of Table 2 (therapeutically 1mportant‘w1th some -

‘potentlal ped1atr1c use) , 14'(30 percent) were available only in
tablets or hard capsules at the tlme of approval. (Manufacturers
’ of 4 of these 14 have since developed oral suspensions.)"It
seems reaSonable, therefore, to assume that of the 14 new drugs
per year estlmated to require additional pediatric research
4about 4 m1ght require new formulatlons The agency SOllCltS

' comment on the estimate that four new formulatlons would be
required per year. |

The effort and cost of-developing‘such formulations‘could be
substantial. Drug developers and’ manufacturers would have to
find approprlate solvents and. develop addltlonal data for

,demonstratlng adequate product stablllty, bloavallablllty,yand
productlon process" validation. While such costs would vary with
the partlcular‘drug type, one'1ndustry consultant suggests that
per. drug . laboratory.costs could average from.$300,000 to $500 000
and correspondlng regulatory requlrements could br1ng thlS flgure‘

close to $lrmllllon; “Moreover, this estimate assumes the
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?avallablllty of adequate precllnlcal data on anlmal tox1C1ty and :
metabollc rates Slnce the proposed rulelpermlts FDA to walve
"the requlrement for reformulatlon where reasonable attempts havev
falled ‘the agency assumes that the addltlonal costs would not
exceed $1 mllllon aplece for 4 drugs, or an addltlonal $4 mllllon;‘
perlfear. | o
| dFinaliy, the‘ruie'wili impose»additiOnal'paperWOrk burdenST
'related to new label content postmarket reportlng requlrements,f
‘and wrltten requests for deferred subm1s81ons and waivers. EvAs"'
‘shown‘above, FDA estlmates that these paperwork act1v1t1es w111
frequire:ahout‘4,400 hours annually At an average compensatlon
rate1Of'$56 an’hour, thls cost amounts to about $220 OOO per .V
In~sUm; FDA antlclpates that the’annual costs of thlsé'
":proposed rule w111 total between $13 5, and $20 9 mllllon per
year. B N - ;’.Lu o .

| | "D.H‘Other Imgaets

’ Other potentlal 1mpacts would occur if. the, requlrements .
‘{contrlbuted to delays in the submlttal of NDA's ' Extended drug
4development tlmes would be assoc1ated w1th s1gnlf1cant additlonalf'
) 1ndustry costs FDA has attempted to mlnlmlze the 11ke11hood of
‘regulatory delays through plans for early consultatlon w1th drug
sponsorsrand*a;wlllrngness to. con51der deferred subm1s51ons.for
.'iﬂpediatric/studieS"'Howe&er, the.agency recognlzes the 1mportancen
hof this 1ssue and SOllCltS publlc comment on’ the best means to

yobtaln adequate and tlmely pedlatrlc 1nformatlon w1thout slowrng

»the processﬁfor brlnglng new drugs.to market, Also, as'noted'

v
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'earlier in this preamble, the agency.is_aware that new pediatric
supplements could impose additionalfuser fees on drug sponsors
and,is considering means to_alleviate this_added burden. All
user fee issues will be‘resolved before‘issuance of the final -
rule;' Overall,'therefore, compared‘to'the-hundreds of millions
of'dollars typlcally requlred to br1ng a new drug to market, FDA
belleves that the ~added: regulatory 1mpact 1mposed by this rule
‘would be unl;kely to‘threaten the‘economlc Vlablllty of any
promising research and development‘project, -
| E. 'Beneflts"* . »v . .'f

This proposed rule is almed at address1ng two problems
assoclated w1th 1nadequate d1rectlons for pedlatrlc uses of
drugs- (i) Av01dable adverse drug reactlons in chlldren,_1 e.
drug reactions that occur because of the use of 1nadvertent drug
overdoses or other drug admlnfstratlon problems tHat could have
been av01ded w1th better 1nformatlon on approprlate ped1atr1c
use; and (2) undertreatment of chlldren w1th a potentlally safe
'andleffective drug, because‘the phys1c1an e1ther prescrlbed an
inadequate dosage or reglmen prescrlbed a less effect1ve drug,
'or did not prescrlbe a- drug, due to the phys1c1an‘s uncertalnty
about whether the. drug or the dose was safe and-effectlverln
children Thus, the prlmary benefits expected from this proposed
rule are the’ reductlons in av01dable adverse drug reactlons and
undertreatments that would result from better 1nform1ng
phys1c1ans about whether, and in what dosages, a given drug was

