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August 28, 1997

The Editor S ; |
The Editorial Page - - B
The Wall Street Journal R e
200 Liberty Street . T S |
New York NY 10281 ' !

To the Editor

The only good-falth explanation for Henry Miller's op-ed on
President Clinton's recent proposal on children’s pharmaceutlca!s
can be that he has not had a chance to read the regulation. The
op-ed contains mistakes on.numbers, on current law, on the effect
of the proposed regulation, and on the underlymg problems. Had
‘he even read.the Journal's own coverage of the proposal (“Clmton
Wants Drug-Safety Tests for Children,” August 13, 1997), he would '
have had the con'ect lnformation on all of these pomts. S 1

Flrst and foremost, Iet’s estabhsh the problem here: Elghty
percent of the drugs currentiy on the market have never been I
‘tested for safety for children. Conseéquently, a parent of a sick ch:ld
and the pediatrician must choose between admmlstermg adrug
that may be toxic to children (and there have been tragic examples o
of this, e.g., some antibiotics) or withholding a drug that has proven '\
effective in adults (and there have been equally tragic examples/of -

this, e.g., the newestA DS drugs). American children deserve b

-better. . o . L : :

Contrary to M;llers asserttons this will not cost much. The
FDA says that the maximum expected cost is $20 million annually
(Miller misquotes FDA as saying $200 million; he is mistaken by a
- factor of ten. The August 13 Journal article had the correct . | .
" .information.) By any reckonmg-the humber of sick. childrenwho -

~thousan'd‘ths of one percent of the ' 'venues of the' top ten. i
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o 'amalgam of patents and the bounties they prov:de to mnovatxve companles; the
increasing-need to recover investment early i in a drug’s patent life, and the new

as msurance cross-subsrd:es of Europe efc.

i
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:

And contrary to Miller's asserttons thxs will not delay new drugs The

* proposed regulation is explicit in saying that approvals of drugs for adults will not '

be withheld. The only action contemplated.if a company refuses to test its new
drug for safety in children isa court injunction ordering them to do so. All |
children’s advocates oppose the delay of adult drugs as unethical; unlike

Miller, however we goon to argue that delay of children’s drugs is unethical, too.

HIS techmcal arguments agamst the proposal are also wreng ‘He
suggests that difficulty formulating pediatric drugs (suspending a chemical in a
syrup instead of pressing it into a pill) is.often a major stumbling biock. This is
sometimes true, and the proposal makes a ‘specific exception to ‘the rule for thls f
problem. Ifa company makes a reasonable effort to develop a pediatric ‘
formulation and fails, the requirement is waived. (Note that if Miller’s formulatxon
argument were the real problem, parents could expect there would be a full -
range of drugs for tested for older children. There are not; most drugs have not'
been tested for use even in 10-year-olds who have no trouble swallowing pms )‘ :

i

Miller also argues that trials may be difficult if a disease.is. rare, the patient'
population geographically diverse, or if study subjects cannot be recrulted True
But the proposed regulation has exceptions for each of these snuatlons Drug ;
companies are requested to do only what is possnble ’ i

" Moreover, his suggested altematlves are wrong First he proposes that

) 'the FDA require only that a label say that the drug has not been tested in . i

children, and let parents decide and pressure the companies. Thatis current (
law, and it has not worked. Drug companies are already required to display such

‘a disclaimer, the use of untested drugs has continued, and the number of drugs 9
. tested for chuldren has net mcreased and by some catcu!atlons has declmed

He also suggests that w&th the Iabehng he proposes the market should
be allowed to take its course and will be self-correcting, eventually resulting in -
companies’ testing drugs for children to get the increased sales. .For 35 years
medical experts have been calling for these safety data, but with littie response.
Even in the case of those drugs that have a large pediatric market (e. g. asthma

drugs, Ritalin), much remalns unstudted and untested Caveat pedxatnc empta]:;r -

doesn t work

marketing of drugs as an-alternative to other services in managed care, as welt
o ;
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Mlller may have an ax to gnnd with FDA, but thls is the wrong regulatron :
~ to pick on. When the original food and drug safety laws were passed in this |
country, they were in response to children’s disasters and for the benefit of !
children. Pediatricians, pharmac:sts and parents will be assisted by safety “ ,
testing for children. Itis very long overdue. As Congressman Coffee said in |
1934, “Every mother is anxious that the food and medicine given her baby shall
be above suspicion.... The purpose of this legislation is to protect the public, to
protect the mothers and children.” That purpose has gotten lost over the years _ ,
“and we are dehghted that Pre5|dent Clinton has revnved it o R
. ' I

Sincerely, | N '
Susan Delaurentis S
Co-founder : S
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“Ty let oneself be bound by a duty from the moment you see it approaching is part of the integrity that alone justifies respansibilifzy.

August 14, 1997

The Hon. William Jefferson Clinton
President of the United States ' o
The White House 1

1600 Pennsylvania Avenue, NW / '
hank Yo

Washington, DC 20500

[ am writing today on behalf of the International Association of Physicians in
AIDS Care (IAPAC) and the 5,500 health care professionals we represent to
applaud your executive action yesterday with regard to labeling drugs with
pediatric doses. As you so eloquently stated in your remarks, it is unacceptable
that less than 50 percent of drugs proven effective in children have been properly
tested in children, leading many physicians to rely on guesswork | to treat one of
our most vulnerable populations.

Dear Mr. President:

The lack of timely and appropriate pediatric clinical trials of combinations of
antiretroviral drugs that may prove beneficial for HIV-infected adults have
crippled the ability of our physicians to appropriately care for children with HIV
disease. Our children deserve more than guesswork about the most effective
combinations of antiretroviral drugs necessary for their continued 'survival with
this disease. Our children are entitled to more. Your moral leadershlp on this
issue could save thousands of lives. ‘ ~

Our association represents the majority of physicians providing vital AIDS care
to children living with HIV/AIDS. IAPAC’s Pediatric AIDS Committee counts
on the best and brightest minds in the field. This committee has impressed upon
us the importance of prioritizing the needs of children in our natlonal and
international advocacy and education initiatives. As a result, the association is
working with Committee Chair Mark Kline, MD, associate professor of
pediatrics at the Baylor College of Medicine, to advance an ongoing Romanian-
American Education and Clinical Research Program that is providing relief to
thousands of Romanian children living with this dread disease. Our hope is that
this program will eventually become a model for other such pedlatnc clinical
research and treatment initiatives in Eastern Europe.

development of clinical guidelines for the management of pediatric HIV disease
and a world congress on pediatric AIDS scheduled for fall of 1998. Additionally,
the association is convening an historic meeting between pediatric AIDS experts
and leading pharmaceutical industry representatives to jointly address the

1
t
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* — Dag Hamemarksjald
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restructuring and coordination of clinical trials to maximize treatment options for HIV-infected
children. As important, we will discuss goals and objectives around the access to care crisis that
prevents so many children in this country and abroad from obtaining the drugs they need to stay alive
and healthy. Our ultimate goal, and one we will announce at our First International Conference on
Healthcare Resource Allocation for HIV/AIDS this November 10-11, is to guarantee every U.S. child
access to AIDS drugs regardless of the financial status of their parents or guardians.

