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SUWARY: The Food and Drug Adm nistration (FDA) is proposing new
regul ations requiring pediatric studies of certain new drug and
bi ol ogi cal products. Many new drugs and bi ol ogi cal products
represent treatnments that are, at |east at tines, the best
avai |l abl e treatnent for children, but nost of them have not been
adequately tested in the pediatric subpopulation. As a result,
product |abeling frequently fails to provide directions for safe
and effective use in pediatric patients. The proposed rule would
attenpt to partially address this |ack of pediatric use
information by requiring that manufacturers of a limted class of
new drugs and new bi ol ogi cal products provide sufficient data and
information to support directions for pediatric use for the

cl ai med indications, before or soon after approval.

Manuf acturers of a limted class of marketed drugs and bi ol ogi cs
woul d al so in conpelling circunstances have to provide such dat a.
This proposed rule is part of a conprehensive effort to increase
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t he nunber of new drugs and bi ol ogi cal products with clinically
significant use in children that carry adequate |abeling for use
I n that subpopul ati on.

DATES: Witten comments and reconmendations by (insert date 90

days after date of publication in the FEDERAL REG STER). Witten

comments on the information collection provisions should be

submtted by (insert date 30 days after date of publication in

the FEDERAL REG STER). For further information of the agency's

i npl ementation plan, see section VIl of "Supplenentary

I nformation"” in this docunent.

ADDRESSES: Submit witten comments and recommendations to the
Docket s Managenent Branch (HFA-305), Food and Drug

Adm ni stration, 12420 Parklawn Dr., rm 1-23, Rockville, MD
20857. Submt witten coments on the information collection
provision to the Ofice of Information and Regul atory Affairs,
OMB, New Executive Ofice Bldg., 725 17th St. NW, rm 10235,

Washi ngton, DC 20503, Attn: Desk Oficer for FDA
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FOR FURTHER | NFORMATI ON CONTACT:
Paul a Bot stein,
Center for Drug Evaluation and Research (HFD 103),
Food and Drug Adm nistration,
5600 Fi shers Lane,
Rockville, MD 20857,
301-827-3144, and
Ann M Wtt,
O fice of Policy (HF-22),
Food and Drug Adm nistration,
5600 Fi shers Lane,
Rockville, MD 20857,
301-827-5321.
SUPPLEMENTARY | NFORVATI ON:
. Introduction
Children are subject to many of the sane di seases as adults,

and are, by necessity, often treated with the same drugs and
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bi ol ogi cal products as adults. According to the Anmerican Acadeny
of Pediatrics, however, only a small fraction of all drugs and
bi ol ogi cal products marketed in the United States have had
clinical trials perforned in pediatric patients and a majority of
mar ket ed drugs are not | abeled for use in pediatric patients or
for use in specific pediatric age groups (Ref. 1). A recent FDA
survey simlarly concluded that nost products that are indicated
for diseases occurring in both adults and children have very
little informati on about pediatric use in their |abeling (Ref.
2). For sone products, including vaccines and antibiotics,
pediatric use information is generally adequate. Many drugs used
in the treatnent of both common chil dhood ill nesses and nore
serious conditions, however, carry little information about use
in pediatric patients. Less than half the drugs approved for
treatment of human i mmunodeficiency virus (HV) infection or
acconpanyi ng opportunistic infections carry any pediatric safety
or effectiveness information, and, of those that do, the data are
often inconplete and linmted to certain pediatric age groups.
Pediatric labeling is also inadequate for such drug cl asses as
steroids, drugs to treat gastrointestinal problens, prescription
pai n nedi cations, antihypertensives, antidepressants,
antirheumatic drugs, and drugs to treat ulcerative colitis.

Saf ety and effectiveness information for sonme pediatric age

groups is particularly sparse. For exanple, there is al nbst no
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I nformation on use in patients under 2 years of age for nost drug
classes (Ref. 2).

Many of the drugs and bi ol ogi cal products nost w dely used
in pediatric patients carry disclainers stating that safety and
effectiveness in pediatric patients have not been established
(Refs. 2 and 3). Based on 1994 data fromIMs Anerica, Ltd., a
research firmthat provides data on prescription drug usage, FDA
conpiled a list of the 10 drugs that were nost w dely prescribed
for pediatric patients, on an outpatient basis, despite
i nadequate pediatric labeling. |In each case, the |abel |acked
any use information for the age group prescribed to, or the
i nformati on was i nadequate. The drugs were: Al buterol
i nhal ati on solution for nebulization for treatnment of asthma
(prescribed 1,626,000 tinmes to pediatric patients under 12);
Phenergan for treatnment of allergic reactions (prescribed 663, 000
times to pediatric patients under 2); anpicillin injections for
treatment of infection (prescribed 639,000 tines to pediatric
patients under 12); Auralgan otic solution for treatnent of ear
pain (prescribed 600,000 tines to pediatric patients under 16);
Lotrisone creamfor treatnent of topical infections (prescribed
325,000 tines to pediatric patients under 12); Prozac for
treatment of depression and obsessive conpul sive disorder
(prescribed 349,000 tines to pediatric patients under 16,
including 3,000 tines to infants under 1); Intal for treatnent of

asthma (solution prescribed 109,000 to pediatric patients under
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2; aerosol prescribed 399,000 tinmes to pediatric patients under
5); Zoloft for treatnent of depression (prescribed 248,000 to
pediatric patients under 16); Ritalin for treatnent of attention
deficit disorders and narcol epsy (prescribed 226,000 tines to
pediatric patients under 6); Alupent for treatnent of asthnma
(184,000 tines to pediatric patients under 6). These 10 drugs
were thus prescribed over 5 mllion tinmes in 1 year for pediatric
patients in age groups for which the | abel carried a disclainer
or | acked adequate use information (Ref. 2).

The absence of pediatric |abeling information may sonetines
require the physician caring for children to choose between
prescribing drugs w thout well-founded dosing and safety
information or utilizing other, potentially |ess effective,

t her apy.

| nadequat e pedi atric | abeling thus exposes children to the
ri sk of unexpected adverse reactions or |ack of optinal
treatment. Even after a drug has been used in pediatric patients
for sone tinme, and there has been substantial clinical experience
with the drug, directions for safe and effective use in pediatric
patients are not provided on the |abel.

Chil dren were once viewed as a population entirely distinct
fromadults, in whomsafety and effectiveness of new drugs had to
be established entirely independently. It has becone
i ncreasingly clear, however, that children may be considered a

denogr aphi ¢ subpopul ation with many simlarities to the adult
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popul ation. In nost cases, drugs and bi ol ogical products behave
simlarly in denographic subgroups, including age and gender
subgr oups, even though there may be vari ati ons because of
differences in, for exanple, pharmacokinetics. As FDA has
already stated in a FEDERAL REQ STER docunent, where the di sease
and the drug’'s effects are simlar in adults and chil dren,
adequate and well-controlled trials may not be needed in children
to establish pediatric use information (59 FR 64240, Decenber 13,
1994) (hereinafter referred to as the 1994 rule).

Al t hough use of a drug in children is no | onger considered a
new i ndi cation (with the exception of specific "pediatric
i ndi cations"), the devel opnent of additional information in
pediatric patients is needed to provide appropriate dosing
reconmendati ons. Correct pediatric dosing cannot necessarily be
extrapol ated fromadult dosing information using an equival ence
based either on weight mlligrans per kilogram (ng/kg) or body
surface area (ng/square neter (nf)). Potentially significant
di fferences in pharmacokinetics may alter a drug’ s effect in
pedi atric patients. The effects of growmh and maturation of
various organs, maturation of the imune system alterations in
met abol i sm t hr oughout i nfancy and chil dhood, changes in body
proportions, and other devel opnental changes may result in
significant differences in the doses needed by pediatric patients
and adults. For exanple, studies have shown that fentanyl, a

potent opioid, wdely used in anesthetic managenent of infants
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and small children but not | abeled for use in pediatric patients
under 2 years of age, denonstrates differences in clearance
bet ween the neonatal period and 2 or nore nonths of age due to
| mprovi ng hepatic blood flow and hepatic m crosonmal maturation
(Ref. 4). Conparable doses in adults and neonates (cal cul ated on
a mcrogram (ug)/ kg basis) produce twofold to threefold higher
pl asma concentrations in neonates (Ref. 5). Pharnmacokinetic
differences of this kind denonstrate the inportance of studying
t he pharnmacoki netics of a drug in pediatric patients of different
ages before they are widely exposed to it. Inadequate dosing
informati on may expose pediatric patients to dangerously high
doses or to ineffective treatnent. The absence of pediatric
testing may thus result in less than optinmal treatnent for many
pedi atric patients.

Pedi atric patients receiving i nadequately tested and | abel ed
drugs are al so exposed to the risk of unexpected adverse
reactions. One of the earliest cases in which serious adverse
events were observed in neonates follow ng adm nistration of a
drug that had not been adequately studied in pediatric patients
was t he devel opnent of "gray baby syndrone"” from chl oranphenicol,
an antibiotic (Ref. 6). After an initial report of 5 deaths and
a subsequent report of 18 deaths in neonates, it was |earned that
the immture livers of these infants were unable to clear
chl oranpheni col fromthe body, allow ng toxic doses of the drug

to accunmul ate. O her cases in which inadequately studied drugs
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have resulted in serious adverse effects in pediatric patients
I nclude teeth staining fromtetracycline, kernicterus fromsulfa
drugs, w thdrawal synptons follow ng prol onged adm ni strati on of
fentanyl in infants and small children, seizures and cardi ac
arrest caused by bupi vacai ne toxicity, devel opnent of colonic
strictures in pediatric cystic fibrosis patients after exposure
to hi gh-dose pancreatic enzynes, and hazardous interactions
bet ween erythromycin and m dazol am (Refs. 7, 8, 9, 10, 11, 12,
13, 14, 15, and 16). Many such adverse reactions could be
avoided if pediatric studies were conducted before drugs were
wi dely used in pediatric patients.

Failure to conduct pediatric testing nmay, in unusual cases,
deprive pediatric patients of significant therapeutic advances.
Failure to develop a pediatric formulation of a drug, where
younger pediatric popul ati ons cannot take the adult fornmulation,
may al so deny pediatric patients access to inportant therapeutic
advances, or require pediatric patients to take the drug in
honenade, poorly bioavail able fornul ations.

1. FDA Initiatives to Inprove Pediatric Use Information

FDA has taken a nunber of steps in recent years to address
i nadequat e pediatric drug testing and i nadequate pediatric use
information in drug | abeling. Perhaps the nost significant step
was the issuance of the 1994 rule requiring drug manufacturers to
survey existing data and determ ne whether those data are

sufficient to support additional pediatric use information in the
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drug’s labeling (59 FR 64240). Under the 1994 rule, if a
manuf acturer determ nes that existing data permt nodification of
the | abel’ s pediatric use information, the manufacturer nust
submt a supplenental new drug application (NDA) to FDA seeking
approval of the | abeling change. The rule explicitly recognizes
that controlled clinical studies to support pediatric use
I nformati on need not have been carried out in pediatric patients
where the course of the disease and the effects of the drug are
sufficiently simlar in children and adults to permt
extrapolation fromthe adult effectiveness data to pediatric
patients. In these cases, controlled clinical studies in adults
t oget her with pharmacoki neti ¢ and adverse reaction data in
pediatric patients may be sufficient to establish pediatric
safety and effectiveness.

Al t hough the preanble to the 1994 rul e recogni zes FDA' s
authority to require drug manufacturers to conduct pediatric
studi es on a case-by-case basis, the rule does not inpose a
general requirenment that manufacturers carry out studies if
existing information is not sufficient to support pediatric use
information. Instead, where there is insufficient information to
support a pediatric indication or pediatric use statenent, the
rule requires the manufacturer to include in the drug’ s |abeling
the statenent: "Safety and effectiveness in pediatric patients
have not been established."” Because the rule focuses on

gathering existing information about pediatric use, rather than
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carrying out new studies, supplenents filed in response to the
rule will be for marketed drugs. The rule does not apply to
products first entering the marketplace, except to the extent
that pediatric studies conducted on such products before approval
can take advantage of the rule’ s explicit authorization to rely
on pharnmacoki netic data rather than adequate and well-controll ed
studies in pediatric patients, and that |abeling statenents about
pediatric use nust conformto the rule’ s |abeling requirenents.