safe and effective for use in'childrenflx
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" FDA is aware of no systematic data in the literature that
evaluate the magnitude of harm that results from inadequate

ihformationlon the_use §f drugs in Children,'althéugh numerous

anecdotes and case5éxamples exist. Physicians who care for HIV-
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,infeéted.Childfén,'for examplé,'have expressed frustration at
their inability:to treat these children with drugs khoWh.té be
effgcfive_in.adul;s,nbecausé they iéck ihformation‘on how.go.do
S0 safe'lyilc':)rveff‘e‘ctively.5 ‘As meﬁtionéd preViously iﬁ_th;é
preamble, history is rebleté with exampies of éhildfen‘whbfhave
died or suffered'other serious advérse effeéts as a result of the
use of drﬁgs_that havé not been tested.in children'and‘fofiwhich
better, aiternative treatments were évailable.. Many of these
édverse e&ents (e.g.,v"éray baby:syndrome" in babies freatéd with
chlorampheniéol) aevelop'Quickly énd would be de;gcted in.éariy
clinical stﬁdies, | |

While FDA could not develop éAquaﬂtitative estimate bﬁ'the_
potential benefits of the*proposed‘rule,'the agency attempﬁed to
'gain some more systematic insight into the benefits that miéht
éccrue by<éxamining'the rate at which each of 20 NME's (approved
between 1991 and 1995) wére mentioned_in the 1996 IMS Natidnél
Drug and Therapéutics Index-(an.outﬁatient drﬁg use déta‘bése)!
The drugs e#amined were all”of.thosé that could be analyzed in
this IMS data base, lack full pediatric labeling, wefe coﬁéidered
to need fufther pediatric studies at the time of approval):and
would have been affected by the proposed rule.v FDA found that,
after adjﬁsting for the prevalence of the relevant diagnosésuin
~children and‘adulté;‘IS of the 20 drugs were mentioned ies%

frequently-iﬁ_association with'pediatric treatments than with

Time, March 1997.
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adult treatments for the same set'of1approved.indications,' In 11
of these .15 drugs, pediatricg treatment mentions were less than
'vhalf‘as frequent.' Although it is not possible to conclude, based
~ on these data, that children With those diagnoses are necessarily
. undertreated relative to adults,‘these data are consistent with
v_the hypothesis that the lack of pediatric labelingvleads to
suboptimal treatment of childrenl

'FDAvalso examined'the humber of adverse drug events'(ADE's)
reported to the agency from 1991 through 1996 for all NME's
approved during that time. Of the 25 NME's associated with the
highest number of ADE's in children, 8 NME' (responsible for
1,273 pediatric ADE's suffic1ently severe to be reported to FDA)
.‘had no labeling for use in children at all An additional 5A
NME' (responSible for 434 pediatric ADE's) were labeled for use
only in children age 12 .and over , Furthermore, of-these 13 |
NME's, 11 would probably have been required to be the subject of
further pediatric studies (or of a justification for the lack of
studies) under the conditions of this proposed rule if it had
been in place at the tifie of the drug s approval While it is
not possibleé to.conclude that all (or even most) of these ADE's
Qould have'been avoided had these drugs been'fully labeled for
pediatric use,.these data confirm that there is substantial
pediatric,use‘of_drugs not labeled.for such use; that this use is

associated with ADE's, including serious "ADE's; and<thatdthe

improved knowledge and labeling that would result from this

.proposed_rule could bring Significant,benefits to children
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treated with these drugs. The agency solicits information ‘on anyi

available studies or data related to the incidence and costs of
: either undertreatment or av01dable ADE's 1n pedlatrlc age groups
due to the lack of information on the effects of pharmaceutlcals.
"F. Small Entltles ~
FDA believes that this phoposed rule will not have a 3
- significant ecohomic impact onva substantial humber of smaii
entities. New drug development is typlcally an activity |
completed by large multlnatlonal drug flrms " FDA rev1ewedfthe
size of every company that submitted the 60 new drug and .
biological'applications that would likely have been affected by
this rule between 1991aand 1995 (see theﬂfirst two categories in
Table 1) Over this 5—year.period oniy two were'for products
sponsored by small bu51nesses as defined by the Small Business
Admlnlstratlon. ,Becauseiso-few small firms are likely to be
significantly affected ihAany given year, the Commissionerf
certifies that this rule will not'have aosignificant econoﬁic
iﬁpact'on a‘substantial number of small.entitieso Therefore, no
Afurther analysis ie'required under the Regulatory Fiexibility
Act. . The agencf notes, however, that where'pediatric use-.
qualities as ahhorphan indicatioh{keome of these added research
costs could be<reimbursed,under the~various grant‘and taxv‘
deduction provisions of_the Orphan Drug Act.