Mr. President, you have time and again demonstrated your commitment to childreril’s causes. We
applaud your latest action and hope that your administration will join us in our campaign to save the
lives of more than 250,000 children each year. Together we must do everything p0551ble to stop the
needless pain and hastened deaths that afflict so many of our children.

Sincerely,

M—M . :)éim}/\
José M. Zuniga \
Deputy Director ' ,

cc Vice President Al Gore, Jr.
Secretary Donna Shalala
Sandra Thurman
Christopher Jennings
Harold Varmus, MD ;
William Paul, MD ?
Mark Kline, MD
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Amencan Medlcal Assocmtlon

Physicians dedlcal.edtothe health ofAmenca o

- Statement <

FORIMMEDIATERELEASE July 13,1997 1

' AMA CELEBRATES PEDIATRIC LABELING PROPOSAL
Stresses need, for clinical research and d‘oscge mfonnatwn specy'cally jor ch zldren
| Statement &nnbutable to:  YankD.Coble MD . LT
' AT " Trustee, American Medxcal Assocxaaon :

~ “The American Medical Assocxanon today celebrates Presxdent Cl.mton s proposal o
make more information on using drugs to treat children available to physicians. We .~ .-
applaud President Clinton for this.initiative, and for all his hard work in the area of '

children’s health. -

: “Cuzrently only about 20% of all prescnpnon dmgs marke'eed in the U.S, are labcled ,
specifically for use by children. As a result, many physicians prescribe drugs for children
~ based on limited research, and without comprehensive information based on clinical trials
. with children. We hope today’s move will dramatically increase the amount of |
information available, allowing physicians to more confidently treat children usmg a
~wider range of prescnpnon medications. , - - f
, “Althcugh the FDA previously encouraged drug manufact\uets to subrmt pedlamc data
on new drugs, today’s proposal would require that data be put on a drug’s label 'so
physicians can make treatment decisions based on sczennﬁc information a:med
specxﬁcally at their youngest panents o : , ‘:

“The AMA has also supported the Better Pharmaceuncals for Children Act, sponsored by
Sens. Christopher Dodd and Mike DeWine and Reps. Jim Greenwood and Henry ‘
Waxman. This bill, introduced in the 105th Congress, would provide incentives to drug
manufacturers who conduct pediatric studies and prcmdc pedxatnc dosage formulanons

- “We look forward to workmg with the Presndent and Congress on ﬁxmre eﬁ'orts to msure o
that America’s children have the bcst health care poss:ble _ o :

S
i

For more information, please contact: ~ BrendaL. Craine
| R I © AMA Washington
202/789-7447 |- o

S 1 1101 Vermont Avenue, NW

' Washington, DC20005 .
TR0
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The Pediatric AIDS Foundation

Peter Benzian Response to the Pharmaceutical Manufacturers Association (PhRMA)
Marlene Canter _ , On Testing Drugs for Safety for Children

Susan DaLaurentis . .
Philip A. Pizzo, M.D. . : .
Susie Zeagen o In its press release dated August 12, 1997, PhRMA commits -

Lioyd 5. Zeiderman itself to working with the “Administration and anyone else to advance
Elizaheth Glaser the goal of better medicine for children.” The Pediatric AIDS

1947 1954 Foundation (PAF) welcomes that commitment and looks forward to

EXECUTIVE ADVISORY BOARD PhRMA's cooperation on this pressing problem.
HONGRARY CO-CHAIRS

President and Mrs. Ronald Reugan However, PhRMA goes on in the press release to question the

Mrs. William E. Brock - .FDA’s proposed regulations to require that drugs be tested for safety
?'a':ﬁfyi'nu’r“:ﬁﬂm and dosing for children’s use. In asking this question, the press

Kitly Dukakis release makes a number of serious errors, omissions, and mlsleadlng B
Michsel D. Eince statements. This is an effort by PAF to correct the record. ' '
;é;xz;ior'.i’éula Hawkins

Efon Joln Argument in Press Release:

v S Manufacturers are voluntarily testing drugs for children. “We question

Jonathan M. Tisch whether a government mandate is needed.” '

Alexander Vreelana

Boowi i Response: The industry is not testing most drugs for

children.

HEALTH ADVISORY BOARD

CHAIRPERSON ' 80% of the drugs already on the market have not

e M wifert. MD. been tested for children.

piry G, Baland. AN MR, In 1991, only 56% of new drugs approved with.

Yuonne J. Bryson. M.D. S .. potential usefulness in children were actually

LAt e Mo e _ tested for children. In 1996, -only 37% of new

et oy M v D- _ drugs approved with potential usefulness in

chaets, Goxtied M. children were actually tested for children.
R _ During the period between 1991 and 1995, itis

D s vt e estime;.b ed that 60 drugs were approved that

Ans Sl Kautn, M. MA : .+ would be affected by the proposed regulation, .Of .

. : M. § - those 60, 37 (61%) had no pediatric Iabelmg ' .

B _A_rgmn_en!_m_Ecg&Bglgaie'
K, M. M The industry is primarily concerned about protecting the safety of
" children and avoiding risks of research.

Response:  Children are placed at-significant risk through
industry practices of failure to test drugs. As the
American Academy of Pediatrics has noted, the

»Prullp I Plz‘o

SR el 3Aen 04 b Vit WAL 2R ey g

) :'f‘Jllr o Smeni;

Arye hub sleirs, MDD

A o e G o ~ use of untested drugs “may place more children
gg;gggjv; i s at risk than if drugs were administered as part of
E. fichard Stiehm. M.D. well-designed, controlled clinical trials.”

O SRR o St

Luh Wiener, Ph.D., A, (‘ q w,
Sarliorna! 4 fin,

CO.-FOUNDERS: Susarn DelLaurentis/Flicabeth . Glaser/Susie Zeegen
1511 Colar: atlo Avernue. Sunts Monlca. Calitornia 90404
TEL: (310) 395.9051 FAX: (310) 395-5149 L mull: infod:peaAiDS.org

Bernard Fiulds, M.D.
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' Drugs that are untested in children are widely -
used already. Five million prescriptions a year
are written for the top ten unstudied drugs alone

Guidelines have been established by both HHS
and the American Academy of Pediatrics about
~ the protectlon .of children in research.

The proposed regulation contains a specific _
waiver if there are reasonable grounds to beheve
that the drug is unsafe in children.

Argument in Press Release: There are practlcal difficulties in testiné
~drugs for children and in developing formulations appropriate for them.