FDA's Center for Drug Eval uation and Research (CDER) and
Center for Biologics Evaluation (CBER) and Research have
i npl emented a "Pediatric Plan" designed to focus attention on and
encour age voluntary devel opnent of pediatric data both during the
drug devel opnent process and after marketing. At specified
poi nts during the investigation of a new drug or bi ol ogi cal
product, FDA staff discuss with the sponsor the data needed to
support pediatric |abeling and encourage themto conduct needed
studies. CDER and CBER have al so begun to inplenment a programin
whi ch, after review of an NDA, biologics |icense application
(BLA), or supplenental application, the FDA reviewer fills out a
"pediatric page." The pediatric page does not itself inpose any
requi renents, but describes the adequacy of product |abeling for
pedi atric patients and plans for further pediatric studies. |If
pediatric labeling is found to be inadequate, the pediatric page
states whether additional pediatric studies are needed. |If

pedi atric studies are needed, the pediatric page states whet her



11

the applicant has agreed to conduct the necessary studies and, if
necessary, to develop a pediatric formulation. FDA is also
devel oping a draft gui dance docunent on pediatric
phar macoki neti cs.

In addition, FDA has taken steps to inprove pediatric use
I nformation for marketed drugs under the pediatric plan. CDER
has identified the 10 drugs nost used in pediatric popul ations
for which there is no pediatric use information or for which the
pediatric use information is inadequate given the pattern of use
in pediatric patients. The manufacturers of these drugs have
been notified of the wi despread use of their drugs in the
pedi atric popul ati on and asked to respond to the 1994 rule. CBER
is currently identifying the biological products nost frequently
used in pediatric patients without |abeling information. FDA has
devel oped gui dance to manufacturers on the content and format for
pedi atric use supplenents under the 1994 rule and is tracking
pedi atric use supplenents and comn t nents.

1. Results of Actions to Date and Need for Additional Steps

Al t hough the actions taken by FDA to date have produced sone
gains in pediatric |abeling, they have not yet substantially
i ncreased the nunber of drugs and biol ogical products for which
there is adequate pediatric use information. The percentage of
new products entering the marketplace that contain adequate
pedi atric safety and effectiveness information has not shown

consistent inprovenent in the |ast decade. An informal survey
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conducted by the American Acadeny of Pediatrics in 1990 found
that of all new nolecular entities (NVE s) approved between 1984
and 1990, 20 percent had information on pediatric use. Not al
NVE' s have usefulness in pediatric patients, however. For
exanple, for NVE' s approved in the years 1991-1996, 53 percent
were regarded by FDA as having potential usefulness in pediatric
patients. Presumably, if only the NMEEs with usefulness in
pedi atric patients had been considered in the survey, the
percentage with pediatric |abeling would have been sonmewhat
hi gher, and as high as 42 percent.

FDA conpared t he nunmber of NME s approved in 1991 and 1996
with potential usefulness in pediatric patients and | ooked at the
adequacy of pediatric |labeling for those drugs. Fifty-six
percent (9/16) of the NVE s approved in 1991 with potenti al
useful ness in pediatric patients had sone pediatric |abeling at
the tine of approval. 1In 1996, only 37 percent (15/40) of the
NVE s with potential usefulness in pediatric patients had sone
pediatric labeling at the time of approval. (For both 1991 and
1996, those drugs counted as having pediatric | abeling nay not
have been | abeled for all age groups in which the drug was
useful.) The manufacturers of an additional 17 drugs prom sed to
conduct pediatric studies after approval. It is uncertain how
many of these promises will result in pediatric labeling. O the
seven NVE' s approved in 1991 for which postapproval pediatric

studi es were prom sed, only one now has pediatric |abeling.
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These data indicate that voluntary efforts have, thus far,
not substantially increased the nunber of products entering the
mar ket pl ace with adequate pediatric | abeling. Therefore, FDA has
tentatively concluded that additional steps are necessary to
ensure the safety and effectiveness of drug and bi ol ogi cal
products for pediatric patients. This proposed rule includes
provi sions that would require the manufacturers of certain new
and mar keted drugs and bi ol ogi cal products to evaluate the safety
and effectiveness of their products in pediatric patients, where
existing information is not sufficient to support pediatric use
| abeling but the product is likely to be commonly used in
pedi atric patients, the product is a new drug or bi ol ogi cal
product which would provide a nmeani ngful therapeutic benefit to
pedi atric patients over existing treatnents, or the product is a
mar ket ed drug or biol ogical product which is indicated for a very
significant or life threatening ill ness.

Al t hough this proposal woul d address the |ack of pediatric
| abel i ng through the inposition of regulatory requirenents, the
agency solicits comment on whether there are other ways to assure
that manufacturers reliably conduct pre- or postapproval studies
in pediatric patients.

At the sanme time as it is issuing this proposed rule, FDA
has initiated other actions that it hopes will encourage the
devel opment of adequate pediatric use information. FDA plans to

devel op gui dance on clinical trial designs for assessing
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pedi atric safety and effectiveness. The agency has al so
di scussed with the pharmaceutical industry a policy on user fees
for pediatric studies designed to encourage the subm ssion of
these studies. Such a policy could be inplenented through
| egislation at the tine of reauthorization of the Prescription
Drug User Fee Act of 1992. FDA has proposed that user fees be
wai ved for supplenents to add pediatric use |abeling, unless the
suppl enents contai n adequate and well-controlled clinical trials.
Thus, supplenents that rely on pharnacokinetic data to
extrapol ate fromexisting adult studies would not be subject to

user fees. FDA might also be prepared to waive the user fee for
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suppl enents contai ning pediatric use studies for which FDA
granted a request to defer subm ssion until after approval.
Finally, FDA has issued a policy statenent describing the

types of evidence necessary to support supplenents. In that
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policy, FDA provides guidance to manufacturers on the
circunstances in which FDA may approve a supplenent in which
confirmation of the results of an adequate and well-controlled
trial is provided by infornmation other than a second adequate and
wel |l -controlled trial precisely replicating the first trial, or
by studies without the extensive docunentation ordinarily
required.

The agency believes that financial and other incentives to
manuf acturers, although |argely beyond FDA' s current authority,
could further increase the nunber of drugs and biologics with
adequat e pediatric | abeling.

V. Public Hearing

Because of the inportance of ensuring the safety and
ef fecti veness of the medications adm nistered to children and the
need to address the absence of pediatric |abeling in the nost
ef fective manner possible, FDA intends to hold a public hearing
at which recogni zed experts in the field, nmenbers of the
pharmaceutical industry, and other interested parties will have
an opportunity to discuss the issues raised by this proposal.

V. Description of the Proposed Rule

The proposed rule is designed to ensure that new drugs and
bi ol ogi cal products that are |likely to be commonly used in
children or that represent a neani ngful therapeutic benefit over

existing treatnents for children contain adequate pediatric
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| abeling for the approved indications at the tinme of, or soon
after, approval. The rule would therefore require a manufacturer
of a drug classified as a "new chem cal entity" or a new (never-
bef or e- approved) bi ol ogical product to submt, before approval,
safety and effectiveness information on rel evant pediatric age
groups for the clained indications. The subm ssion of
I nformation could be deferred until after approval if, for
exanpl e, pediatric studies should not begin until information on
adults was collected, or where the collection and filing of
pedi atric data would delay the availability of a product that
provi des a significant therapeutic advantage to adults. The
requi renent woul d be waived for some or all pediatric age groups,
if: (1) The product did not represent a neaningful therapeutic
benefit over existing treatnents for pediatric patients and was
unlikely to be used in a substantial nunber of pediatric
patients, (2) studies on the product were inpossible or highly
i npractical because, for exanple, the population was too small or
geographical ly dispersed, (3) the product were likely to be
unsafe or ineffective in pediatric patients, or (4) reasonable
efforts to develop a pediatric fornulation (if one were needed)
had fail ed.

The rule is also intended to assist in inproving pediatric
use information for already marketed drugs and bi ol ogi cal
products where there is a conpelling need for nore information.

The rule would therefore codify FDA s authority, discussed in the
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1994 rule, to require, in conpelling circunstances, that
manuf acturers of al ready marketed drugs and bi ol ogi cal products
conduct studies to support pediatric use |abeling for the clained
I ndi cati ons.

The proposed rule al so contains provisions designed to
encour age di scussions of the need for pediatric studies early in
the drug devel opnent process, as well as postmarketing reporting
requi renments designed to assist FDA in determ ni ng whet her
pedi atric studies are needed for particular products and whet her
required studies are being carried out with due diligence.

FDA notes that the Federal Food, Drug, and Cosnetic Act (the
act) authorizes FDA, under certain circunstances, to grant
peri ods of exclusive marketing to manufacturers who obtain
approval of | abeling supplenents addi ng pediatric use information
to a drug’s label. First, a manufacturer is entitled to 3 years
of exclusive marketing under section 505(c)(3)(D)(iii) and
(j)(4) (D (iv) of the act (21 U . S.C. 355(c)(3)(Dy(iii) and
(j)(4)(D)(iv)) for obtaining approval of pediatric use |abeling
based on clinical studies, other than bioavailability studies.
Second, a manufacturer may be entitled to 7 years of exclusive
mar ket i ng under the O phan Drug Anendnments for obtaining approval
of an application for use of a drug to treat a di sease or

condition affecting a pediatric population of |ess than 200, 000.

A. Scope
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The proposed rule would cover only original applications for
those drugs classified as "new chem cal entities,"” including
anti biotics, and new biol ogi cal drug products that have never
been approved for any indication. A "new chem cal entity,"
defined in 21 CFR 314.108(a), is a drug that contains no
previ ously approved active noiety. (An "active noiety," also
defined in 8 314.108(a), is the nolecule or ion, excluding
certai n appendages, that is responsible for the physiological or
phar macol ogi cal action of the drug.) New chem cal entities and
new bi ol ogi cal products are generally the nost innovative and
t herapeutically significant of the new drug products approved by
FDA.

In an effort to limt the scope of the rule to those
products for which pediatric |abeling is nost urgently needed and
to mnimze the burden on manufacturers and on agency resources
avai l abl e to revi ew new product applications, FDA has tentatively
concl uded that the pediatric study requirement would not apply to
subsequent applications for the drug or biological product, e.g.
to supplenents for new indications or dosage forns. FDA
recogni zes that, in sone cases, a change to an approved product,
particularly a new indication, nmay have clinically significant
use in children. FDA seeks comment on whet her the requirenent
shoul d apply nore broadly, e.g., to applications for mnor
chemi cal variations of approved products, new indications, new

dosage forns or new routes of adm nistration, and, if so, how the
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rule could be applied in a manner that does not inpose undue
burdens on manufacturers or agency resources.

The proposed rule would require an assessnent of safety and
ef fecti veness in one subpopul ation (pediatric patients) only for
the indications already clainmed by the manufacturer. It would
not require a manufacturer to study its product for unapproved
("off-label") indications, even if the product were w dely used
In pediatric patients for those indications. Although the
proposed rule would not apply to unapproved pediatric
i ndications, nothing in the rule would dimnish the physician’s
power to prescribe drugs and bi ol ogi cal products for such
unapproved i ndi cations.

B. Not-Yet-Mirketed Drug and Biol ogi cal Products

1. Sections 312.23(a)(3)(v), 312.33(a)(8), and 312.47(b)(1) (i)
and (b)(2) (21 CFR 312.23(a)(3)(v), 312.33(a)(8), and
312.47(b) (1) (i) and (b)(2))--Early Discussion of Plans for
Pedi atric Studies

In the devel opnent of a new drug or biological product,
deci si ons about appropriate popul ations to study and the design
of such studies nust often be nmade well before the subm ssion of
an NDA or BLA. FDA has identified several critical points in the
drug devel opnent process, before subm ssion of an NDA or BLA,
during which the sponsor and FDA should focus on the sponsor’s
pl ans to assess pediatric safety and effectiveness. These tine

poi nts include: Any pre-investigational new drug application
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(IND) nmeeting or "end of phase 1" neeting for a drug designated
under subpart E of part 312 (21 CFR part 312), the IND
subm ssion, the IND annual report, any "end of phase 2" neeting,
the presentation of the IND to an FDA drug advisory commttee,
and any pre-NDA or pre-BLA neeting. O these, the pre-1ND
neeting, the "end of phase 1" neeting, the |IND subm ssion, the
| ND annual report, the "end of phase 2" neeting, and the pre-NDA
nmeeting are codified in part 312, FDA s regul ati ons governing
I ND s.

FDA has al ready proposed to anend the | ND annual report
requi renent to include discussion of pediatric studies (60 FR
46794, Septenber 8, 1995). FDA is proposing to amend the
remai ni ng regul ations to specify that these neetings and reports
shoul d i ncl ude di scussi on of the assessnent of pediatric safety
and effectiveness. To assist manufacturers in planning for
studies that may be required under this proposed rule, FDA is
al so proposing to informmanufacturers at the "end of phase 2"
neeting, or at the earliest appropriate opportunity, of the
agency’ s best judgnment, at that tine, of the pediatric studies
that will be required for the product and when the studies should
be subm tted.