" XI. Request For bomments
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-

Interested persons may, on or before (insert date 90 days

after publication in the FEDERAL REGISTER) , submit to the Dockets
‘Management Braﬁch (addreés ébove) written’édmments regarding this
proposall}tTwo.copiés.of‘any comments are to be submitted,fekcept
that individuals my submit one copy. Cbmménts are toybé;_l
identifiedlwith the‘aockét,humber found in brackeﬁs-in tﬁe
heading bf'this'aocument. jReéeiVéd comménté méy bé ééen-iﬁ the
Dockets Ménagement Bfanch‘betweéan:a.m. and 4 p;m.( Mdnaay"'i
through Friday. Submit. written comments on the information
collectidn.provisiéns to the foice of'Information‘and Regﬁlatory
Affairé, OMB, New Executive Offige Bldg., 725 17th st. NW.; rm.
10235, Washington, DC 20503, Atén: Desk Officer for ﬁDA.‘ |
o - ‘XIi.' References | | |
Theufollowing references”have been placed on display,in the:
<Docketé Managémenf Branch (addrgss avae) and may;be seen byl
interested pérsoné between 9. a.m. énd 4 p.m., Monday_through
Friday. ) | | |
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Dfugs;’Expoéﬁs,;iﬁpofts; In%esﬁigatiéné, Labelihg, Medical
reééarch, Réporting'and‘recordkéeping~ré§ﬁiremengs, éha Safety.'
21 CFR Part 314 . |
'Administrative pracﬁiée and proéedure, ConfidenﬁialAbﬁsiness
information, D?ugs,‘ﬁepérting and'Récqrdkeeping Reqﬁiréménts; |
21 CFR Part’6dl |
AdminiSﬁrétive practice and prbcédﬁfé,vBindéicé,‘
Confidentialybusiness information, N |
'Theréfore under theAFedéral Food, Drug, and’CoSmetic‘Act,‘
the Public Health‘Ser&ice Act,vand under authority delegatgd to
theVCommiséiéner of Food'éna Drpgs; it‘is proposed that 21 CFR
) ,parts 201, 312, 314,‘and 601 be amended as followsi |
| | ’PART 201——LABELING v |
1. ;The authority citation for 21 CFR pa£tv201 continues to

read as follows: - , o ‘ ' ) t;
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Authority: ‘Secs. 201,'301, 501, 502, 503, éds; 506, 507,
508, 510, 512, 530-542, 701, 704, 721 of the Federal Food, Drug,
and Cosmetic Act (21‘U.SfC.'32l, §31;ﬁ§51,.352, 355, 355; 356,
357,.358, 360, 360b,'360gg—360ss,‘371; 374, 379e); secs. 215,
301, 3515 361 of the Public Health Service Act(42‘U;S.C. 216,
241,,262{l264). _ ‘ | :‘ |

2. New § 201.23 is added,to'suhpartbA-to read as follows:
§ 201.23. ,Reguired pediatric studies. |
| (a) 'A manufacturer of a drug product, including.a
biological drug product 'that is Widely used in-pediatric .
patients, or that is indicated for a very s1gnificant or life
threatening illness, but whose label does not prov1de adequate
information to support its safe and effective use in pediatric
populations for the claimed indications may, in compelling
c1rcumstances, be required to submit an application containing
data adequate to assess whether the drug product is safe and
effective in pediatric populations. The‘application may be'
required to contain‘adequate evidence to support dosagehand
administration inisome or.all pediatric subpopulations, including
'neonates, infants, children, land adolescents,ldepending upon the
known or appropriate use of the drug product in such
subpopulations - The applicant may be required to develop‘a
pediatric formulation for a drug product that 1s 1ndicated for a
very 31gnificant or life threatening illness for which a_y
pediatric formulation is necessary, unless the manufacturer‘
demonstrates that reasonable attempts to produce a pediatric

formulation have - failed
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(b)”.The Food‘and”Drﬁg Administration (FDA) hay, by order