Response:  All drug research has some practical dlf‘fICU|tIeS
not just children's research. ‘

The proposed regulatlon offers a specific waiver
. of the children’s research requirement if the study
. Is highly impractical and another specific waiver if
" reasonable efforts to develop a pediatric
formulation (when needed) fail.

Although industry argues that special - i
formulations are often a problem, this argument
is applicable only to very young children who
cannot swallow pills. if problems in formulation
were the reason that industry fails to do research
on children, one would expect that research on
older children would be routinely done. It is not.
Manufacturers have largely failed to do research
on children under the age of 12, and some have
done no research on children under 16. ‘

“Argument in Press Release: Adult drugs should not be delayed.

Response: Agreed. There should be no delay in drugs for
*adults. The only action proposed in the . ,
regulation if a manufacturer fails to do pediatric
research is a court order requiring them to do'it,
but no.delay in approving the drug for adults. .

Conclusion

The current practice in most of the pharmaceutical industry is
not to test drugs on children except in special circumstances. The;
Pediatric AIDS Foundation believes that presumption should be
reversed: Drugs should be tested on children unless there is a reason
not to. The proposed FDA regulation to be announced by the
President today would accomplish that goal.

P.@@3
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Pediatric

AIDS Foundation
August 13, 1997 ‘ '

Honorable William J. Clinton
The President

The White House

1600 Pennsylvania Avenue
Washington, D.C.

Dear Mr. Prcsxdcnt.,

| want to thank you for announcing today a prcposed Food and Drug Administration
regulation requiring drug manufacturers to perform pediatric studies for new drugs that will
be used by children. Thank you for raising this issue to the highest visibility and for taking
this step to ensure that children are no longer left behind in the progress of biomedical
research. .

The Pediatric AIDS Foundation was established to get drugs and research for

‘children with HIV. We have been active on this issue because children with HIV couldn’t gét

the same drugs as their parents. My best friend and fellow co-founder, Elizabeth Glaser, was
shocked to find that the drugs that were available to her were not available to her daughter,

-Ariel. ’ i !

A decade later, that is still too often the case. Last year, there was great news for
adults with AIDS--protease inhibitors offered new hope. But the hope wasn’t available to
kids for almost a full year later. Only this spring, two of these drugs were finally approved
for older children. One was a drug that did its adult trials long before its pediatric trials--the
usual story for most AIDS drugs. The other, however, was the drug manufactured by
Agouron, a company that did the right thing by developing thctr drug for children at the
same time as for adults.

But still none of these new pmtease inhibitors have been approved -for infants and
newborns. This is especially tragic since recent studies show that the most promising time to
control and potentially reverse the effects of HIV could be in a newly infected newbom

~ Children should not be an afterthought. Progress in research should include both
adults and children. And while we have been primarily involved in AIDS, we recognize that
this problem affects children with many other illnesses. So the solution should not be
disease-specific. It should be for all diseases. It should be children-specific.

Today’s announcement will change history. From now on, children will not be
automatically left out. From now on, it will be the rule that drugs are tested for children,
unless there’s a good reason not to.

For that, I am grateful to you. Once again you have demonstrated that this is an

Administration that truly cares about children.

Sincercly yours,

Co-founder

CO FOUNDERS: Susun OcLaure_nti:/Elizabeth Glaser/Susie Zeegen
1311 Colorado Avanue, Santa Monina, Californla 90404
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_ Statement
A Lawrence A. McAndrews

CHILDREN’S HOSPITALS URGE FEDERAL ACTION
TO S’I’IMULA_TE MANUFACTURERS’ TESTING
OF PHARMACEUTICAL PRODUCTS FOR CHILDREN’S USE

~ August 13,1997 |

The National Association of Children’s Hospitals (N.A.C.H.), representing more
than 100 children’s hospitals across the country, strongly commends the
Clinton administration’s recognition of a serious failing of the health care
market place ~ the absence of adequate market incentives or requirements for

testing and labeling of pharmaceutical products for use by children;

The proposal for public comment of new regulations mandating testing of

pharmaceuticals for pediatric use by the Food and Drug Administration (FDA).
reflects the strong, ongoing personal commitment of President Clinton and the
First Lady to public policy that helps every family meet its children’s needs for -
health, education, safety, and security. Certainly a serious concern for any -
parent whose child requires medication is the realization that only about 20
percent of all of the drugs marketed in the United States have been tested and
labeled specxﬁcaﬂy for use by children.

Three wee‘ks ago, in a hearing before the Senate Public Health and Safety |

Subcommittee, a number of the nation’s leading pediatric researchers cited the
serious lack of pharmaceutical products tested for children’s use as one of the
most important challenges facing the pediatric health care community in its
efforts to convince the nation of the need for increased investment in research
devoted to chﬂdren s illnesses and condmons

These researchers included academic leaders from Children’s Hospital in
Boston and Le Bonheur Children’s Medical Center in Memphis. They
recognize that the market’s failure would not be a problem if children’s health
care needs were identical to those of adults. But that, of course, is not the
case. As both parents and pediatric providers understand all too well, children
are not miniature adults. Their health care needs are not appropriately met by
providing either adult-sized treatments or even miniature versions of them.

401 Wythe Sreet. Alexandria VA 22314 An Affiliate of ‘the Narional Association of
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_ All too often, our children’s care givers must rely only on their pérsonal ,
judgment in deciding which drugs and which dosages are best suited for their
patients. Because they devote such a large share of their services to children
with complex conditions requiring specialized care, children’s hospitals are.
very aware of the limited extent of testmg and labehng of pharmaceuncals for
children.

'N.A.C.H. believes the Administration’s new initiative to develop the most
~ appropriate ways to stimulate product testing through regulation can
complement the important legislation proposed by Senators Christopher Dodd
(D-CT) and Mike DeWine (R-OH) plus Representative Jim Greenwood (R-PA)
and Henry Waxman (D-CA) to create market incentives for manufacturers to
undertake pediatric studies of new and FDA-approved pharmaceuticals. Their
legislation, which has strong bipartisan support, continues the effort begun in
1991 by former Senator Nancy Kassebaum (R-KS) to persuade the Congress of
the need to address the lack of pharmaceuttcal testmg for children.

Because they represent only about 30 percent of the nation’s population, less
than 15 percent of health care spending, and the poorest segment of the
populatlon children do not command the attention of the health care market
for investment in research and development (R&D). This is true not just for
R&D for children’s health care in particular, but for all R&D related to children.

According to the National Science and Technology Council’s April 1997 |
prepublication report on “A National Research Initiative for America’s Chtldren
for the 21st Century,” : ,

(T)he share of total national R&D toward children is less than 1.2
‘ percent Unlike other areas of research, the Federal Government bears
almost total responsibility for children. For example, the private sector
provides over 50 percent of health and energy R&D funding and over 90
- percent of transportation R&D. In contrast, the Federal Government -
provides approximately 90 percent of children’s R&D.”