In addition to the discussions of pediatric testing codified
in this proposed rule, FDA will also assist nmanufacturers by
providing early consultations on chem stry and fornul ati on i ssues

rai sed by requirenments under this rule.
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2. Sections 314.50(9g)(1) and 601.27--Required Studies

Under proposed 88 314.50(g) and 601.27(a), an original
application for a drug classified as a new chem cal entity or an
application for a new biol ogi cal product would be required to
contain data adequate to assess the safety and effectiveness of
the drug product for all pediatric age groups for the clained
I ndi cations, unless FDA granted a deferral or full or partial
wai ver of the requirenent. Assessnents required under this
section for a product that represented a neani ngful therapeutic
benefit over existing treatnents would have to be carried out
usi ng appropriate formulations for the age group(s) for which the
assessnment is required (see "Pediatric Formulations,” in section
V.E of this docunment), unless reasonable efforts to produce a
pediatric formulation had failed (see "Waivers," in section V.B. 4
of this docunent).

The proposed rul e does not mandate particul ar types of
studies. The sponsor should consult with FDA on the types of
data that will be considered adequate to assess pediatric safety
and effectiveness. As described in the 1994 final rule,
gat hering adequate data to establish pediatric safety and
effectiveness nmay not require controlled clinical trials in
pedi atric patients. Were the course of the disease and the
product’s effects are simlar in adults and children, FDA nmay
conclude that pediatric safety and effectiveness can be based on

adult effectiveness data together with pharnmacokinetic and safety
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data in pediatric patients. The proposed rule al so does not
necessarily require separate studies in pediatric patients. In
appropriate cases, adequate data may be gathered by i ncl uding
pediatric patients as well as adults in the original studies
conducted on the product.
3. Sections 314.50(g)(2), 314.81(b)(2)(vii), and 601.27(b)--
Def erred Subm ssion and Post marketing Reports

In sone cases, pediatric testing should not begin until
certain safety and/or effectiveness information in adults has
been collected. FDA believes that in certain cases it nay be
appropriate to defer subm ssion of pediatric studies. For
exanpl e, in such cases, an NDA or bi ol ogical product |icense
coul d be ready for approval for adult use before pediatric
studies were conpleted. Also, where a product was needed to
treat a serious or |ife-threatening disease for which there were
not satisfactory alternative therapies or where the product
represented an neani ngful therapeutic benefit over existing
therapies, it would be contrary to the public health to del ay
approval until pediatric studies were submtted.

Proposed 88 314.50(Qg)(2) and 601.27(b) would permt FDA to
defer the subm ssion of sonme or all of the required pediatric
data until after approval of the product for adult use, on its
own initiative or at the request of the applicant. [If the
applicant requested deferral, the request would be required to

contain an adequate justification for delaying pediatric studies.
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| f FDA concluded that there were adequate justification for
deferring the subm ssion of pediatric use studies, the agency
coul d approve the product for use in adults subject to a
requi renent that the applicant submt the required pediatric
studies within a specified tine after approval. FDA woul d
consult with the sponsor in determning a deadline for the
deferred subm ssion, but would ordinarily require the subm ssion
not nore than 2 years after the date of the initial approval.
The deadline for subm ssion of studies would take account of
likely or actual difficulties encountered in recruiting pediatric
patients to the study. FDA seeks comrent on the circunmstances in
whi ch FDA should permt deferral. FDA also seeks conment on

factors that should be considered in determ ning whether a
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product is anong those that should be studied in adults before
chil dren.

To ensure that deferral would not unnecessarily delay the
subm ssion of pediatric use information, FDA has tentatively
concluded that a request for deferred subm ssion should include a
description of the planned or ongoing pediatric studies, and
evi dence that the studies were being or would be conducted: (1)
Wth due diligence, and (2) at the earliest possible tine. To
permt FDA to nonitor the conduct of postapproval studies to
ensure that they were carried out with due diligence, FDA is
proposing to anend 8 314.81(b)(ii) of the postnarketing reports
requirenents to require applicants to include in their annual
reports whet her they have been required to conduct postnarket
pedi atric studies and, if so, to report the status of those
studies. (Additional postmarketing reporting requirenments are
descri bed under "Renedies,"” in section V.G of this docunment.) FDA
seeks comrent on the types of evidence FDA shoul d exam ne to
ensure that deferred studies are carried out in a tinely fashion.
4. Sections 314.50(g)(3) and 601.27(c)--Wiivers

FDA does not intend to require pediatric assessnents unl ess
t he product represents a meani ngful therapeutic benefit over
existing treatnents or is expected to be widely used in pediatric
patients. FDA also does not intend to require pediatric

assessnents in other situations where the study(ies) necessary to
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carry out the assessnent are inpossible or highly inpractical or
woul d pose undue risks to pediatric patients. Thus,
88 314.50(g)(3) and 601.27(c) would require FDA to grant a waiver
of the pediatric study requirenent on its own initiative or at
the request of the applicant if: (1) The product (a) did not
represent a neani ngful therapeutic benefit over existing
treatnents, and (b) was not likely to be used in a substanti al
nunber of pediatric patients as a whole, or was not likely to be
used in a substantial nunber of one or nore pediatric
subpopul ations, or (2) necessary studies were inpossible or
highly inpractical, because, for exanple, the nunmber of such
patients was so small or geographically dispersed, or (3) there
wer e evidence strongly suggesting that the product woul d be
i neffective or unsafe in sone or all pediatric populations. If a
wai ver were granted because there was evidence that the product
woul d be ineffective or unsafe in pediatric patients, this
i nformati on woul d be included in the product’s |abeling.

An applicant could request a full waiver of all pediatric
studies if one or nore of the grounds for waiver applied to the
pedi atric popul ation as a whole. A partial waiver permtting the
applicant to avoid studies in particular pediatric age groups
coul d be requested if one or nore of the grounds for waiver
applied to one or nore pediatric age groups. In addition to the
ot her grounds for waiver, the proposed rule would authorize FDA

to grant a partial waiver for those age groups for which a
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pediatric fornulation was required (see "Pediatric Formul ations,"”
In section V.E of this docunent), if reasonable attenpts to
produce a pediatric fornulation had fail ed.

The proposed rule would require the applicant to include in
the request for a waiver an adequate justification for not
provi ding pediatric use information for one or nore pediatric
popul ati ons. For exanple, the waiver request could denonstrate
that the product was indicated for a disease that does not occur
I n a substantial nunber of pediatric patients (e.g., drugs for
breast or prostate cancer). The waiver request could denonstrate
that the product was a nmenber of a drug class known to be unsafe
in specific pediatric age groups (e.g., chloranphenicol, an
antibiotic, which has caused serious adverse events in neonates.
Also, it is widely known that, except for serious or life
t hreat eni ng di seases where alternative therapy i s needed,
qui nol ones, anti-malarial agents, are not recomended in young
children due to concerns about cartilage and bone devel opnent).
Animal toxicity data or imautere netabolic pathways for newborns
are exanpl es of data that may be used to denonstrate that the
product was a nenber of a drug class known to be unsafe in
specific pediatric age groups.

FDA woul d grant the waiver request if the agency found that
there was a reasonabl e basis on which to conclude that any of the
grounds for a waiver had been net. A full waiver would be

appropri ate where, for exanple, the product did not represent a
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meani ngful therapeutic advance and was not likely to be used in a
substantial proportion of any pediatric age group. A partial
wai ver woul d be appropriate where, for exanple, the product was
likely to be used in substantial nunbers in sone pediatric age
groups but not others, where the product was likely to be unsafe
or ineffective in sone age groups, or where reasonable efforts to
devel op a pediatric fornul ati on necessary for sone age groups had
failed. |If a waiver were granted on the ground that it was not
possible to devel op a pediatric fornul ation, the waiver would
cover only those pediatric age groups requiring a pediatric
formul ati on.

The agency solicits coments on the proposed grounds for
wai ving the pediatric study requirenent and whet her additi onal
grounds may exist, such as whether cost should justify waiver of
the pediatric study requirenment. Additionally, FDA seeks conment
on defining the term"nmeani ngful therapeutic benefit”. Comment
is al so requested on, what should be considered a "substanti al
nunber" of pediatric patients, i.e., how the agency should
establish a | evel of expected use in pediatric patients bel ow
whi ch pediatric |abeling would not be required for a drug that
did not represent a meani ngful therapeutic advance. FDA is
considering two possible nethods. The first nethod would focus
on the number of tines the drug was expected to be used in
pedi atric patients, annually. Under this nethod, FDA has

tentatively concluded that 100,000 or nore prescriptions or uses
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per year in all pediatric age groups would be considered a
substantial nunber. Products that m ght require studi es under
this test include anesthetics, anticonvul sants, asthnma drugs,
anti depressants, antimcrobials and antivirals, vaccines, and
drugs to treat certain skin conditions. FDA has also tentatively
concluded that a partial waiver for a particular pediatric age
group woul d be avail able under this nmethod if the product were
expected to be prescribed or used fewer than 15,000 tines per
year in that age group

The second possi ble nethod for establishing the | evel of
expected use would focus on the nunber of pediatric patients
affected by the disease or condition for which the product is
i ntended. Physician nention data fromthe | M5 National D sease
and Therapeutic I ndex!, shows pediatric use of certain products
generally falling within two ranges (i.e., those products either
exceedi ng 100, 000 physician nentions for pediatric use per year
or those falling bel ow 15, 000 physician nentions for pediatric
use per year. Thus, under this nethod, FDA has tentatively
concl uded that 100,000 pediatric patients affected by the di sease
or condition for which a product was indicated would be
considered a "substantial nunber" of pediatric patients. A

partial waiver for a particular pediatric age group would be

! M5, National Disease and Therapeutic Index, |M Anerica;
Pl ynout h Meeting, PA
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avail abl e under this nethod if fewer that 15,000 patients in that

age group were affected by the disease or condition. FDA seeks
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coment on these nethods of assessing expected pediatric exposure
and on the specific nunerical threshol ds suggested.
5. Section 314.50(d)(7)--Pediatric Use Section of Application

Under proposed 8§ 314.50(d)(7), applicants would be required
to include in their applications a section sumrarizing and
anal yzing the data supporting pediatric use information for the
clainmed indications. The proposed new section of the application
woul d contain an integrated sunmary of the clinical pharmnmacol ogy
studies, controlled clinical studies, uncontrolled clinical
studi es, or other data or information that are relevant to the
safety and effectiveness, and benefits and risks of the drug in
pedi atric popul ati ons. Because full descriptions of all such
studi es nust already be provided under § 314.50(d)(3) and (d)(5),
t he new pediatric use section would be required to contain only
brief summaries of the studies together with a reference to the
full description of each provided el sewhere in the application.

C. Mar ket ed Drug and Bi ol ogi cal Products

1. Section 201.23--Required Studies

As discussed in the preanble to the 1994 rule, FDA has the
authority, under certain circunstances, to require the
manuf acturers of marketed drugs that are used in pediatric
patients to submt pediatric studies assessing safety and
ef fectiveness for the already approved indications (59 FR 64240
at 64243). Proposed 8 201.23 would authorize FDA to require a

manuf acturer of a marketed drug or biological drug product to
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submt an application containing data evaluating the safety and
ef fecti veness of the product in pediatric populations, in
conpel ling circunstances. FDA has tentatively concluded that it
shoul d i npose such a requirenent only where the agency nade one
of two findings that: (1) The product was widely used in
pedi atric popul ations and the absence of adequate |abeling could
pose significant risks to pediatric patients; or (2) the product
was indicated for a very significant or life threatening ill ness,
but additional dosing or safety information was needed to permt
its safe and effective use in pediatric patients.

Before requiring a study under 8§ 201.23, the appropriate
center, CDER or CBER, would consult with the manufacturer on the
type of studies needed and on the length of tine necessary to
conpl ete them and woul d notify the manufacturer, by letter, of
the center’s tentative conclusion that such a study was needed
and provide the manufacturer an opportunity to provide a witten
response and to have a neeting with the center. At the center’s
di scretion, such a neeting could be an advisory conmttee
neeting. |If, after reviewing any witten response and conducti ng
any requested neeting, CDER or CBER determ ned that additional
pedi atric use informati on were necessary, the center director
woul d i ssue an order requiring the manufacturer to submt a
suppl emental application containing pediatric safety and
effectiveness data within a specified time. The manufacturer

woul d be able to request reconsideration by the Conm ssioner for
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Food and Drugs (the Comm ssioner) of the order under the
provi sions at 21 CFR 10. 33.