1ssued by the CDER or CBER Center D1rector, after notlfylng the

manufacturer of 1ts 1ntent and offerlng an opportunlty for a

P
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written résponSe and'a meeting, which may include an adviséry
committee meetingﬁfrequirela manufacturer to submit an
appiication containing the information describedbin paragraph (a)
of this section.within a fime speéifiedAin the leﬁter, if FDA
lfinds that: |

li (1) The drug bfoduc£’is Qideiy uséd in pédiétric
populations'for the ciaimed‘indications and the absence pf‘
adequate'lébeling could pose ‘significant risks to pediatric
patients;dér | . | |

(2) The drug broduct is‘indicated fér a very sighifiéant or
life threatening illness,. but additional doéing or safety
information is needed to_pefmit its safe.and effeqtive use‘ih
pediaﬁric patients. | |

(c) (1) FDA.maylgraht a full df;pérﬁial‘waiver of the:
'requiremenfs of paragraph (a)~9f thfé section on ité own
initiative or at the request of an épplicant.

(25 An appliéaﬁt may réquest a fuil‘waivef of the
requireﬁehts of paragraphl(a)ﬁof-thié'section if the applicant
certifies that:

(1) - Nédessary studies are.impoésible or highly impraéﬁical,
'é.g., becéuséithe humber of sﬁch patients is so small or
‘geographically dispefsed;'or |

(ii)i There is_évidende:étroﬂély;éuggesting that tﬁe drug
product woﬁld,be ineffectiVe or unsafe in all pediatric ége

groups.
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(3) An applicant may req@est a éartial waiver of the
requirements.of paragraph (a) of tﬂie section Qith respect to a
speeified pediatric age group, it tﬁe applicant certifiee'that:

(i) The drﬁg_produét: . o

(A) 1Is not indicated for a very 51gn1f1cant or life ,
threatening illness; and

(B), Is not likely to be used 1n a substantlal number of
patlents in that ‘age group, or

(11i) Necessary studles are 1mposs1b1e or highly lmpractlcal
beeause, e.q. the number of patlents ‘in that age group is. so
small or geographlcally dlspersed or

(iii) There. is evidenée.etrqngly sugéesting that the drug
product would be ineffective or uneafe in;that,age érouﬁg er

{iv) The applicant can demonstrate that reasonable attempts
to produceaa.pediatrie formulation necessary for that age group
have failed; |

(4) The’request for a Waiver_must‘prOVide an adequate
justification;‘ | | N |

,(5) 'FDA shall grant arfull or partial,WaiVer,‘asv
appropriate, if the agency finds thaﬁ there is‘a'reasonable basis
on Whlch to conclude that one or more of the grounds for walver
specified in paragraph (c) (2) or (c)(3) of thlS section have been
met. If a waiver is granted on the groﬁnd that it is not |
possiblerto &eveioéva pediatrie formulatioﬁf the‘waiver will
‘cover only those pediairic age greﬁps requiring that ferﬁulation.

If a waiver is granted because there is evidence that the‘product

f
§
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wouid be ineffective or ﬁnsafe in-bédiétfic pdpulatiohs, tﬁis
information will be included in the product's labeling. (d)
If a ménufécﬁurer failé'to submit a supplémental application |
containipg the evidenceAdescribed in paragraph (a) within ﬁhe
‘time Spegified b? FDA, and the Center Director of CDER or CBER,
under the requirements of paragraph (c). of this seétion,.has not
‘granted a waiver,‘the drug ﬁroduct may be considered misbranded
or aﬁ unapproved.new~drugJ
| ".'PART 312—-II¢VESTIGATIONAL,NEW DRUG ,APPLI‘CAT:IONV

3. Tﬁé authdrity citation’ for 21 CFR part 312 continues to
.reéd~asifollows; | o .

Authority: Sécs.‘20;, 301, soi,ﬁsozy 503, 505, 506, 507,
701 éf the'Eéderal ?ood,;Drug; and Cosmetic Act (21 U.S.C. 321,
331, 351, 352, 353, 355, 356, 357, 371); sec. 351 of the Public

Health Service Act ‘(42 U.S.C. 262).