Clearly, strengthening the federal investment in research devoted to children
remains critical. But children’s needs will not be fully met if the federal
government alone shoulders the responsibility for pediatric research and
development. Through a balanced commitment to market incentives and
‘regulation, the federal government can stimulate manufacturers’ investment in
product testing to meet children’s unique health care needs more fully.

Just last week, Congressional and White House commitment to bipartisanship
in budget policy helped to launch the most important new federal
commitment to strengthening children’s health insurance coverage in a
generation. We are confident that the same spirit of bipartisanship-can lead to
effective federal policy combining appropriate incentives and regulations to
ensure the necessary testing of pharmaceutical products for pediatric use,
which both children and their parents deserve. :
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The American Acadcmy of Pcdxamcs emhusmsncully .spplauds Prc51dent Clinton’s f:t}“orts to
“ensure that children will no longer be “therapeutic orphans.” Thanks to the proposed [ ood and
Drug Administration (FDA) regulations, drug manufacturers will routinely conduct pedxatqc
studies of most new and specific classes of drugs already in the market. The availability of
medication approved for infants, children and ddoiesccnts just took a much needed step today,
and the [’rcsxdenl is to be commcnded

Sevcral members of Congress, 1nc1udmg former Sen. Nancy Kassebaum (R-Kan.), have long
recognized the need to actively pursue this goal. We believe the proposed regulations will. -
complement AAP-backed legislation introduced in the 105th Congress. The Better f
Pharmaccuticals for Children Act, sponsored by Sens. Christopher Dodd (D-Conn.) anid MlkC '
DeWine (R-Ohio), and Reps. Jim Greenwood (R-Pa.) and Henry Waxman (D-Calif.), will |
solidify the establishment of a drug development system that meets the unique needs of childrcn.

[’mpcr drug :.mdu:s must be dont. to ensure that children receive optimal treatment. The wrong
drug, or even too much or too little of the right drug, does no good and may do harm. Currently,
only 20 percent of all drugs marketed in the United States have been labeled for use by infants,
children and adolescents. As a result, pediatricians must prescribe drugs based on information
from limited medical studies, rather than more comprehensive clinical trials in children, Adults
have had the benefits of testing and labeling for over haif a century. For children, we label the
food they eat and the television shows they watch. However, when it comes to pxescnbmg
children’s medicine, information about how much and how often to give it to them is sorely
lacking. For example, asthma is the leading cause of hospitalization of children in the Umlcd
States, and commonly affects children younger than age 5. DL;pltC that, thcrc is only one:
asthma drug labeled for use in children under the age of'6. S

i

The impact of these prbposcd regulations, properly implemented, cannot be understated.
Pediatricians and other health care profe:sie‘nals will now be armed with mare precise
information that takes into account various ages and stages of child dwclopmcm so that the best
drug, at the right dose, can be prescribed. : ’

BEH
The American Academy of Pediatrics is an organization of 53,000 primary care pediarricians,

pediatric medical subspecialists, and pediatric surgical specialists dedicared to the health
safety, and well- bemg of infants. children, udolescents and young adulis.
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Regulations Requiring Manufacturers to Assess the Safety and Effectiveness of New Drugs and
Biological Products in Pediatric Patients

AGENCY:. Food and Drug Administration, HHS.

ACTION: Prop’osed rule.

SUMMARY: The Food and Drug Administration (FDA) is proposing new regulations requiring
pedizitric studies of-certain new driig and biological products. Many new drugs and biological
products rg:pieserit treatments that are, at least at times, the best availablé treatment foi children;
-but most of 'the;m have not been adequately tested in the pediatric subpopulation. As a result,
product labeling frequently fails to provide..directions for safe and effective use in I.)e‘diatric ’
patients. The proposed rule would atte:mpti to partially address this lack of pediatric use
information by requiring that manufacturers of a limited class of new drugs and new biological
products provide sufficient data and information to support directions for pediatiic use for the
claimed in'dications, before or soon after approval. Manufacturers of a limited class of marketed
cirugs aiid biologics would also in compelling circumstances have to provide sucii dét_a. This
proposed rule is part of a comprehensive effort to increase the number of new-drugs gnd
biological products with clinically

signiﬁcant use in children that carry adequate labeling for use in that subpopulation. .
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DATES: Written commeﬁts and recommendations by (insert date 90 days after date of
publication in the FEDERAL REGISTER). Written comments on the information collection
provisions should be submitted by (insert date 30 days Vaﬁer date of pubiication in the FEDERAL
REGISTER). For further information of the agency's implementation plan, see section VII of |
this document. | |
ADDRESSES: Submit written«comments and recommendations to the Dockets Management
Branch (HFA-305), Food and Drug Ad‘ministratidn, 12420 Parklawn Dr., rm. 1-23, Rockville,
MD 20857. Submit written comments on the information collection provision to the Office of
Information and Regulaiory Affairs, OMB, New Executive Office Bldg., 725 17th St. NW., rm.
; 10235, Washington, DC 20503, Attn: Desk Officer foF FDA.

'FOR FURTHER INFORMATION CONTACT:

Pé‘ula Botstein,

Center for Drug Evaluation and Research (HFD-103), N

Food and Drug Administration,

5600 Fishers Lane,

Rockville, MD 20857,

301-827-3144, and

Ann M. Witt,

Office of Policy (HF-22),

Food and Drug Administration,

5600 F?shers Lane,

Rockville, MD 20857,

0c97113
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SUPPLEMENTARY INFORMATION:
I. Introduction
Children are subject to many of the same diseases as adults, and are, by necessity, often-

treated with the same drugs and
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biological produbts as adults. According to the American Academy of Pediatrics, however, only

a small fraction of all drugs and biological products mmketed in the United States have had

clinfcal trials performed in pediatric patients é.nd amaj 6rity of marketed drugs are not iabeled for
use in pediatﬁc patients o; for use in specific pediatric age groups (Ref. 1). A recent FDA survey

similariy concluded that most products that are indicated for diseases occurring in botlh‘ adults
| and children have -vefy little information about pediatric use in their labeling (Ref. 2). For some

products, including vaccines and anti_biotics; pediatric use information is generally adequate.
Maﬁy drugs used in the treatment Qf both common ghildhqod illnesses and more serioﬁs
: (;onditions, however, carry little information about use in pediatric patients. Les‘sA than half the
drugs-approved for t;e_étment of human immunodeﬁciel}cy virus (HIV) infection or
acéompanying opportunistic infections carry any pediatric safety or effectiveness information,
and, of those .that do, the data are often incomplétg and limited to certain pediatric a}ge: groups.
Pediatric labeling is also inadequate for such drug classes as steroids, drugs to treat
'gastrointestinél problems, prescription pain medications, antihypertensives, antidepressants,
antirheumatic drugs, and drugs tb treat ulcerative co_litis.