Proposed 8 201.23(c) would require FDA to grant full or
partial waivers of study requirenments on their own initiative or
at request of the applicant for reasons anal ogous to those which
woul d entitle not-yet-marketed drug and bi ol ogic products to
wai vers.

FDA seeks conmment on whether it should codify its authority
to require the manufacturers of nmarketed drugs to conduct
pedi atric studies, and, if so, the circunstances under which the
agency shoul d exercise that authority. The agency also solicits
comment on the proposed grounds for waiving the pediatric study
requi renent for already narketed drug and bi ol ogi cal products and
whet her additional ground nay exist, such as whether cost should
justify waiver of the pediatric study requirenment. Coment is
al so sought on defining the term"very significant illness".

D. Studies in Different Pediatric Age G oups

Because t he pharmacoki netics and pharmacodynam cs of a drug
or biological product may be different in different pediatric age
groups or stages of devel opnent, it could be necessary to conduct
studies in nore than one pediatric age group. The follow ng age
categories for the pediatric popul ation are comonly
di stinguished: (1) Neonates; (2) infants; (3) children, and
(4) adolescents. In the 1994 rule, FDA defined neonates as
birth up to 1 nonth, infants as 1 nonth to 2 years, children as 2

years to 12 years, and adol escents as 12 years to 16 years (59 FR
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64242). The need for studies in nore than one age group would
depend on whet her the drug or biological product was likely to be
used in each age group (see "Waivers," in sections V.B.4 and
V.C.1 of this docunent) and whether safety and effectiveness in
one age group could be extrapol ated to other age groups. The
nmet abol i smand elimnation of the drug and the stage of
devel opnent of the child nmay be inportant in determ ning which
age groups should be tested. There would generally need to be
sufficient data, including pharmacokinetic data to establish
dosi ng and safety for each group. (Pharnacokinetic data are
generally collected frompediatric patients receiving the drug or
biologic as treatnment rather than fromhealthy children.) In
cases where the product was expected to have sim |l ar

phar macoki netics in nore than one age group, pharnmacokinetic data
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fromone age group could be sufficient to support |abeling for
ot her age groups. Such extrapol ati on woul d not be routine.

FDA recogni zes that studies in neonates and young infants
present special problens. On one hand, failure to adequately
test drugs in this age group has led to both under treatnent and,
conversely, sone of the nost serious therapeutic m shaps known to
have occurred anong pediatric patients. On the other hand,
studies in this age group may be significantly nore difficult to
carry out in the period before or soon after approval than
studies in ol der age groups. However, FDA recognizes that for
sonme conditions, early study woul d be advant ageous. FDA woul d
t herefore expect to apply the study requirenent to patients in
this age group with caution and woul d, whenever appropriate,
permt such studies to occur after the product has been
successfully studied in older children. The agency seeks comment
on the issues raised by requiring studies in this age group.

E. Pedi atri ¢ Fornul ati ons

In sonme cases, testing of a product in pediatric patients

could require the devel opnent of a pediatric formulation. Mny
children below a certain age are unable to swallow pills and may
require a liquid, chewable or injectable form of the product.
The need to develop a pediatric fornul ati on does not necessarily
mean that the product would not have been used in children in its
adult dosage form In many cases, physicians prescribing tablets
to young children direct the parent to grind up the tablet and

sprinkle the powder into the child s food. |In other cases,
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phar maci sts may conpound tablets into pediatric formulations of
their own choosing. These nethods of adm nistering adult dosage
forms to children may be unsatisfactory, however, because the
bi oavail ability of any particular product in this formis

untested and dosing may be highly variable. A standardi zed
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pediatric fornul ati on ensures bioavailability and consi stency of
dosing, and permts neaningful testing of safety and
ef fecti veness.

FDA has tentatively concluded that it would be reasonable to
expect a manufacturer of a product to produce a pediatric
formulation, if one were necessary, only in those cases where a
new drug or new bi ol ogi cal product provided a neani ngful
t herapeutic benefit over existing treatnents, and where the study
requi rement had not been waived in the age group requiring the
pediatric formulation. Proposed 88 201.23, 314.50(g)(1) and
601. 27(a) contain this requirenment. The type of fornulation
needed woul d vary dependi ng on the age group in which the product
were to be used and the di sease being treated. Young children
unaccustoned to taking drugs nay need |iquid or chewable
formul ations, while children with serious and chronic di seases
may need only snaller tablets.

The difficulty and cost of producing a pediatric fornulation
may vary greatly dependi ng upon such factors as solubility of the
conpound and taste. FDA would waive the requirenent for
pedi atric studies (see "Waivers,"” in section V.B.4 of this
docunent) in age groups requiring a pediatric formulation, if the
manuf act urer provi ded evidence that reasonable attenpts to
produce a pediatric fornulation had fail ed.

FDA solicits conment on whether it is appropriate to require
a manufacturer to develop a pediatric fornulation and, if so, the

circunstances in which it would be appropriate to i nmpose such a
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requi renment. For exanple, should the cost of devel oping a
pediatric fornulation justify a waiver of the pediatric study
requi rement? Should the nunber of patients affected by the
di sease or condition in the relevant age group be considered in
determ ning whether to require the devel opnent of a pediatric
formulation for that age group? |Is it appropriate to ask the
manuf acturer of a not-yet-approved product to all ocate resources
to devel oping pediatric formulation(s)? Were cost is a
significant issue, would it be appropriate to defer devel opnent
of a pediatric formulation until after approval of the product?
What shoul d be consi dered "reasonable attenpts” to devel op a
pedi atric formul ation?

As noted above, FDA was unable to quantify the potenti al
benefits of this rule due to the unavailability of relevant data
and studies. Nevertheless, the agency will attenpt to assess the
benefits of the final rule and solicits conment on the
appropri ate design and net hodol ogy of such neasurenent. In
particul ar, FDA seeks information and data that woul d help the
agency to: (1) Quantify the societal costs of the adverse drug
events experienced by pediatric popul ations and (2) assess the
proportion of these adverse drug events that would be elim nated
by the new information that would result fromthe rule. In
addi tion, FDA seeks information and data that would help the

agency to: (1) Quantify the societal costs of the underused or
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| nadequat e drug therapies prescribed to pediatric popul ati ons and

to (2) assess the proportion of these costs that woul d be
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elimnated by the new information that would result fromthe
rul e.

F. Et hi cal | ssues

Et hi cal concerns may have contributed to reluctance to
conduct studies in pediatric patients. To address these
concerns, both the Anerican Acadeny of Pediatrics (Ref. 1) and
the Departnent of Health and Human Services, 45 CFR part 46,
subpart D, have devel oped gui delines or regulations for the
et hical conduct of clinical studies in pediatric patients.
Because pediatric patients represent a vul nerabl e popul ati on,
special protections are needed to protect their rights and to
shield them from undue ri sk. As the Anmerican Acadeny of
Pedi atrics has observed, however, adm nistration of untested
drugs "may place nore children at risk than if the drugs were
adm ni stered as part of well-designed, controlled clinical

trials" (Ref. 1 at p. 286). The ethical guidelines currently
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in place are designed to protect children’'s rights and protect
them from undue risk. Sponsors should adhere to these guidelines
for pediatric studies conducted under this rule. The agency
seeks comment on ethical issues that nay be raised by this
pr oposal .
G Renedies

FDA has tentatively concluded that the nost practical renedy
for failure to submt a required study is an injunctive action
brought under the "m sbrandi ng" or "new drug" provisions of the
act. Denying or wthdraw ng approval of an otherw se safe and
effective drug or biological product is not a satisfactory
remedy, because renoval of a product fromthe marketplace coul d
deprive other patients of the benefits of a useful nedical
product. FDA does not intend to deny or w thdraw approval of a
product for failure to conduct pediatric studies, except possibly
in rare circunmstances.

| f a manufacturer failed, in the tinme allowed, to submt
adequate studies to evaluate pediatric safety and effectiveness,
under proposed 88 201.23(d) or 314.50(g), FDA could consider the
product m sbranded under section 502 of the act (21 U S.C 352)
or an unapproved new drug under section 505(a) of the act (see
"Legal Authority,” in section VI of this docunent). Wen a
product is m sbranded or an unapproved new drug, sections 302,
303 and 304 of the act (21 U S. C. 332, 333, and 334) authorize

i njunction, prosecution or seizure. For violations of this rule,
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should it becone final, FDA would ordinarily expect to file an
enforcenent action for an injunction, asking a Federal court to
require the conpany to submt an assessnent of pediatric safety
and effectiveness for the product. Violation of the injunction
woul d result in a contenpt proceeding or such other penalties as
the court ordered, e.g., fines.

To assist FDA in determ ning whet her pediatric assessnents
are needed or are being carried out wwth due diligence, FDA is
proposing to anend 8 314.81 (other postnarketing reports) to
require that annual reports filed by the manufacturer contain
i nformati on on | abeling changes that have been initiated in
response to new pediatric data, analysis of clinical data that
have been gathered on pediatric use, assessnment of data needed to
ensure appropriate |labeling for the pediatric population, and
i nformati on on the status of ongoing pediatric studies. \Were
possi bl e, the annual report would al so contain an estimte of
patient exposure to the drug product, with special reference to
t he pediatric popul ation.

FDA seeks coment on appropriate renedies for failure to
conduct a required pediatric study and the circunstances, if any,
i n which the agency should deny or w thdraw approval of a drug
pr oduct .

VI. Legal Authority
Therapeutic tragedies in pediatric patients have pronpted

sone of the nost inportant federal |egislation to ensure that
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drugs are safe and effective. For exanple, the act was enacted
in 1938 in the wake of a tragedy in which nmany pediatric patients
died after taking an untested nedicine called Elixir of
Sul fanilam de. The legislative history of this enactnent
denonstrates that Congress intended to ensure that children, as
wel |l as adults, received adequately tested and appropriately
| abel ed drugs. (See, e.g., 78 Congressional Record 567-573
(1934) (statenent of Sen. Copel and).)

Every nother is anxious that the food and

medi ci ne gi ven her baby shall be above

suspicion. The welfare of every man, woman,

and child is involved in the quality and

preparation of the foods and drugs sold in

Anerica * * *. [T]he purpose of this

legislation * * * |s to protect the public,

to protect the nothers and the children * * *
81 Congressional Record 7312 (1937) (remarks of Rep. Coffee)

The agency has stated, in the context of both pediatric
studi es and studies in wonen, that an application for marketing
approval should contain data on a reasonabl e sanple of the
patients likely to be given a drug or biological product once it
is marketed (59 FR 64240 at 64243; 58 FR 39406 at 39409, July 22,
1993). The agency has further stated that in some cases it could
require studies in pediatric patients and in wonen for both not-

yet - approved products and nmarketed products (1d).
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The primary rationale for such a requirenent is the same for
wonen and pediatric patients. |In nost cases, drugs and
bi ol ogi cal products behave simlarly in denographic subgroups,

I ncl udi ng age and gender subgroups, even though there nay be

vari ations anong the subgroups, based on, for exanple,

di fferences in pharmacokinetics. Thus, where a drug or

bi ol ogi cal product is indicated for a disease suffered equally by
men, wonen, and children, and is not contraindicated in wonen or
pediatric patients, the product will be widely prescribed for al

t hree subgroups even if it were studied only in, or |abeled only
for, nmen. As described above, there is extensive evidence that
many drugs | abeled only for adult use are in fact widely used in
pedi atric patients for the sane indications.

FDA notes that this proposal addresses only use of drug
products for their approved indications in a significant
subpopul ati on. The proposed rul e does not address "off-|abel" or
unapproved uses of approved drugs and bi ol ogi cal products, in
whi ch an approved product is used for diseases or conditions
other than those in the label. This rule would apply only where
a product was expected to have clinically significant use in
pedi atric popul ations for the indications already clainmed by the
manuf act urer.

In addition to the provisions cited below as authority for

the proposed rule, the agency relies on section 701(a) of the act
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(21 U.S.C. 371(a)), which authorizes FDA to issue regulations for
the efficient enforcenent of the act.

A. New Drug and Bi ol oqgi cal Products

Bi ol ogi cal drug products are subject both to section 351 of
the Public Health Service Act (the PHS Act) and to the provisions
of the act and inplenenting regul ations applicable to drugs,
except that manufacturers of biological products covered by
approved BLA's are not required to submt NDA s under section 505
of the act. References to "drugs"” in the follow ng sections
i ncl ude bi ol ogi cal drugs.