4, _Seotion 3i2.23 ie‘amehded by redeeignatrng‘paragraph,
‘(a)(lo)(iii) as paragraph (a) (10) (iv) and addingbnew‘paragraphh
(a) (10) (iii) to read as follows: N
§ 312.23 IND content'and format;~

(a) **x |

(10) % * x L -

(iii) Pediatrig studies. If the drug' is a new ohemict:ai
entity, plans for asseselng pedlatrlc safety and effectlvenees;

'5. Section 312 47 is amended by revising paragraph

(b) (1) (1) and the second sentence of paragraph (b}(2) and by
adding a new sixth sentence to paragraph (b)(l)(v) to read as
follows:
§ 3léf47 Meetings.

* * % % * .

(1) End-of—Phase 2 meetinge—-(i) Purpoee The purpose of
‘an end of -phase 2 meeting 1s to determlne the safety of
proceedlng to phase 3, to evaluate the phase 3 plan and protocols
and the adequacy of plans to assess pedlatrlc safety and
effectlveness, and to ‘identify any additional 1nformatlon
necesearykto support a marketing application for the uses'under
investigation. | | - . |

* * » R . e *

(v) Conduct of meeting. * ok o* FDAiWilldalso providedits‘
| best judgment at that time,»of the pedlatrlc studies that will

" be required for the drug product and their tlmlng —_—


http:time,.of
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(2) "Pre-NDA" meetinqs.k'*‘*~?EThe‘ptimary pﬁrposeleﬁ this
kind'ef‘exchange is to,uncever any ﬁajor uﬁresolﬁed'problems, to
identify those studies that theasponsor is relying on aS‘adeqﬁate
and weli~controlled_to establish the drﬁg's effectiveness, to
identify current or planned stedies‘edequate_tc,assess‘pediatric»
1safet§‘and effectiveness, to aequéintvFDA revieweis<with,the
geﬁeral infOrmatien to be submitted in the marketing;application,
(includihgrtechnical information), to discuss approériate methods
for statistical analysis of the data, and to discuss'the,best |
abproeeﬁ toithe.bresentation ahdrformatting of data in the,

‘matketing application. | | | |

6. Section 312.82}is emendedrby revising the‘last sentence:
of patagreph‘(a} and the second sestence of paragraph (b) to read
as foliows; ‘ ‘
§f312.82‘:EarlyrconSultetion.;

* * } * : * *

(a) Preeinvestiqationai new_drug (iND)Vmeetieqs. * % * The
meeting may alse previde an opportunity for discussiné thelscope»
and ‘design ofiphase*l‘testingpiplans’for Studying‘thefdtugj
product in pediatric popuiatiensr ana the best approechwfqt
presentation‘and fo:méttiggof’data in the IND.

(b) End—of—ghase‘i meetings. * * * The primary purpose of
this meeting is to review and reach agreement on the design of
phase 2 ‘controlled cliniealetrials;‘withithe‘gdal‘that such
testiﬁg will be adequate to-previde'sefficient dets on the drug’s

safety and effectiveness to support a. decision on its
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rapprovability for'marketing, andato.discusa the neéd forL as.well
as the design and_timing of, studies Qf fhe drug}ih pediatrié
patients. | -

PART 314--APPLICATIONS FOR FDA APPROVAL TO MARKET
A NEW DRUG OR AN ANTIBIOTIC DRUG

7. The authority citation for él CFR part 314 caﬁtinaes'to.
fead as follows: | | N
Authority: Secsl 201, 301, 501, 562, 503; 505, 506, 507, 701,
_ 704, 721 of the FederalﬁFood, Drug, and Cosmetic-Act (21 U.s.C.’
f321,.331; 351, 352, 353, 355, 356, 357, 371, 374, 379%e) . |
| . 8. Section 314.50 is amended in subpart B by adding new
paragrapha (d) (7). and (9) and.by redesignating paragraphs (g)

-through (k) as paragraphs (h) through (1) to read as follows: -

§ 314.50 Content and format of an application.

* * : * ' * : T %

(7) Pédiatric use section. - A aeptian_describipg the.
inﬁestigatioh of ‘thé drug for use ih(pediatric pépulatioﬁs}
iﬁcluding ah‘integrated summafy of thé'iﬁformation (the clinical
pharmacology studies, contrélled clinical studies, -or |
luncontrolled clinical studiesL ar other data or information) that
is.reievant to the safety and effectiveness and bénefits and'
risks of the drué.in pediatric’ populations for the .claimed
indications, and a reference to the full descriptions of sﬁch
studies provided under paragraphs (d) (3) and (d)(5)ibf_thié

section.
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x * *\.‘__* ' *

(g) Pediatric use information--(1) General requireménts.