Safety and effectiveness information for some pediatric age groups:is particularly sparse.
For example, ~t.her‘e is almost no information on use in patients linder 2 years of age formost drug.
classes (Ref. 2).
Many of the drugs and biological products most widely used in pediatric patients carry -

disclaimers stating that safety and effectiveness in pediatric patients have not béen esiéblishcd
(Refs. 2 and 3). Baséd on 1994 data from IMS America, Ltd., a research firm that provides data -

on prescription drug usage, FDA compiled a list of the 10 drugs that were most widely
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prescribedvfor pediatric patients, on an outpatient bﬁsis, 'deépite ingdequate pediatric lali}eling. In
~ ~eachrca$e, the label lackéd any use informatioﬂ for theA age group prescribed té, ér tﬁe |
information was inadequate. The drugs were: Albuteroi inhalation solution for nebulization for
treatment of asthma (prescribed 1,626,QOO times to pediatric patients under 12); Pﬁenergan fdr ,
‘treatment of allergic»reacti::ins (prescribed 663,000 ~t.imes to pediatric patients 'undedr 2); ampicillin
iﬁj ections for treatment of infection (prescribed 639,000:times to pediétric pétienfs un(ier 12);
. Auralganbtic sqluti§n for treatment of ear paiﬁ (prescribéd 600,000 timés to pediatric:patients
under 16); Lotrisone ¢ream fOr-tréannent of topical infections (preséribe'd 325,000 times to
: ;)ediatric patiieﬁt’s under 12); Prézac for treatment of depression and obsessive compuléive '
disorder (prescribed 34_9,00() times to pediatric patients. under 16, including 3,000 times fo
infants under 1); Intal for treatment of asthma (éolutioﬁ prééc’ribed 109,000 to pediatrib patients |
under 2; aerosol prescribed 399,000 times to pediatric patienté under 5); Zoloﬁ for treatment of
depression (preécribed 248,000 to pediatxic Apatients under 16); Ritalin f@r treatment of attention
deficit disorders and narcolepsy (prescribéd 226,000 times to pediatric patients uﬁder 6); Alup_entv
for treatment of asthma (184,000 times to pediatric patienfs under 6). These 10 drugs were thus
prescribed over 5 million times in'1 year for pediatﬁc patients in age groups'for’ which the label
cafriedva disclaimer or lacked adequate use information (Ref. 2).

The absence of pediatric labeling infonnétion may sometimes require thfa physician
caring for children to choose between prescribing dl"ugs without well-founded dosingi and safety
information or utilizing other, potentially 1eés effective, therapy.

‘Inadequate pediatric labeling thus exposes children to the risk of upexpected ad»versc;,

reactions or lack of optimal treatment. Even after a drug has been used in pediatric patients for
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some time, and there has been substantial cliniégl »expe_riencé with the drug, directions for saf;: 4
| and effective use in pediatric patients aré not provided oﬁ thé label.

| Childfen were once viewed asia population e_ﬁtirely distinct ﬁom adults, in wh{)m §afety
and effectiveness éf new dmgé had to be established entirely independently. It has become
increasingly clear, however, th;it children may be considered a démographic subpopﬁlation with
many similarities to the adult-population. In most cases, drﬁgs and biologicalproduct% behavé
~ similarly in demographic subgroups, includin‘gA age and gender sﬁbgroups, even thoﬁgﬁ there may
be variations because of diffgrences in, for example, pharmacokinetics. As FDA has already
‘s’.tated in a FEDERAL REGISTER document, where the disease and the drug’s effects are similar
in adulis aﬂd children, adequate and well-controlled trigils may nét be needed in children to |
establish pediatric use information (59 FR 6424Q, December 13, 1994) (hereinaﬁer‘re’ferred to és
the 1994 rule). | |

Although use of a drug in children is no longer considered a vnew indication (with the

exception of specific "pediatric indications"), the developmeﬁt of additional information in
pediatric patients 1s needed to provide apprgpriate do.sing recommendations. Correct ’pediatric
dosing cannot necessarily be extrapolated from adult dosing inforplation using an equivalence
based eit_her on weight milligra;ns per kilogram (mg/kg) or body surface afca (ing/s’quare ‘meter
(nf)). Potentially significant differences in pharmacokinetics may alter a drug’s effect in
pediatric patients. The effects of growth and maturatiqn of various organs, maturation of the
immune system, alterations in metabolism throug};out infancy and childhoéd, changes in body
propértions, and other develépmeﬁtal chgnges may result in sighiﬁcar;t differences iﬁ the doses

needed by pediatric patients and adults. For example, studies have shown that fcntanyl, a potent
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opioid, widely used in anesthetic managément of infants and small children but not Igbeled fdr‘
use in pediatric patients under 2 years of age, demonstrates differences in‘clearan(A:e between the
neonatal périod and 2 or more months of age due to improving hepatié blood flow and hepatic
microsomal maturation (Ref. 4). Comparable doses in adults 'and..nconates (calculated ona
miérogram (ug)/kg basis) produce twofold to threefold higher plasma concentrations in neonates
(Ref. 5). Pharmacokinetic differences of this kind demonstrate the importax}cel of studying the
pharmacokinetics of a drug in pediatric patients \o'f different ages before they are widely exposed
té it. Inadequate dosing information may expose pediatric patienfs_ to dangerously high doses or
;o ineffective treatment. The absence of pediatric testing may thus result in less than-optimal
treatment for many pediatric patients.

Pediatric patients receiving inadequately tested and labeled drugs are also eprsed to the
risk of unexpected adverse reactions. One of the earliest cases in which serious advefse events
were observed in neonates following administration of a dru'g that had not been adequaiely
studied in pediatric patients was the development of "gray baby syndfome" from
chloramphenicol, an antibiotic (Ref. 6). After an initial »réport of 5 deaths and"a‘substequent
report of 18 deafhs in neonates, it waé learned that the imniature livers of .t‘hesevihfants were
unable to clear chloramphenicol from the body, allowing’toxic doses of the drug to accumulate.
Other cases in which inadequately studied drugs have resulted in serious adverse effects in
pediatric patients include teeth staining from tetracycline, kernicterus from sulfa drugs,
withdrawal symptoms following .prdlonged administration of fenfanyl in infants and small
children, seizures and cardiac arrest caused by bupivacaine toxicity, development of colonic

strictures in pediatric cystic fibrosis patients after exposure to high-dose pancreatic enzymes, and
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hazardous ‘i“ntervactio_ns between erythromycin and midazolam (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 dfugs were widely uséd in pediatric patients.