1. Sections 502(a), 502(f), 505(d)(7), and 201(n) of the Act

A drug is msbranded under section 502(a) of the act if its
| abeling is "false or msleading in any particular.” Simlarly,
a new drug application nust contain |abeling that is not false or
m sl eadi ng (section 505(d)(7) of the act). Section 201(n) of the
act (21 U S.C. 321(n)) defines labeling as msleading if it
"fails to reveal facts material * * * with respect to
consequences which may result” not only fromuse of the product
as | abel ed, but "fromthe use of the [product] * * * under such
conditions of use as are customary or usual."” Information on
dosi ng and adverse effects are facts "material" to the
consequences that may result fromcustomary use in pediatric
patients. A drug product is m sbranded under section 502(f) of
the act, if its label fails to provide adequate directions for

each intended use. 21 CFR 201.5 states that adequate directions
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must be provided for each use recomended in the | abeling and
each use "for which the drug is commonly used."” Thus, FDA may
require a product to carry |abeling that provides safety and
ef fecti veness information on use in subpopulations in which the
product is customarily or conmmonly 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 |abeling, and
even in the face of disclainers stating that safety and
ef fectiveness have not been established in children. FDA nmay
t herefore consider pediatric use to be "customary or usual" or
"conmonly used" where the drug is indicated for a disease or
condition that affects both adults and children, and the drug is
not contraindicated in pediatric patients. In many cases, the
use in pediatric patients of a drug |abeled only for adults wll
i ncrease over tinme, as physicians becone aware of the drug s
potential usefulness in children and famliar with the drug s
uses and effects. Thus, FDA nmay conclude that a drug that was
appropriately | abeled for adult use at the tine of approval is,
at sone |ater date, no |onger appropriately |abel ed.

2. Sections 201(p), 301(a), and 505(a) of the Act

Under section 301(a) and (d) of the act (21 U S.C. 331(a)
and (d)) and section 505(a) of the act, a drug product is subject
to enforcenent action if it is a "new drug" for which no NDA has

been approved. A product is a new drug under section 201(p) of
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the act if it is not recognized to be safe and effective under
the conditions "prescribed, reconmmended, or suggested" in the
drug’s labeling. There is w despread evidence that, despite the
absence of pediatric |abeling, drugs are routinely used in
pediatric patients for the | abeled indications. FDA may
therefore consider pediatric use to be "suggested” in a drug’ s
| abel i ng where the drug is indicated for a disease or condition
that affects both adults and pediatric patients, unless the drug
Is specifically contraindicated for pediatric patients. As
descri bed above, because pediatric use of new drugs often
i ncreases over time, FDA may conclude that labeling that is
appropriate at the tine of approval is later no |onger
appropri ate.
3. Section 502(j) of the Act

Section 502(j) of the act defines as m sbranded those drugs
that are dangerous to health when used in the manner prescri bed,
reconmended, or suggested in their |abeling. FDA may consider
pedi atric use to be "suggested” in a drug s |abeling where the
drug is indicated for a disease or condition that affects both
adults and pediatric patients, unless the drug is specifically
contraindicated for pediatric patients. As described earlier in
this notice, the absence of pediatric testing and | abeling poses
risks to children including the risk of unanticipated adverse
reactions, and under-and over-dosi ng.

4. Section 505(i) and (k) of the Act
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Section 505(i) of the act that authorizes the issuance of
regul ati ons governing the use of investigational drugs, and the
proviso in 505(k) of the act, which requires regul ations issued
under 505(i) to have "due regard * * * for the interests of
patients,"” together authorize FDA to inpose conditions on the
I nvestigation of new drugs, including conditions related to the
ethics of a proposed investigation and to the interests of
patients. Fairness in distribution of the burdens and benefits
of research is one of the ethical principles underlying federal
regul ati ons on investigational drugs. (See, e.g., 44 FR 23192 at
23194, April 18, 1979 ("Bel nont Report: Ethical Principles and
Gui delines for the Protection of Human Subjects of Research").)
Because exclusion of pediatric patients fromclinical trials may
deny them an equitabl e share of the benefits of research, section
505(i) and (k) authorize FDA to require their inclusion in
clinical trials.
5. Section 351 of the Public Health Service Act

Section 351 of the PHS Act (42 U.S.C. 262) provides
authority to regulate the |abeling and shi pnent of biol ogical
products. Under section 351(d), licenses for biological products
are to be issued only upon a showi ng that they neet standards
"designed to insure the continued safety, purity, and potency of
such products” prescribed in regulations. The "potency"” of a
bi ol ogi cal product includes its effectiveness (21 CFR 600. 3(s)).

B. Mar ket ed Drug Products
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1. Section 502(f) of the Act and 21 CFR 201.5

A drug product is m sbranded under section 502(f) of the
act, if its label fails to provide adequate directions for each
I ntended use. 21 CFR 201.5 states that adequate directions nust
be provided for each use recomended in the |abeling and each use
"for which the drug is commonly used."” Were there is evidence
that a drug product is widely used in pediatric patients, failure
to provide adequate directions for the use could m sbrand the

pr oduct .
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2. Sections 502(a) and 201(n) of the Act

A drug is msbranded under section 502(a) of the act if its
| abeling is false or msleading. Section 201(n) of the act
defines |labeling as msleading if it fails to reveal facts that
are material in light of the consequences of the customary or
usual use of the product. Were a drug is widely used in
pediatric patients, FDA may consi der pediatric use to be
"customary." Failure to provide adequate information on dosing
and adverse effects in the pediatric popul ation could render the
product m sbranded, even where the manufacturer does not pronote
t he product for that subpopul ation.
3. Section 502(j) of the Act

Section 502(j) of the act defines as m sbranded those drugs
that are dangerous to health when used in the manner prescri bed,
reconmended, or suggested in their |abeling. FDA may consider
pedi atric use to be "suggested” in a drug s |abeling where the
drug is indicated for a disease or condition that affects both
adults and pediatric patients, unless the drug is specifically
contraindicated for pediatric patients. As described earlier in
this notice, the absence of pediatric testing and | abeling poses
risks to children including the risk of unanticipated adverse
reactions, and under-and over-dosi ng.
4. Section 505(k) of the Act

Section 505(k) of the act authorizes FDA to order the hol der
of an approved NDA to submt reports of data necessary to

determ ne whether there are grounds to wi thdraw approval of the
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NDA. FDA has in the past issued regul ations under section 505(k)
of the act (fornmerly section 505(j) of the act) requiring
post approval studies of certain drugs (see, e.g., 21 CFR 310.303
("Continuation of |ong-termstudies, records, and reports on
certain drugs for which new drug applications have been
approved") (1972); 21 CFR 310.304 ("Drugs that are subjects of
approved new drug applications and that require special studies,
records, and reports”)(1972); and 21 CFR 310.500 ("D goxin
products for oral use; conditions for marketing")(1974)).
Section 505(k) of the act al so authorizes the agency to require
ot her postmarketing reports on drug products.
5. Section 351 of the Public Health Service Act

Section 351(d) of the PHS Act authorizes FDA to ensure the
"continued safety, purity, and potency" of biological products.
Section 351(b) of the PHS Act prohibits false |labeling of a
bi ol ogi cal product.

VII. Inplenmentation Plan

Al'l applications for drug and bi ol ogi cal products covered by
the final rule would be required to contain an assessnent of
pedi atric safety and effectiveness for the clained indications,
unl ess the applicant has obtained a waiver or deferral of this
requi renent from FDA.

FDA proposes that the final rule becone effective 90 days
after the date of its publication in the FEDERAL REGA STER  For

new drug and bi ol ogi ¢ product applications subnmtted before the
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effective date of the final rule, the agency proposes a

conpliance date of 21 nonths after the effective date of the
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final rule. For new drug and bi ol ogic product applications
submtted on or after the effective date of the final rule, the
agency proposes a conpliance date of 15 nonths after the
effective date of the final rule. The agency solicits comments

on the proposed effective date and proposed conpliance dates.
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VII11. Paperwork Reduction Act of 1995

This proposed rule contains information collection
provi sions that are subject to review by the Ofice of Managenent
and Budget (OWMB) under the Paperwork Reduction Act of 1995 (44
U S. C 3501-3520). The title, description, and respondent
description of the information collection provisions are shown
below with an estimate of the annual reporting and recordkeepi ng
burden. Included in the estimate is the tine for review ng
I nstructions, searching existing data sources, gathering and
mai nt ai ni ng the data needed, and conpleting and revi ewi ng each
coll ection of information.

FDA invites coments on: (1) Wether the proposed
collection of information is necessary for the proper performance
of FDA's functions, including whether the information will have
practical utility; (2) the accuracy of FDA' s estinate of the
burden of the proposed collection of information, including the
validity of the methodol ogy and assunptions used; (3) ways to
enhance the quality, utility, and clarity of the information to
be collected; and (4) ways to minimze the burden of the
col l ection of information on respondents, including through the
use of automated collection techniques, when appropriate, and
ot her forms of information technol ogy.

Title: Pediatric Safety and Effectiveness Reporting

Requirenents for Certain Drugs and Biol ogi cal Products.
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Description: FDA is proposing reporting requirenents that

include: (1) Reports on planned pediatric studies in

i nvestigational new drug applications (IND s) (proposed

8§ 312.23(a)(10)(iii)); (2) Reports assessing the safety and

ef fecti veness of certain drugs and biol ogi cal products for
pediatric use in new drug applications (NDA s) and biol ogic

i cense applications (BLA s) or in supplenental applications
(proposed 8 314.50(g)(1)); (3) Analyses of data on pediatric
safety and effectiveness in NDA's (proposed 8§ 314.50(d)(7)); (4)
Post marketing reports of analyses of data on pediatric safety and
effectiveness (proposed § 314.81(b)(2)(vi)(Q); (5)

Post mar keting reports on patient exposure to certain marketed
drug products, analyzed and age (proposed § 314.81(b)(2)(i)); (6)
Post mar keti ng reports on | abeling changes initiated in response
to new pediatric data (proposed 8§ 314.81(b)(2)(vi)(Q); and (7)
Post mar keting reports on the status of required postapproval
studies in pediatric patients (proposed 8§ 314.81(b)(2)(vii)).

The purpose of these reporting requirenents is to address the

| ack of adequate pediatric |abeling of drugs and bi ol ogi cal
products by requiring the subm ssion of evidence on pediatric
safety and effectiveness for products with clinically significant
use in children

Description of Respondents: Sponsors and nmanufacturers of

drugs and bi ol ogi cal products.
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Table 1.--Estimated Annual Reporting Burden

CFR No. of Annual Tot al Hour s Tot al
Section Respondent s | Frequency Annual per Hour s
per Responses | Response
Response

201. 23 2 1 2 16 32
314. 50 150 1 150 8 1, 200
(d)(7)
314. 50 10 1 10 16 160
(9)(1)
314. 50 9 1 9 8 72
(9)(2)
314. 50 15 1 15 8 120
(9) (3)
314.81 625 1 625 1.5 937.5
(b) (2) (i)
314. 81 625 1 625 1.5 937.5
(b) (2)
(vi)(c)
314. 81 625 1 625 1.5 937.5
(b)(2)
(vii)
601. 27(a) 1 1 1 16 16
601. 27(b) 1 1 1 16 16
601. 27(c) 1 1 1 16 16
Tot al : 4,444.5

There are no capital or operating and nai ntenance costs
associated wth this collection of information.

The agency has submtted the information collection
provi sions of this proposed rule to OVB for review. Interested
persons are requested to send coments regarding information

collection by (insert date 30 days after date of publication in

the FEDERAL REG STER) to the Ofice of Information and Regul atory
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Affairs, OVB, New Executive Ofice Bldg., 725 17th St. NW, rm
10235, Washington, DC 20503, Attn: Desk Oficer for FDA
| X.  Environnental | npact

The agency has determ ned under 21 CFR 25.24(a)(8), (a)(11),
and (e)(6) that this action is of a type that does not
I ndi vidually or cunul atively have a significant effect on the
human environnent. Therefore, neither an environnental
assessnent nor an environnmental inpact statenent is required.

X.  Analysis of Inpacts

FDA has exam ned the inpacts of the proposed rul e under
Executive Order 12866, the Regulatory Flexibility Act (5 U S.C
601-612), and the Unfunded Mandates Reform Act (Pub. L. 104-4).
Executive Order 12866 directs agencies to assess all costs and
benefits of avail able regulatory alternatives and, when
regul ation is necessary, to select regul atory approaches that
maxi m ze net benefits (including potential economc,
environnmental, public health and safety, and other advantages;
distributive inpacts; and equity). Under the Regul atory
Flexibility Act, unless an agency certifies that a rule will not
have a significant econom c inpact on a substantial nunber of
small entities, the agency nust analyze regul atory options that
would mnimze the inpact of the rule on small entities. The
Unf unded Mandates Reform Act (Pub. L. 104-4) (in section 202)
requires that agencies prepare an assessnent of anticipated costs

and benefits before proposing any rule that may result in an
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annual expenditure by State, local, and tribal governnents, in
t he aggregate, or by the private sector, of $100, 000,000 or nore
(adjusted annually for inflation).