Except as provided in paragraphs (d) (2) and (d)k3) of this

' section, each application for a new chemical entity shall c6ntain
data that are‘adequate to assess the safety and effectiVenéss of
ghe‘drUg product for the claimed indications in pediatric‘.
populations, inéluding neonafes, infants, children, and
adolgséents, and to support dosing and administration'informétion
for each pediatric subpopulation for which the drug is safe and
effective. Where the course‘of the disease and the effects of
the drug are sufficiently similar in adults and pediattic
‘patients, FDA may ¢ondlude that pediatric effectiveness can be
‘extrapélated from adequate and weli—controlled étudies in adults.‘
based on othef informatioﬁ, such as pharmacokineﬁic stpdieég
Studies may not.have to be carried out in eachupediatric aée
group, if.data'frbm one age group’ can be extrapolated to others.
Asséssments_of safety and.éffeCtiveness required ﬁnder_tﬁis

. section for a.drug product that ré?reéehts a Meéningful
thérapeutic benéfit over existing treatménté fér‘pediatriéi
patients must be carried out using'apprOpriate‘formﬁlationé for

each age group(s) for which the .assessment is required.

(2) Deferred submission. FDA méy, on its own initiati?e'or
at the request of an.applicant,rdefer submission of somelor_ail
assessments of safety and effectiveness deséribed in paﬁagraph
(g) (1) of this section until after approval of the drug product

for use in adults. If an applicant requests deferred submission,
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‘the request must prov1de a certlflcatlon from the appllcant of
vthe grounds for delaylng pedlatrlc studles,ia descrlptlon of the
’planned or- ong01ng studles,\and ev1dence that the studles are |
- being or w111 be conducted w1th due dlllgence and at the earllest
.poss1ble tlme ' If FDA determlnes that there ig -an adequate ”
justlflcatlon for temporarlly delaylng the subm1ss1on of
assessments of pedlatrlc safety and effectlveness, the drug
product may be approved for use 1n adults sub]ect to the

requ1rement that the appllcant submlt the requlred assessments

w;thln a spe01f1ed tlme.v,'

(3) ‘Waivers~~(i)g FDA-may grant a full or partial waiVerfoffiz,~

thenrequlrements of paragraph (g)(ilion its own initia}iyeior»at ;
the request of an- appllcant | o | |
(11)’ An appllcant may. request a full walver of the
requirements’ of paragraph (g)( f 1f the appllcant certlfles that
" (A) The’drug product:~
(1);~D§es not'representfa meaningful'therapeuticwbenefit
_over exrstlng treatments for pedlatrlc patlents ‘and - "“;f
.(g)~ Is not llkely to be used in a substantlal number'of
pediatric patlents,ror | |
.(é) Necessary studles aredlmp0831b1e or hlghly 1mpract1cal
e. gt because ‘the number of such patlents ‘is’ so small or |
geographlcally dlspersed or | v d | . }
| (C) There is. ev1dence strongly suggestlng that the drug

product would be 1neffect1ve or unsafe in- all pedlatrlc age

'groups.



A(iii)= An appllcant may‘request a partlal walver of the

A‘requrrements of paragraph (g)(l) of th1s sec¢tion w1th respect to-

‘a spec1f1ed ped1atr1c age group, if the applicantucertffiesjthatr
3?(A)w The drug product | | |

:TLTQ Does not represent a meanrngful‘therapeutlc beneflt
'over ex1st1ng treatments for ped1atr1c patlents in that age -
,group,‘andr‘ | : | |

B K;) Is not lrkelyvto be.usedkln ‘a substantlal number of
.pat1ents in’ that age group, or wj; "‘}f;f-j | |

:(BY- Necessary stud1es are 1mposs1ble or h1gh1y 1mpract1cal
“because,‘e g _(the number of pat1ents 1n that age group isi so
small or geographlcally dlspersed or;v;’tﬁj.L-?f‘; tf'{';%f_

(C) There is. ev1dence strongly suggest1ngvthat.the drug
product.would be 1neffect1ve or unsafe 1n that age group;’