Failure to conduct pediatric testing may, in unusual cases, deprive pedjatric patients of
significant therapeutic advances. Failure to develop a pediatric formulation of a drug, where
younger pediatric populations cannot take the aciult for.mulation, may also deny pediatric patients
access to important therapeutic advances, or require pediatric patients to take the drug in
h'onkiemade, poorly bioavailable formulations. | |
| I ‘F DA Initiatives to Impr(')ve Pediatric Use Iﬁformation
FDA has taken a number of steps in recent year_s 'Lo address inadequate pediatric drﬁg :
te,sti_ng and inadequate pediatric use information in drug labeling. Perhaps the moét sigzx;iﬁcémt.
step was the issuance of tﬁe 1994 rule requiring drug .manufact'.urers to survey existing data and
determine whefher those data are sufﬁéient to support additional pediatric use information i’n the
drug’s labeling (59 FR 64240). Under the 1994 ru‘le,. if a manufacturer deteﬁniﬁes that existing
data permit modification-of the label’s ﬁediatric use information, the' manufacturer must submit a
supplemental new drug appjlication (NDA) to FDA seeking approval qf the labeliﬁg change. The
rule explicitly recognizes‘ thaf conﬁolled clinical studies to support pediatric use information‘
heéd not have been carried out in pediatric patients \»;here the course of tﬁe disease and the
effects of the drug are sufficiently similar in children and adults to permit extrapolation from the
adult effectiveness data to p;adiatric patients. In these cases, controlled clinical studies in adults |
together with pharmacokinetic and adverse reaction data in pediétric patieﬁts’ may be sufﬁc’ient to

establish pediatric safety and effectiveness.
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Although the préamble tp the 1994'rule recognfzes FDA’s authority to require drug -
manufacturers to conduct pediatric studies oﬁ a case-by-case basis, the ruie does not impose a
general requirement that manufacturers carry out studies if ext—isting- information is not L;;ufﬁcient
to support ﬁediatric use information. | Instead, where there 1s insufﬁci‘ent informatiéﬁ to support a
pediatn'c indication or pediatric use statement, the rule requires tﬁe manufacfurer to include in éhe
drug’s labeling the statement: "Safety and effectivéness in pediatric patients have not })éen
established." Becaﬁs_e the rule focuses on gathering existing information about pediatric use,
rather than carrying out new studies, sﬁpplemcnts filed in response to the rule ‘;vill be for
r‘narketed drugs. The rule does not apply to profducts first entering the imarketplace, except to the
extent that pediatric studies qonducted on suchvproductg before approval can take advantage of
the rule’s explicit authorization to rely on pharmacokinetic data réther than adequate and well-
‘controlled studies in pediatric patients, and that labeling statements about pediatric use must
;. confoﬁn to rthe rule’s iabeling requirements.

FDA’s Center for Drug Evaluation and Rgse'a_rch (CDER) and Center for Biologics
‘Evaluation (CBER) énd Research have impleniented a""Pediatric Plan" designed to focus

| attention oﬁ and encourage volﬁntary development of pediatric data both during the drug
development process and after marketing. At specified points during the investigation of a new
drug or biological product, FDA staff discuss with the sponsor the (iata needed to support
#edia‘gric labeling and encourage them to ‘condilct needed stuéies. CDER and CBER have also
begun to implement a program in which, after review of an NDA, biologics license application
(BLA); or sﬁpplemental application, the FDA reviewer fills out a "pediatric page." The pediatric

page does not itself impose any requirements, but describes the adeciuacy of product labeling for
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pediatric patients and plans for further pediatric studies. If pediatric labeling is found to be
inadequate, the pediatric page states whether additional eediati‘ib studies are needed. If pediatric
studies are needed, the pediatric page states whether the appl_icant has agfeed to coﬁduei the
necessary studies and, if necessary, to develop a pediatric formulation. FDA is alse aieveloping a
| draft guidance document on pediatric pharmz'icokivrietics.'

In‘ addition; FDA has taken steps to improve pediatric use infonnatien for marl%eted drugs
under the p_edietric plan. CDER has identified the 10 drués most used in pediatric populatiohs
for which there is no pediatric use information or for which the pediatric use infomation is

, inadequate given the pattern of use in pediatric patients. The manufacturers of these drugs have
been notified of the widespread uee of their drugs in the pediatric population and asked to
respond to the 1994 rule. CBER is currently identifying the biological products most frequently -
‘used in pediatric patients without'lalv)‘el-ing information. FDA has developed guidance to
manufacturers on the content gnd format for~pediaﬁc use supplements under fhe 1994 rule and is
tre.eking eediatric use supplements and commitments. | |

II1. Results of Actions to Date and Nced for AdditioAnaI.Steps

Although the ections .tekeh by FDA to date ‘have produced seme gains in pediatric
laeeling, they have not yetvsubstantially increased the number of drugs and biol(.)gical'products‘
for which there is adequate pediatric use information. The percentage of new product:s enterihg |
the marketplace that contain adequate pediatric safety and effectiveness infomation has not
shown consistent improvement in the last decade. An informal survey conducted by fhe
American Academy of Pediatrics in 1990 found that of all new ,m‘oleéular entities (NME’S) o

R

approved between 1984 and 1990, 20 percent had information on pediatric use. Not all NME’s
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have uséfulness inA pediatric patients, however. For example, for NME’s approved in the yeaxls
1991-1996, 53 percént‘ were regarded by‘I’*‘DA as havirié pétcntial use‘ﬁﬂneés in pediatric
‘patients. Presumably, if only the NME’s with ~usefulnvess in pediatric patients had been ?
’ c&nsidered in the survey, the percéntage ‘\x;'ith pediatric labeling would ha{fe been sdm'ewhat

higher; and as high as 42 percen;:.

FDA comyparedAthe number of NME’s approved in 1 991 and 1996 with potentigl
usefulness in pediatric patieﬁfs and looked ai: the ~ade(juacy of pediatric labeling for those drugs.
Fifty-six percent (9) 16) of the NME’s api)roved in 1991 with potential usefulness ih pédiaﬁic '
I’)atients‘had some éediatric labelinig ét the time of approval. ‘In' 1996, only 37 percent (15/40) of
the NME’.S with potential usefulness'in ﬁediatric patienfs ﬁad some ;pedive/ltric labeling at the time
of approval. (For 5o'th 1991 énd.l 996, thosé drﬁgs courited as -having‘ pediatric labeling rﬁay not

havé been labeled fo‘r all age groups in which the d’rug was uséful.) The manufacturers of an
additional 17 drugs promised to conduct pediaﬁic' studies after approval. It is uncertain how
many of these promises wili resplt in pediatr‘ig labeling. Of the seven NME’s approved in 1991
for whi;:h postapproval pediatric studieé Weré promised, c‘)nly('é)ne now has pediatric labeling.