The agency has reviewed this proposed rule and has
determ ned that the proposed rule is consistent wth the
regul atory phil osophy and principles identified in Executive
Order 12866, and these two statutes. This proposal is a
significant regulatory action as defined by the Executive Oder
due to the novel policy issues it raises. Wth respect to the
Regul atory Flexibility Act, the Comm ssioner certifies that the
rule will not have a significant econom c inpact on a substanti al
nunber of small entities. Since the proposed rul e does not
i npose any nandates on State, |local, or tribal governnents, or
the private sector that will result in an annual expenditure of
$100, 000, 000 or nmore, FDA is not required to performa cost-
benefit anal ysis according to the Unfunded Mandat es Reform Act.

A.  Purpose

The FDA is proposing that a limted class of inportant new
drugs and biologicals that are likely to be used in pediatric
patients contain sufficient data and i nformation to support
directions for this use. As the approved |abeling for nmany of
t hese new products | ack relevant pediatric information, any use
in children greatly increases the risk of inappropriate dosing,
unexpect ed adverse effects, and suboptinmal therapeutic outcones.

The proposed rule is designed to ensure that new drugs, including



52
bi ol ogi cal drugs, that are therapeutically inportant and/or
likely to be widely used in children contain adequate pediatric
| abeling at the tine of, or soon after, approval.

B. Nunber of Affected Products and Required Studies

Nei t her the precise nunmber of new drugs that would require
additional pediatric studies nor the cost of these studies can be
predicted with certainty. To develop plausible estimtes, FDA
exam ned the pediatric |abeling status at tine of approval for
each NME and inportant biological approved from 1991 to 1995, and
used these estimates to project the cost that woul d have occurred
had the proposed rule been in place over that period. The agency
assunes that future costs would be reasonably simlar. As shown
in Table 2, each new drug was assigned to one of three
categories: (1) Therapeutically inportant, sone potenti al
pedi atric use, (2) other approvals, potential for w de pediatric
use, and (3) all other approvals. (The first two categories
i nclude all products that the agency believes would have net the
t herapeutic i nportance and pediatric use threshold criteria set
forth in this proposed rule. The third category includes al
products that would not have net these criteria.) For NWVE s,

t hese category assignnents were based on pediatric pages
conpleted by CDER s reviewing division at the time of each

approval, the priority review designation for each drug, and
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physi cian mention data fromthe | M5 National Di sease and
Therapeutic Index.? Al priority NVE's were assunmed to be
t herapeutically inportant, and assigned to the first category,
unl ess the drug’s pediatric page specifically noted a | ow
potential for pediatric use or the I M5 data indicated no

pediatric use. For nonpriority NME' s, FDA assuned that w de

2l M5, National Disease and Therapeutic Index, | M Anerica;
Pl ymout h Meeting, PA. FDA' s anal ysis does not include data from
1996 because the I M5 data are not yet avail abl e.
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pedi atric use woul d have been expected for only those products
t hat exceeded 100, 000 physician nentions for pediatric use during
1995. Assessnents of therapeutic inportance for biologicals were
devel oped retrospectively by CBER

As shown, 60 of the 142 approvals (42 percent) over this 5-
year period fell into the first two categories; that is, 47 drugs
were classified as therapeutically inportant with at | east sone
potential pediatric use and 13 | ess therapeutically inportant
drugs were designated as offering a potential for w de pediatric
use based on physician nmentions. The 82 drugs (58 percent)
grouped under the third category woul d presumably not have net
the therapeutic inportance and pediatric use criteria of the

proposed rul e.
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Tabl e 2.--Estinmated Nunmber of NME s and Bi ol ogical s
Approved in 1991-95
(That Wul d Have Been Affected by the Proposed Rul e)

Pedi atric Labeling Status Number of Per cent of
Approved Drugs | Approved Drugs
Therapeutically inportant, 47 33%
sone potential pediatric use
Sonme pediatric |abeling 16
No pedi atric |abeling 31
O her approvals, potential for 13 9%
W de pediatric use
Sonme pediatric |abeling 7
No pediatric |abeling 6
Subt ot al 60 42%
Sone pediatric |abeling 23
No pediatric |abeling 371
Al |l ot her approvals 82 58%
TOTAL APPROVALS 142 100%

'Pedi atric page shows seven ongoi ng pedi atric studies

I n assessing the anobunt of additional research that would
have been required for the 60 drugs fromthe first two categories
(those that would have potentially been affected by the proposed
rule), FDA believes that nost would not have required extensive
additional clinical trials. As FDA explained in the 1994 final
rule (59 FR 64240), extrapolations fromadult effectiveness data
based on pharnmacoki netics studies and other safety data can be
sufficient to provide the necessary dosing pediatric information
for those drugs that work by simlar mechanisnms in adults and

children. The agency estimates that the majority of these 60
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drugs could, to sone extent, rely on such extrapol ati ons.
Al t hough the proposed rule identifies four pediatric subgroups:
(1) Neonates, (2) infants, (3) children, and (4) adol escents,
the need for studies in nore than one age group depends on the
likely use of the drug in each age group and on whet her rel evant
data can be extrapolated to other age groups. As a rule,
I ndividual clinical trials would rarely be required for each age
group for a given drug.

Estimates of the size of the studies that woul d have been
required to support pediatric |labeling for these 60 drugs vary
from 20 patients where the sinplest type of pharnacokinetic study
woul d be adequate, to 70 to 120 pediatric patients for studies
where sone safety and effectiveness data woul d be needed, to
several hundred pediatric patients for studies where nore
substantial safety and effectiveness data woul d be required.
Thus, for the purpose of devel opi ng order-of-nmagnitude cost
estimates, FDA further subdivided the 60 potentially affected
drugs into three distinct groupings. The first group of 30 drugs
woul d have required the | east amount of new data and incl udes
both the 7 drugs for which the CDER pediatric pages indicate that
pediatric trials were already underway and the 23 drugs that
al ready had at |east sone pediatric |abeling at the tine of
approval. Based on a review of those | abels at approval tine,

FDA estimated that up to half, or 15 of these 30 drugs nay have
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needed |imted additional data that would have invol ved new
studies with, on average, 50 pediatric patients each.

Next, FDA assuned that 23 drugs (about three quarters of the
remai ni ng 30) woul d have required new pediatric studies with data
from about 100 patients each. Finally, FDA assuned that the
remai ni ng 7 drugs woul d have needed nore extensive safety and
ef fectiveness data, requiring 300 pediatric patients for each
drug. Consequently, FDA estimates that, if this proposed rule
had been in effect from 1991 to 1995, sponsors of 45 of the 60
potentially affected drugs woul d have needed to obtain additional
data from about 5,150 pediatric patients (15 drugs x 50 patients
+ 23 drugs x 100 patients + 7 drugs x 300 patients). The
proposed regul ation, therefore, would have required additional
pedi atric research for an estimated average of 9 new drugs and
about 1,030 pediatric patients per year.

In addition, the proposed rule permts the agency to request
pediatric data for certain drugs that are already marketed.

Wil e the precise inpact of this regulatory provision is
uncertain, FDA expects that it would affect no nore than two
drugs per year. |If the subnmi ssion for one of these drugs relied
on data from 100 pediatric patients and the other from 300

pedi atric patients, the total nunber of drugs that woul d have
required additional research reaches 11 per year and the total

nunber of pediatric patients about 1,430 per year.
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O her costs for pediatric research may accrue to drugs that
ultimately fail to gain regulatory approval. Although many drug
sponsors would wait until they are relatively certain that their
product will be shown safe and effective for the indicated use in
adul ts before spending substantial resources on pediatric uses,
ot her sponsors may need to begin pediatric exam nations earlier
to have data included wth the new drug or product |icence
application. It is difficult for FDA to judge how nuch
additional pediatric research would be directed towards products
that are not approvable. The agency notes, however, that because
only about 65 percent of all NVE s that enter phase IlIl trials
are eventual |y approved, the nunber of drugs entering phase Il
trials is about 54 percent greater than the nunber of actual
approvals (100/65 = 1.54). Since sone, but not all, of these
unapprovabl e drugs would initiate sone pediatric research, FDA
has increased its estinmate of the annual number of affected drugs
and pediatric patients by 30 percent, to a projected total of 14
drugs and about 1,850 pediatric patients per year.

The agency is aware that forecasting future trends based on
hi storical data can be inprecise. For exanple, over tine, even
in the absence of this rule, the percentage of new drugs with
| abel s that provide adequate pediatric use information could
change. At this tinme, however, FDA is not aware of any narked
trend. Also, the above estinmates ignore those pediatric studies

that were prom sed, but not yet underway at the tinme of drug
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approval. To the extent that these commtnents are honored, the
above estimates of research attributable to the regul ation are
overstated. Finally, the nethodol ogy inplies that the standards
used by FDA to judge the 1991-1995 approvals would remain
unchanged. Wil e subsequent change is possible, FDA does not
anticipate that its present views would differ substantially.
Thus, while acknow edgi ng substantial uncertainty, the agency’s
cost estimates are based on the assunption that the proposed rule
woul d require additional research on about 14 drugs, involving a
total of 1,850 pediatric patients per year.

C. Cost of Studies

The agency finds that the cost of conducting clinical
research with pediatric patients varies directly with the size,
duration, and conplexity of the clinical research. Al though FDA
has little detailed information on the cost to drug sponsors of
conducting research on clinical patients, one private consulting
firmreports that the costs of hiring clinical investigators to
conduct phase IV pediatric drug trials ranges from $300-$500 per
patient for studies on vaccines or fevers to $3,600 and $5, 000
per patient for renal disease and epil epsy, respectively.?
Simlarly, a nunber of academ c researchers have reported average
costs of from $1,500 to $3,400 per patient for pediatric trials.

These estimates, however, do not account for the many

*Dat aEdge, LLC, Faxed data, March 7, 1997.
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adm ni strative, nonitoring, data analysis, and docunent
preparation tasks that would be required of a drug sponsor.
Since a published study suggests that a total accounting of all
sponsor costs may be three tines as great as investigator costs,*
FDA has assuned that the average costs of conducting the newy
requi red studi es would range from $5, 000 to $9, 000 per pediatric
patient. As aresult, the estimated 1,850 additional pediatric
patients that would need to be studied annual ly suggests new
research costs to the pharmaceutical industry of between $9.25
mllion and $16.65 mllion per year.

In addition, the testing of a new drug in children woul d
sonetines require the devel opnent of a new pediatric dosage form
(Typically a liquid or suspension fornulation in place of a
tablet or capsule.) O the 47 drugs identified in the first
category of Table 2 (therapeutically inportant with sone
potential pediatric use), 14 (30 percent) were available only in
tablets or hard capsules at the tine of approval. (Mnufacturers
of 4 of these 14 have since devel oped oral suspensions.) It
seens reasonable, therefore, to assune that, of the 14 new drugs
per year estimated to require additional pediatric research,
about 4 mght require new formul ati ons. The agency solicits

comment on the estinate that four new fornul ati ons woul d be

required per year.

“Thomas Hill, "Calculating the Cost of dinical Research,"
Scrip Magazine, p. 29, March 1994.
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The effort and cost of devel oping such formul ati ons coul d be
substantial. Drug devel opers and nmanufacturers would have to
find appropriate solvents and devel op additional data for
denonstrating adequate product stability, bioavailability, and
production process validation. Wile such costs would vary with
the particular drug type, one industry consultant suggests that
per drug | aboratory costs could average from $300, 000 to $500, 000
and correspondi ng regulatory requirenents could bring this figure
close to $1 million. Mreover, this estinmate assunes the
avai lability of adequate preclinical data on animal toxicity and
netabolic rates. Since the proposed rule permits FDA to waive
the requirenment for reformul ati on where reasonabl e attenpts have

fail ed, the agency assunes that the additional costs would not

exceed $1 million apiece for 4 drugs, or an additional $4 mllion
per year.
Finally, the rule will inpose additional paperwork burdens

related to new | abel content, postmarket reporting requirenents,
and witten requests for deferred subm ssions and wai vers. As
shown above, FDA estinates that these paperwork activities wll
requi re about 4,400 hours annually. At an average conpensation
rate of $50 an hour, this cost anmobunts to about $220, 000 per
year.