”(D). The appllcant can: demonstrate that reasonable attempts
torproduce a ped1atr1c formulatlon necessary for that age group
haveffalledf | ‘ | . .

i(iv)' Thevreguest:forpa wafver must'provide an‘adequate
‘just1f1catlon | o - o |

‘(v)j FDA shall grant a full or partlal wa1ver, as
approprlate,'lf the agency f1nds that there is a reasonable basfs
on wh1ch to conclude that one or more of the grounds for“walver.
?spec1f1ed 1n paragraph kg)(2)‘or (g)k3) of thlslsectlon have been
met:__If a wa1ver is granted on the ground that‘1t 1s\not h"‘ “
poss1ble to develop a ped1atr1c formulatlon, the waiver w1ll

I

cover only those ped1atr1c age groups requ1r1ng that formulatlon
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If é waiver is grahted because;there is evidenéefthat the pfbduct
would be 1neffect1ve or .unsafe in pedlatrlc populatlons, this
1nformatlon w111 be 1nc1uded in the product's 1abe11ng

9. Seetlon 314.81 is amended‘by revising paragraph‘
(h)(z)(mii) and by adding two‘new sehtehces’at‘the‘end df‘.‘
paragraph‘(b)(2)(i)fand a new paragraph (b)(2}(vi)}é) to readiss
follows:h o ‘ o - L
§ 314.81 'Otheffgestmarketinéqreports.

* o *. ' ' o : R ‘ *

(i) " Summary. * * *-The summary shall brlefly state. whether
' 1abe11ng supplements for pedlatrlc use have been submltted and |
.whether.newdstudles in the pediatric popu;atlon_to supportt
apperriete 1abe1ing‘for the'pediatric popdlation have been
ihitiated;w Whete Qossihie; an‘estimate of petieht exposﬁre to:
the drug product, with'special reference toAthe pediatric
éopuiatienjtneohetes, infants,-children,‘and addiescentsf‘should
be—provided, ihclUding desage«form.h ' |

(vi) x ok |

(C)z’Anélysisvof'availeble safety eﬁd effieacy datak';
conducted.er‘cbtained bf‘the,appiiesht in the Qediatric -
population‘and ehanges proposed in the label‘baSed on this'
1nformatlon An assessment of data needed to ensure approprlate

labellng for the pedlatrlc populatlon should be included.
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(vii) Status reports. A statement on the current status of
any postmarketiné studies perfdrmed by, or:On behalf of, the
appliéant.n The statement shall include the sﬁatus of
postmafketing clinical,studiés in pediatric populations required
or agreed to, e.g., to belinitiatéd, ongoing (withfﬁrojected
complétion date), completed {(including date), é@mpleted and
results submitted,tq the NDA (including date). To facilitate
communications beﬁween FDA and the applicant,'the réport may, at
the aﬁpiicaht'sidiscretioh} also coﬁpainaa list of any open
régulatory’business w;th7FQA,concerning the drug product subject
"té the apﬁiication. | o {
’ * : * . o . - * "%
‘ PART 601——LICENSiNG
10. The authority citatiéﬁ for 21 CFR part 601 continues to
réad as follows: 4 |
- Authority: Secs. 201, 501, 502, 503, 505, 510, 513-516,
518-520, 761, 704, 721, 801 of the %ederal Food, Drug, and
Cosmetic Act (21 U.S.C. 321, 351, 352, 353, 355, 360,_360c-360f,
 360h-3603, 371, 374, 379e, 381); secs. 215, 301,'351, 352 of the
l?ublic Health Service Act {42 U.8.C. 21s, 241,‘262,1263);ns§cs.
2-12 of the Fair PaCkagihg and Lébeling Act (15 U.S.C. 1451- .
1461) . - | | L |
| il. NeWAg 601227 is added to subpart C to.readlas foilows;
§ 601.27 Pédiatric studiés, ‘ |
<(é).‘Gener§i requirements. Except as providedlin paragraphs