These data indicate that voluntary efforts h‘ave, thus far, not sub,staniially increaséd the

number of products entering the marketplace with adequaté pediatric ‘labeling. ,Therefore, FDA
has tentati_vely concluded that.additional steps are necessary to ensure the safety and :
effectiveness of drug and biological products for pediatric patients. This proposed rule includes '
provisions that would require the manufacturers of certain new aﬁd marketed drugs ari1d |
biological products to evaluate the safety and efféctiveness' of their products in pediatric patierits,

where existing information is not sufficient to support-pediatric use labeling but the product is
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likely to be commonly used in pediatric patients, tﬁe product. is a new drug or biologic‘alk product
which would provide a meaningful ~therapéutic benefit to pediatric patients over existing
treatments, or the product is a marketed drug or biological product which is indicéted for a very
significant or life threatening illness.

Although this proposal would address the lack of rpediatric labeling through the
‘impositiéﬁ of regulatory requiréments, the agency solicits comment on whether there are
»altemat’ive ways to assure that manufacturers reliébly conduct pre- or postapproval studies in
pediatr.ic patiénts.
| At ‘the same time as.it is issuing this proposed rule, FDA has initiated other actions that it
hopes will encourage the de?elopment of adequate pediatric use information;, FDA pians to
develop guidaﬂce .on clihic'al'trial'designs for assessing pediatric safety and effecfivemss. “The
agency has also discussed with the phamaceutical industry a policy on user fees for f)ediatn'c
studies designed to encourage the submission of these studies. Such a policy could be
implemented through legislation at the time of reauthorization of the Prescription Drﬁg User Fee
Act 0£1992. FDA has proposed that user fees be waived for supplements to add pe(iiatric use
labeling, unless the supplements contain adequater and well-controlled clinical trials.’ Thus,

supplements that rely on pharmacokinetic data to extrapolate from existing adult studies kwoulrd‘ ‘

not be subject to user fees. FDA might also be prepared to waive the user fee for
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supplements containing pediatric use studies for which FDA granted a request to defer |
submission until after approval.
Finally, FDA has issued a policy statement describing the types of evidencenecess‘aty to

support supplements. In that

¢
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policy, FDA provides guidance to manufacturers on the circumstances in which FDA niay
approve a supplemeﬂt in whi’ch confirmation of the results ;)f an adequate and well-controlled
trial is provided by information other thap a second adequate and well-controlled trial preéisely
replicating the first trial, or by ‘sfudies without the extensive documeﬁtation ordinarily required.

The agency believés that financial and other incentives to manufacturers, although largely
beyond FDA’s current authority, could further incréase thg number of drugs and biologics with
| adequate pediat_ric labeling.

IV. Public Hearing
Because of the importance of ensuring the safety and effectiveness of the medications
administered to chil.dren_and the need to address the ab§ence of pediatric labeling in the most
effective manner possible, FDA intends to hold a public hearing at which recognized experts in
the field, members of Athe pharmaceutical industrS', and other interested parties will haQe an
opportunity to discuss thé iss_ues rgised by this pro'posal. |
V. D_escription of the Proposed Rule

The proposed rule is designed to ensure that new drugs and biological products that are

likely to be commonly used in chiidren or that represent a»meaningfu-l therapeutic benefit over

existing treatments for children contain adequate pediatric
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labeling for the approved indications at the time of, or soon after, api)roval. The rule would
therefore require a manufacturer ofla drug classified as a "new chemical entity" or a new (never-
before-approved) bioiog:ical product to submit, before approval, safety aﬁd effectiveneés
information on relevant pediatric age groups for the claimed indications. The submission of
information could be deferred until after approval if, for example, pediatric studies should not
begin until information on adults was collected, or where the collection and filing of pediatric
data would delay the availability of a product that provides a significant therapeutic advantage to
adults. The requirement would be waived for some or all pediatric age groups, if: (1) The
iaroduct did not represent a meaningful therapeutic béneﬁt over existing treatments for pediatric
patienfs and was unlikely tobe used iﬁ a substantial nul_nber of -pediatriq patients, (2) ‘studies on
the product were impossible or highly impractical because, for example, the populatioﬁ was too
small or geographically dispersed, (3). the product were likély to be unsafe or ineffective in
pediatric patients, or(4) reasonable efforts to dévelop a pediatric formulétion (if one were
needed) had failed.

| The rule is also intended to assist in improving pediatric use information for aiready
marketed drugs and.bioiogical products where there isa compelling need for more information.
The rule would therefore codify FDA’s authority, discussed in the. 1994 rule, to require, in
compelling circumstance;s, that manufacturers of already marketed drugs and biological products
conduct studies to support pediatric uée labeling for the clairﬁed indications. |

The proposed rule also contains provisi;)ns designed to encouragé discussions of the need

for pediatric studies early in the drug development process, as well as postmarketing reporting
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fequirements designed to assist FDA in determining v(fhether pediatric studies are needed for
particular él;oducts and whether required studies are Being carried out with due diligeﬁ;:e.

FDA notes th;at the Federal Food, Drug, and Cosmetic Act (the actj authorize; FDA,
:uﬁder certain c,ircumSténces, to grant periods 6f exclusive marketing to manufaéturers who obtain
- approval of labeling supplements adding pediatric ﬁse, iﬁformation to a drug’s label. First,a
manufactuifer is entitled to 3 years ‘of eﬁclu‘siveinarketing under section 505(c)(3)(D)(iii) and
(@)4)(D)(iv) of the act (21 U.S.C. 355(c)(3)(D)(iii) and ()(4)(D)(iv)) for obtaihjng approval of |
pediatric use labeﬁng based on clinical studies, dfherthan bioavailébility studies. Second, a
_‘manufécmrer may be entitled to 7 years of exclusive marketing unde.r the Orphan Drug
Anfénémen‘ts for obtaining ’gpproval of an épplication for uge of a drug to treat a disease or
condition affecting a pediatric population of less than 200,000.

The éroposed rule would céver ‘onljf origihal.é.ppliCations for those drugs classified as
“"new chemical entities," including antibiotics, and ne§v biological drug products that have never o
been approved for any indication. A "new chemical entity;" deﬁned in21 CFR 314.108(a), is a |
drug that ciontains no ﬁrgviouély approved active moiety. (An "active moiety," also d;eﬁned in§
314. 1*08I(a), is the moleculé or ion, excluding certain éppendages, that is responsible for the
physiological or phanngcological action of the drug.) New chemical entities and new biological
products are genérally the most innovative and therapeutically significant of the new drug |
pfoducté approved by FDA. |

In an effort to limit the scope of the rulé to those produéts for which pediatric labeling is

most urgently needed and to minimize the burden on manufacturers and on agency resources
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available to review new product applications, FIjA has tentatively g:oncluded that the pediatric
study requirement would not apply to subsequent ap;ﬂications for the drug or biological product;
e.g. fo suppieménts for new indications or dosage forms. FDA recognizes thaf, in some cases, a’
change to an approv,ed‘p'roduct, particu]arly a new-indication, may have clinicélly s_igﬁiﬁcant 1‘1se
in children. P;DA seeks-coment on whether the requifement should apply more brqadly, €8 to .
applications for minor chemical variations of ai)proved products, new indications, new dosage
forms or new routes of administration, and, if so, how; the rulekcou'ld be applied in 2 manner that
does not impose undue burdens on manufacturers or agency résources.