In sum FDA anticipates that the annual costs of this
proposed rule will total between $13.5 and $20.9 mllion per

year.
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D. Oher | mpacts

O her potential inmpacts would occur if the requirenents
contributed to delays in the submttal of NDA' s. Extended drug
devel opnent tines would be associated with significant additional
i ndustry costs. FDA has attenpted to mnim ze the |ikelihood of
regul atory del ays through plans for early consultation with drug
sponsors and a willingness to consider deferred subm ssions for
pedi atric studies. However, the agency recogni zes the inportance
of this issue and solicits public comment on the best neans to
obtain adequate and tinely pediatric informati on w thout sl ow ng
the process for bringing new drugs to market. Also, as noted
earlier in this preanble, the agency is aware that new pediatric
suppl ements coul d i npose additional user fees on drug sponsors
and is considering neans to alleviate this added burden. Al
user fee issues will be resolved before issuance of the final
rule. Overall, therefore, conpared to the hundreds of mllions
of dollars typically required to bring a new drug to market, FDA
bel i eves that the added regul atory inpact inposed by this rule
woul d be unlikely to threaten the economc viability of any
prom si ng research and devel opnment project.

E. Benefits

This proposed rule is ainmed at addressing two probl ens
associated wth inadequate directions for pediatric uses of
drugs: (1) Avoidable adverse drug reactions in children, i.e.,

drug reactions that occur because of the use of inadvertent drug
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overdoses or other drug adm nistration problens that coul d have
been avoided with better information on appropriate pediatric
use; and (2) undertreatnent of children with a potentially safe
and effective drug, because the physician either prescribed an
i nadequat e dosage or reginen, prescribed a | ess effective drug,
or did not prescribe a drug, due to the physician’s uncertainty
about whether the drug or the dose was safe and effective in
children. Thus, the primary benefits expected fromthis proposed
rule are the reductions in avoi dabl e adverse drug reacti ons and
undertreatnents that would result frombetter informng
physi ci ans about whet her, and in what dosages, a given drug was
safe and effective for use in children.

FDA is aware of no systematic data in the literature that
eval uate the magnitude of harmthat results frominadequate
i nformation on the use of drugs in children, although numerous

anecdotes and case exanpl es exist. Physicians who care for H V-
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infected children, for exanple, have expressed frustration at
their inability to treat these children with drugs known to be
effective in adults, because they |ack information on how to do
so safely or effectively.?® As nentioned previously in this
preanble, history is replete with exanples of children who have
died or suffered other serious adverse effects as a result of the
use of drugs that have not been tested in children and for which
better, alternative treatnents were avail able. Many of these
adverse events (e.g., "gray baby syndronme" in babies treated with
chl or anpheni col ) devel op qui ckly and woul d be detected in early
clinical studies.

Wi |l e FDA coul d not devel op a quantitative estimate of the
potential benefits of the proposed rule, the agency attenpted to
gain sone nore systematic insight into the benefits that m ght
accrue by exami ning the rate at which each of 20 NME s (approved
bet ween 1991 and 1995) were nentioned in the 1996 | M5 Nati onal
Drug and Therapeutics Index (an outpatient drug use data base).
The drugs exam ned were all of those that could be analyzed in
this I M5 data base, lack full pediatric |abeling, were considered
to need further pediatric studies at the tine of approval, and
woul d have been affected by the proposed rule. FDA found that,

after adjusting for the preval ence of the rel evant di agnoses in

5Time, March 1997.
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children and adults, 15 of the 20 drugs were nentioned | ess

frequently in association with pediatric treatnents than with
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adult treatnents for the sanme set of approved indications. In 11
of these 15 drugs, pediatric treatnment nmentions were | ess than
half as frequent. Although it is not possible to conclude, based
on these data, that children with those di agnoses are necessarily
undertreated relative to adults, these data are consistent with
the hypothesis that the lack of pediatric |labeling |leads to
suboptimal treatnent of children.

FDA al so exam ned t he nunber of adverse drug events (ADE'S)
reported to the agency from 1991 through 1996 for all NVE s
approved during that tine. O the 25 NVE s associated with the
hi ghest number of ADE's in children, 8 NVE s (responsible for
1,273 pediatric ADE's sufficiently severe to be reported to FDA)
had no | abeling for use in children at all. An additional 5
NVE' s (responsible for 434 pediatric ADE s) were | abel ed for use
only in children age 12 and over. Furthernore, of these 13
NMVE s, 11 woul d probably have been required to be the subject of
further pediatric studies (or of a justification for the |ack of
studi es) under the conditions of this proposed rule if it had
been in place at the tinme of the drug’ s approval. Wile it is
not possible to conclude that all (or even nost) of these ADE' s
woul d have been avoi ded had these drugs been fully | abel ed for
pedi atric use, these data confirmthat there is substanti al
pedi atric use of drugs not |abeled for such use; that this use is
associated with ADE s, including serious ADE's; and that the

i nproved know edge and | abeling that would result fromthis
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proposed rule could bring significant benefits to children
treated with these drugs. The agency solicits information on any
avail abl e studies or data related to the incidence and costs of
ei ther undertreatnent or avoidable ADE s in pediatric age groups
due to the lack of information on the effects of pharnmaceuticals.

F. Small Entities

FDA believes that this proposed rule will not have a
significant econom c inpact on a substantial nunber of small
entities. New drug developnent is typically an activity
conpleted by large nultinational drug firns. FDA reviewed the
size of every conpany that submtted the 60 new drug and
bi ol ogi cal applications that would |ikely have been affected by
this rule between 1991 and 1995 (see the first two categories in
Table 1). Over this 5-year period, only two were for products
sponsored by small businesses as defined by the Small Busi ness
Adm ni stration. Because so few snmall firns are likely to be
significantly affected in any given year, the Comr ssioner
certifies that this rule will not have a significant econonic
i npact on a substantial nunber of small entities. Therefore, no
further analysis is required under the Regulatory Flexibility
Act. The agency notes, however, that where pediatric use
gual i fies as an orphan indication, some of these added research
costs could be reinbursed under the various grant and tax
deduction provisions of the O phan Drug Act.

Xl . Request For Comments
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I nterested persons may, on or before (insert date 90 days

after publication in the FEDERAL REG STER), submt to the Dockets

Managenent Branch (address above) witten comments regarding this
proposal. Two copies of any coments are to be submtted, except
that individuals ny submt one copy. Comments are to be
identified with the docket nunber found in brackets in the
headi ng of this docunent. Received comments nay be seen in the
Docket s Managenent Branch between 9 a.m and 4 p.m, Monday
through Friday. Submt witten comments on the infornmation
collection provisions to the Ofice of Information and Regul atory
Affairs, OVB, New Executive Ofice Bldg., 725 17th St. NW, rm
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Li st of Subjects

21 CFR Part 201

Drugs, Labeling, Reporting and recordkeepi ng requirenents.
21 CFR Part 312

Drugs, Exports, Inports, Investigations, Labeling, Mdical
research, Reporting and recordkeeping requirenents, and Safety.
21 CFR Part 314

Adm ni strative practice and procedure, Confidential business
i nformati on, Drugs, Reporting and Recordkeepi ng Requirenents.
21 CFR Part 601

Adm ni strative practice and procedure, Biologics,
Confi dential business information.

Theref ore under the Federal Food, Drug, and Cosnetic Act,

the Public Health Service Act, and under authority del egated to
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t he Conm ssioner of Food and Drugs, it is proposed that 21 CFR
parts 201, 312, 314, and 601 be anended as foll ows:
PART 201- - LABELI NG

1. The authority citation for 21 CFR part 201 continues to
read as follows:

Aut hority: Secs. 201, 301, 501, 502, 503, 505, 506, 507,
508, 510, 512, 530-542, 701, 704, 721 of the Federal Food, Drug,
and Cosnmetic Act (21 U S. C 321, 331, 351, 352, 353, 355, 356,
357, 358, 360, 360b, 360gg-360ss, 371, 374, 379e); secs. 215,
301, 351, 361 of the Public Health Service Act (42 U.S.C. 216,
241, 262, 264).

2. New 8 201.23 is added to subpart A to read as foll ows:

§ 201.23. Required pediatric studies.

(a) A manufacturer of a drug product, including a
bi ol ogi cal drug product, that is widely used in pediatric
patients, or that is indicated for a very significant or life
threatening illness, but whose | abel does not provide adequate
I nformation to support its safe and effective use in pediatric
popul ations for the clained indications may, in conpelling
circunstances, be required to submt an application containing
data adequate to assess whether the drug product is safe and
effective in pediatric populations. The application my be
required to contain adequate evidence to support dosage and
adm nistration in some or all pediatric subpopul ations, including

neonates, infants, children, and adol escents, dependi ng upon the



64a

known or appropriate use of the drug product in such
subpopul ati ons. The applicant may be required to develop a
pediatric fornmulation for a drug product that is indicated for a
very significant or |life threatening illness for which a
pediatric fornulation is necessary, unless the manufacturer
denonstrates that reasonable attenpts to produce a pediatric
formul ati on have fail ed.

(b) The Food and Drug Admi nistration (FDA) may, by order
I ssued by the Center for Drug Eval uation and Research (CDER) or
Center for Biologic Evaluation and Research (CBER) Center
Director, after notifying the manufacturer of its intent and
of fering an opportunity for a witten response and a neeting,
whi ch may i nclude an advisory commttee neeting, require a
manuf acturer to submit an application containing the information
described in paragraph (a) of this section within a tine
specified in the letter, if FDA finds that:

(1) The drug product is widely used in pediatric
popul ations for the claimed indications and the absence of
adequat e | abeling could pose significant risks to pediatric
patients; or

(2) The drug product is indicated for a very significant or
life threatening illness, but additional dosing or safety
information is needed to permt its safe and effective use in

pedi atric patients.
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(c)(1) FDA may grant a full or partial waiver of the
requi renments of paragraph (a) of this section on its own
initiative or at the request of an applicant.

(2) An applicant may request a full waiver of the
requi renments of paragraph (a) of this section if the applicant
certifies that:

(i) Necessary studies are inpossible or highly inpractical,
e.g., because the nunber of such patients is so small or
geogr aphi cal Iy di spersed; or

(ii) There is evidence strongly suggesting that the drug
product would be ineffective or unsafe in all pediatric age

gr oups.
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(3) An applicant may request a partial waiver of the
requi renments of paragraph (a) of this section with respect to a
specified pediatric age group, if the applicant certifies that:

(i) The drug product:

(A) Is not indicated for a very significant or life
threatening ill ness; and

(B) Is not likely to be used in a substantial nunber of
patients in that age group; or

(i1) Necessary studies are inpossible or highly inpractical
because, e.g., the nunber of patients in that age group is so
smal | or geographically dispersed; or

(iii) There is evidence strongly suggesting that the drug
product woul d be ineffective or unsafe in that age group; or

(iv) The applicant can denonstrate that reasonable attenpts
to produce a pediatric fornul ation necessary for that age group
have fail ed.

(4) The request for a waiver nust provide an adequate
justification.

(5) FDA shall grant a full or partial waiver, as
appropriate, if the agency finds that there is a reasonabl e basis
on which to conclude that one or nore of the grounds for waiver
specified in paragraph (c)(2) or (c)(3) of this section have been
net. If a waiver is granted on the ground that it is not
possi ble to develop a pediatric formul ation, the waiver wll

cover only those pediatric age groups requiring that fornul ation.
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If a waiver is granted because there is evidence that the product
woul d be ineffective or unsafe in pediatric populations, this
I nformation will be included in the product’s |abeling.

(d) If a manufacturer fails to submt a supplenenta
application containing the evidence described in paragraph (a) of
this section within the tine specified by FDA, and the Center
Director of CDER or CBER, under the requirenents of paragraph (c)
of this section, has not granted a waiver, the drug product may
be considered m sbranded or an unapproved new drug.

PART 312--1 NVESTI GATI ONAL NEW DRUG APPLI CATI ON

3. The authority citation for 21 CFR part 312 continues to
read as foll ows:

Aut hority: Secs. 201, 301, 501, 502, 503, 505, 506, 507,
701 of the Federal Food, Drug, and Cosnetic 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).
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4. Section 312.23 is anended by redesignating paragraph
(a)(10)(iii) as paragraph (a)(10)(iv) and addi ng new paragraph
(a)(10)(iii) to read as foll ows:

§ 312.23 | ND content and fornmat.

( a) * * %
( 10) * * *
(iti1) Pediatric studies. |If the drug is a new chem cal

entity, plans for assessing pediatric safety and effectiveness.
5. Section 312.47 is anended by revising paragraph

(b)(1) (i) and the second sentence of paragraph (b)(2) and by

addi ng a new sentence after the fifth sentence to paragraph

(b)(1)(v) to read as foll ows:

* * * * *

§ 312.47 Meetings.