(b) and (c¢) of this section, each application for a new
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biological:prOduct for which the applicant has not previously
obtained approval’shall contain data‘thatdare'adequate to assess
- the safety and effectiveness of the product for the claimed
‘indications in pediatric populations, including neonates,
infants,.children,vand'adolescests, and to support dosing and.'
administration information for each'pediatricAsubpopulatiOn'forA
which:the«product is‘safe and effective. ‘Where the course of the
ddisease and the effects of the product are Similar in adults and
pediatric patients,'FDA may conclude that pediatric effectiveness
can be extrapolated from adequate and well—controlled.
effectiveness.studies<iﬁradﬁlts, based‘on’other information; such
as pharmacokinetic studies.  In additioﬁ; studies may not have to
be carried out in each pediatric age groﬁp, if dataifroﬁ’one age;
group~cah be extrapolatedlto'others. Assessments required‘tnder
this section for a(product that represents a,meaningful
therapeutic benefit over existing‘treatments ﬁust beicarried out-
’using appropriate formulatioﬁs‘for the age group(s) for,which the
assessment is reduired.

(b) Deferred SmeiSSion;? FDA may, on its oWn initiative or
at the request of an applicant defer submiSSion of some or all
assessments of safety and effectiveness described in paragraph
(a) of this section until after licens1ng.of the,product for'use
in adults. .lf an’applicant requests deferred submission, the
request must provide&an'adequate~justification for delaying

pediatric studies, a description of the planned.or ongoing
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studies,.and evidence that the studies are being or will be
conducted:with due diligencevend>at‘the earliest possiblewtime.
mIstDA'determihes that there'is;en»adequete’justificatiohffor
temporariiY‘delaying the’submission_of assessments of'pediatric
safety and effectlveness, the product may be licensed for use in
adults subject to the requlrement that the appllcant submlt the
trequlred assessments W1th1n e speC1f1ed tlmer

(c) W@ivers.' (1) }EDA.mayugrant a full or partial waiver
cf the'requirements‘of paragraph {a) ot‘this section Onpits'own
initiative or at the requesttOE:an‘applicaht.

'(2) An applicant mey request a full waiver'of the
,requlrements of. paragraph (a) of thlS sectlon 1f

(i} The product | t

(A} Does not represent a meaningfulltherapeutic.benefit
cver existing therepies‘forjpedietric patients and

(B)V~Is not iikely'to be used-in a substantiel number of
pediatric patients, or |

(ii) Necessary studles are 1mp0851b1e or hlghly 1mpract1ca1
beCause, e.g., the number of such patlents is 8O small or
geographically dlspersed or |

“(iir) There is evidence strongly suggestlng that the
product would be lneffectlve or unsafe in all pedlatrlc age
groups.

{3}"An applicant may request‘a partial waiver of the
requirements‘of paregraph (a)'with respect to a specifiedj

pediatric age group, -if:



(i) The prdduct:

(A}; Does notgrepresent a_meaningful:ﬁhérapéutic_béhefiﬁ
over exisﬁihg therépies fér pediatric pétientS‘in‘that age gfoup,
and | | |

(B) Is not likéiy to bé used in a subétantial‘ﬁumbef of;
patients in that age group, or |

(ii) . Necegsary‘séudies are imbossiblévor highiy
*impraétical, é.g., bécausé the number of patients in that age
group is so Smali or geogréphiéaliy’dispérsea, |

(1id) _Thgrg‘is e&iaencé strongly suggesting}that the
product would be ineffective or unsafe in ﬁhét age group, Or

(iv) The épplicant(¢an demonstrate thatAreésonabie attempts.
'to produce a’peaiafric formulation ﬁecessary for th%t aée grbup
‘havé failed. | ‘

(4)“vThe request. for a waiver must provide an adequate
justification.‘ |

(5) FDA’shall gfant a f£11 or pafﬁial'waiQer, as
‘ appropriéte, if the agency fiﬁdsiﬁﬁap there "is a réaSonablé‘basis
on‘Which to c%nclude'thaﬁ one or ﬁére of the grounds for waiver . -
épecified inAparagrapﬁs (2) or -(3) of this section have been met;u
If a waiverlié grahted on the ground that it is not péssible\td—~f
deﬁelop a pediatric formﬁiation, thé walver wiil-éover only those

pédfatfiq age gfoups requiring,thatﬁfdrmulationa  If a waiver is
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granted because'there is evidence that'the prodﬁct would be
ineffective or unsafe in pediatric populations, this infbrmation

will be inéluded'ih”the product 's labeling.

Dated:

Michael A. Friedman . .
Lead Deputy Commissioner for the ‘ .
Food and Drug Administration R g

Donna E. Shalala : . ‘
Secretary of Health and Human Services
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