* * * * *

(b) * * %

(1) End-of-Phase 2 neetings--(i) Purpose. The purpose of

an end-of -phase 2 neeting is to determne the safety of
proceeding to phase 3, to evaluate the phase 3 plan and protocols
and the adequacy of plans to assess pediatric safety and
effectiveness, and to identify any additional information
necessary to support a marketing application for the uses under

I nvesti gati on.

* * * * *
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(v) Conduct of neeting. * * * FDA will also provide its

best judgnent, at that tine, of the pediatric studies that wll
be required for the drug product and their timng. * * *

(2) "Pre-NDA" neetings. * * * The primary purpose of this

ki nd of exchange is to uncover any mgjor unresolved problens, to
identify those studies that the sponsor is relying on as adequate
and wel |l -controlled to establish the drug’s effectiveness, to
identify current or planned studies adequate to assess pediatric
safety and effectiveness, to acquaint FDA reviewers with the
general information to be submtted in the marketing application
(i ncluding technical information), to discuss appropriate nethods
for statistical analysis of the data, and to discuss the best
approach to the presentation and formatting of data in the
mar keti ng application.* * *

* * * * *

6. Section 312.82 is anended by revising the | ast sentence
of paragraph (a) and the second sentence of paragraph (b) to read
as foll ows:

8§ 312.82 Early consultation.

* * * * *

(a) Pre-investigational new drug (IND) neetings. * * * The

neeting may al so provide an opportunity for discussing the scope
and design of phase 1 testing, plans for studying the drug
product in pediatric popul ations, and the best approach for

presentation and formatting of data in the | ND
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(b) End-of-phase 1 neetings. * * * The primary purpose of

this neeting is to review and reach agreenent on the design 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 effectiveness to support a decision on its
approvability for marketing, and to discuss the need for, as well
as the design and timng of, studies of the drug in pediatric
patients. * * *

PART 314-- APPL| CATI ONS FOR FDA APPROVAL TO MARKET
A NEW DRUG OR AN ANTI Bl OT1 C DRUG

7. The authority citation for 21 CFR part 314 continues to
read as foll ows:
Aut hority: Secs. 201, 301, 501, 502, 503, 505, 506, 507, 701,
704, 721 of the Federal Food, Drug, and Cosnetic Act (21 U S.C
321, 331, 351, 352, 353, 355, 356, 357, 371, 374, 379%e).

8. Section 314.50 is anended in subpart B by redesignating
par agr aphs (g) through (k) as paragraphs (h) through (1) and by
addi ng new paragraphs (d)(7) and (g) to read as foll ows:

§ 314.50 Content and format of an application.

* * * * *

(d) * * %

(7) Pediatric use section. A section describing the

I nvestigation of the drug for use in pediatric popul ati ons,
i ncluding an integrated summary of the information (the clinical

phar macol ogy studies, controlled clinical studies, or
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uncontrolled clinical studies, or other data or information) that

Is relevant to the safety and effectiveness and benefits and
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risks of the drug in pediatric populations for the clained
indications, and a reference to the full descriptions of such
st udi es provi ded under paragraphs (d)(3) and (d)(5) of this

secti on.
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(g) Pediatric use information--(1) General requirenents.

Except as provided in paragraphs (d)(2) and (d)(3) of this
section, each application for a new chemcal entity shall contain
data that are adequate to assess the safety and effectiveness of
the drug product for the clained indications in pediatric

popul ations, including neonates, infants, children, and

adol escents, and to support dosing and adm nistration information
for each pediatric subpopul ation for which the drug is safe and
effective. Were the course of the disease and the effects of
the drug are sufficiently simlar in adults and pediatric
patients, FDA may concl ude that pediatric effectiveness can be
extrapol ated from adequate and wel |l -controlled studies in adults
based on other information, such as pharnacokinetic studies.
Studi es may not have to be carried out in each pediatric age
group, if data fromone age group can be extrapolated to others.
Assessnents of safety and effectiveness required under this
section for a drug product that represents a neani ngf ul

t herapeutic benefit over existing treatnents for pediatric
patients nust be carried out using appropriate formulations for
each age group(s) for which the assessnent is required.

(2) Deferred submission. FDA may, on its own initiative or

at the request of an applicant, defer subm ssion of sone or al
assessnents of safety and effectiveness described in paragraph

(g9)(1) of this section until after approval of the drug product
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for use in adults. If an applicant requests deferred subm ssion,
the request nust provide a certification fromthe applicant of
the grounds for delaying pediatric studies, a description of the
pl anned or ongoi ng studies, and evidence that the studies are
being or will be conducted with due diligence and at the earliest
possible tine. |If FDA determnes that there is an adequate
justification for tenporarily delaying the subm ssion of
assessnents of pediatric safety and effectiveness, the drug
product may be approved for use in adults subject to the
requi renent that the applicant submt the required assessnents
within a specified tine.

(3) Wivers--(i) FDA may grant a full or partial waiver of
the requirenents of paragraph (g)(1l) of this section on its own
initiative or at the request of an applicant.

(i1) An applicant may request a full waiver of the
requi renents of paragraph (g)(1l) of this section if the applicant
certifies that:

(A) The drug product:

(1) Does not represent a neaningful therapeutic benefit
over existing treatnents for pediatric patients; and

(2) Is not likely to be used in a substantial nunber of
pediatric patients; or

(B) Necessary studies are inpossible or highly inpractical,
e.g., because the nunber of such patients is so small or

geogr aphi cal Iy di spersed; or



71

(C© There is evidence strongly suggesting that the drug
product would be ineffective or unsafe in all pediatric age
groups.

(iii1) An applicant may request a partial waiver of the
requi rements of paragraph (g)(1) of this section with respect to
a specified pediatric age group, if the applicant certifies that:

(A) The drug product:

(1) Does not represent a neaningful therapeutic benefit
over existing treatnents for pediatric patients in that age
group; and

(2) Is not likely to be used in a substantial nunber of
patients in that age group; or

(B) Necessary studies are inpossible or highly inpractical
because, e.g., the nunber of patients in that age group is so
smal | or geographically dispersed; or

(C There is evidence strongly suggesting that the drug
product would be ineffective or unsafe in that age group; or

(D) The applicant can denonstrate that reasonable attenpts
to produce a pediatric fornulation necessary for that age group
have fail ed.

(iv) The request for a waiver nust provide an adequate
justification.

(v) FDA shall grant a full or partial waiver, as
appropriate, if the agency finds that there is a reasonabl e basis

on which to conclude that one or nore of the grounds for waiver
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specified in paragraph (g)(2) or (g)(3) of this section have been
net. |If a waiver is granted on the ground that it is not
possible to develop a pediatric formulation, the waiver wll
cover only those pediatric age groups requiring that fornulation.
If a waiver is granted because there is evidence that the product
woul d be ineffective or unsafe in pediatric populations, this
I nformation will be included in the product’s |abeling.

* * * * *

9. Section 314.81 is anended by adding two new sentences at
the end of paragraph (b)(2)(i) and a new paragraph (b)(2)(vi)(c)
and by revising paragraph (b)(2)(vii) to read as foll ows:

§ 314.81 O her postmarketing reports.

(b) * * %
(2) * * %

(1) Summary. * * * The summary shall briefly state whether
| abel i ng suppl ements for pediatric use have been submtted and
whet her new studies in the pediatric population to support
appropriate | abeling for the pediatric popul ati on have been
initiated. Were possible, an estimte of patient exposure to
the drug product, wth special reference to the pediatric
popul ati on (neonates, infants, children, and adol escents) should

be provided, including dosage form

* * * * *
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(vi) * * *
(c) Analysis of available safety and efficacy data
conducted or obtained by the applicant in the pediatric
popul ati on and changes proposed in the | abel based on this
information. An assessnment of data needed to ensure appropriate
| abeling for the pediatric popul ation should be incl uded.

(vii) Status reports. A statenent on the current status of

any postmarketing studies perforned by, or on behalf of, the
applicant. The statenent shall include the status of
postmarketing clinical studies in pediatric popul ations required
or agreed to, e.g., to be initiated, ongoing (wth projected
conpletion date), conpleted (including date), conpleted and
results submtted to the NDA (including date). To facilitate
communi cati ons between FDA and the applicant, the report may, at
the applicant’s discretion, also contain a |ist of any open
regul atory business with FDA concerning the drug product subject
to the application.

PART 601- - LI CENSI NG

10. The authority citation for 21 CFR part 601 continues to
read as foll ows:

Aut hority: Secs. 201, 501, 502, 503, 505, 510, 513-516,
518-520, 701, 704, 721, 801 of the Federal Food, Drug, and
Cosnetic Act (21 U.S.C 321, 351, 352, 353, 355, 360, 360c- 360f,
360h-360j, 371, 374, 379%e, 381); secs. 215, 301, 351, 352 of the
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Public Health Service Act (42 U. S. C. 216, 241, 262, 263); secs.
2-12 of the Fair Packagi ng and Labeling Act (15 U S.C 1451-
1461) .
11. New 8§ 601.27 is added to subpart Cto read as foll ows:

8§ 601.27 Pediatric studies.

(a) GCeneral requirenents. Except as provided in paragraphs

(b) and (c) of this section, each application for a new

bi ol ogi cal product for which the applicant has not previously
obt ai ned approval shall contain data that are adequate to assess
the safety and effectiveness of the product for the clained
indications in pediatric popul ations, including neonates,

infants, children, and adol escents, and to support dosing and
adm nistration information for each pediatric subpopul ation for
whi ch the product is safe and effective. Were the course of the
di sease and the effects of the product are simlar in adults and
pediatric patients, FDA may conclude that pediatric effectiveness
can be extrapol ated from adequate and well-controll ed
effectiveness studies in adults, based on other information, such
as pharmacokinetic studies. In addition, studies my not have to
be carried out in each pediatric age group, if data from one age
group can be extrapolated to others. Assessnents required under
this section for a product that represents a neani ngful

t herapeutic benefit over existing treatnents nust be carried out
usi ng appropriate formulations for the age group(s) for which the

assessnment i s required.
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(b) Deferred subm ssion. FDA may, on its own initiative or

at the request of an applicant, defer subm ssion of sone or al
assessnents of safety and effectiveness described in paragraph
(a) of this section until after licensing of the product for use
in adults. |If an applicant requests deferred subm ssion, the
request nust provide an adequate justification for del aying

pedi atric studies, a description of the planned or ongoing

studi es, and evidence that the studies are being or will be
conducted with due diligence and at the earliest possible tine.

| f FDA determnes that there is an adequate justification for
tenporarily delaying the subm ssion of assessnments of pediatric
safety and effectiveness, the product may be licensed for use in
adults subject to the requirenent that the applicant submt the
requi red assessnents within a specified tine.

(c) Waivers. (1) FDA may grant a full or partial waiver
of the requirenents of paragraph (a) of this section on its own
initiative or at the request of an applicant.

(2) An applicant may request a full waiver of the
requi renents of paragraph (a) of this section if:

(1) The product:
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(A) Does not represent a neaningful therapeutic benefit
over existing therapies for pediatric patients; and

(B) Is not likely to be used in a substantial nunber of
pediatric patients; or

(i1) Necessary studies are inpossible or highly inpractical
because, e.g., the nunber of such patients is so small or
geogr aphi cal |y di spersed; or

(iii1) There is evidence strongly suggesting that the
product would be ineffective or unsafe in all pediatric age
gr oups.

(3) An applicant may request a partial waiver of the
requi renents of paragraph (a) of this section with respect to a
specified pediatric age group, if:

(i) The product:

(A) Does not represent a meani ngful therapeutic benefit
over existing therapies for pediatric patients in that age group;
and

(B) Is not likely to be used in a substantial nunber of
patients in that age group; or

(i1) Necessary studies are inpossible or highly
inpractical, e.g., because the nunber of patients in that age
group is so small or geographically dispersed; or

(ti1) There is evidence strongly suggesting that the

product would be ineffective or unsafe in that age group; or
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(1v) The applicant can denonstrate that reasonable attenpts
to produce a pediatric fornulation necessary for that age group
have fail ed.

(4) The request for a waiver nust provide an adequate
justification.

(5) FDA shall grant a full or partial waiver, as
appropriate, if the agency finds that there is a
reasonable basis on which to conclude that one or nore of
the grounds for waiver specified in paragraph (c)(2) or (3)
of this section have been net. If a waiver is granted on
the ground that it is not possible to develop a
pediatric formulation, the waiver wll cover only those

pedi atric age groups requiring that formulation. |If a waiver is



77
granted because there is evidence that the product woul d be
ineffective or unsafe in pediatric populations, this information

will be included in the product’s |abeling.
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