‘The proposed rule would require an asseés’ment of safety and effectivene;s n one
subpopulation (pediétric patients) only for the indications already claimed by the manufacturer.
It would not réquiré a manufacturer to study its product for unapproved ("off—lébel") indications,
even if the product were widél'y used in pediatric patients for those indications. Althdﬁgh the
proposed rule yvould not apply tq unapproved pediatn’q indications, nothing in the rule would
diminish the physician’s power to prescribe drugs and biological proéucts for such unapproved
ihdicationst |

B. Not-Yet-Marketed Drug and Biological Prgduéts
‘1. Sections 312.23(a)(3)(v), 312.53(a)(8), and 3 12.47(b)(i)(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
Pediatric Studies | |

In the development of a new drqu or biologi’calproduct, deéisioné about appropriate
populations to stud); and the design of such studies must often be made well before the

submission of an NDA or BLA. ’FDA has identified several critical points in the drug§
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development process, before submission of an NDA or BLA, during which the sponsor and FDA
should focus on the sponsor’s plans to assess pediatric safety and effectiveness. These time
points include: Any ~pr’e—irivesti‘gational new drug applicaﬁon (IND) meeting or "end of phase 1".
meeting for a.drug designated uﬁder subpart E of part 312 '(21 CFR part 312), the IND |
submission, the IND annual report, any "end of phase 2" meeting, the presentation of the IND to
an EDA drug adiri.sory committee, and ény pre-NDA or pre-BLA meeting. Of these, the pre-IND
meéting, the ';end of phase 1" meeting, the IND submission, the IND ahnual report, th'¢ "end of
pilase 2" meeting, and the pre-NDA meeting are codified in part 312, FDA’S regulatiqﬁs
éoveMng IND's.
FDA has already proposed to amend the IND ax}nual report requirement to include
diséussion of pediatric studies (60 FR 46794, September 8, 1995). FDA is proﬁosing to amend
| the remaining regulations to specify that thesé meetings and reports should.vinclude discuésion of
the éssessine'nt of pediatric Safety an(‘i-effec':tiveness. ‘To assist manufacturers in planning for
* studies that may be required under this proi:osed rule, FDA 1s also proposing to infonﬁ
manufacturers at thé "end of phase 2" meeting of the agéncy’s br?st judgment, at that time, of the
pediatﬁc studies that will be required for the prodilét and when the studies should be submitted.
In additioﬁ to the discussions of pediatric testing c;)diﬁed in this proposed rule, FDA will
also assist manufacturers by providing early consultations on chemisﬁ*y and formulation issues
| raised by requirements under this rule.
2. Sections 314.50(g)(1) and 601.27--Required Studies
~ Under proposéd §§ 314.50(g) and 601.27(a), aﬁ original application for a drug classified

as a new chemical entity or an application for a new biological produét would be required to

e
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contain data adequate to assess the safety apd effectiveness of the drug product for all pediatric.
age groups for thefclaim‘.ad indications, unless FDA granted a deferral or full or partial vlwaiv’er of
the requirement. Assessments required ﬁnder thié section for a product that represented a
meaningful therapeutic benefit over existing treatments would have to be carried out using
appropriate formulations for the age group(s) for which the assessment is required (see' "Pediatric
Formulations," in section V.E of this document), unless reasonable efforts to produce a pediatric
formulation had failed (see "Waivers," in section V.B.4 of this document).

Tﬁe proposed rule does not mandate particular types of studies. The sponsor should
;:onsult 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, gathering adequate data to establish
pediatric safety and effectiveness may not require controlled clinical trials in pediatric patients.
Where the course of the disease and the product’s effects are similar in-adults and children, FDA
may conclude that pediatric safety and effectiveness can be based on adult effectiveness data
toéether with pharmacokinetic and safety data in pediatric patients. The proposed rule also does
not necessarily require separate studies in pediatric patients. In appropriafe cases, adequate data
may be gathered by inéluding pediatric patients as well as adults in the original studies conducted
on the product. |
3. Sections 314.50(g)(2), 314.81(5)(2)(vii), and 601.27(b)—-D§ferred SﬁbmiSsion and
Postmarketing Reporté |

In sorhe cases, pediatric testing should Vnot\ begin untﬁil certain safety and/or effectiveness
informatidn in adults has been collected. FDA believes that in certain cases it may be

appropriate to defer submission of pediatric studies. For example, in such cases, an NDA or
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biological product license could be ready for approval for adult use before pediatric studies were
completed. Also, where a product was needed to treat a serious or life-threatening dise‘ése for
i which thefe were not saﬁsfactory alternative therapies or where the prbduct represented an
meaningful therapeutic benefit over existing therapies, it would be contrary to thé pﬁblic health
to delay approval until pediatric studies were submitted.

Préposed §§ 314.50(2)(2) 'and'601,.27(b) would permit FDA to defer the submission of
somé or all-of the required pediatric data until after approQal of the ,produét for adult use; on its.
own im'tiati-veor at the request of the applicant. If the applicant requested deferral, thé request
ievould be required to contain an adequate justification for delaying pediatric studies. If FDA
concluded that there were adequate justification fof defjérring the submission of pediatn'c use
studies, the agency could apprdve the product for use in adults subject to a requirement that the
applicant submit the required pediatric studies within »é specified time after approval. FDA
would consult with the spénsor in determining a deadline for the deferred submission, but would
ordinarily require thé submission not more than 2 yeérS»after the date of the initial approval. The
deadline for submission of studies would take account of likely or actual difficulties encountered
in recruiting pediatric
patients to the study. FDA seeks comment on the circumstancés in which FDA shoulﬁ permit |

deferral. FDA -also seeks comment on factors that should be considered in determinirig whether a
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product is ‘améng those that should be studied in adults before children.

To ensure that déferral would nét unhé(ﬁessarily delay the submission of pediatric use
information, FDA has tentatively concluded that a request for deferred sﬁbmission should
include a descﬁptioﬁ of the plé.nned or ongoing pediatric studies, and evidence that the studies -
were being or would be conducted: (1) With due diligence, and (2) at the earliest possible time.
To permit FDA to monitorrthe conduct of postapproval studies to ensure that they were carried
dut with due diligence, FDA is proposing to amend § 314.81(b)(ii) of the postmarketing reports
requirements to~réquire applicants to include in their annual reports whether they héve been
»;equired to-conduct postmarket pediatric studies and, if so, to report the status of those studies.
~ (Additional postmarketing reporting requirements are Qescﬁbed ﬁnder "Remedies," in section
V.G of this document.) FDA seeks comment on the types of evidence FDA‘ should examine to
ensure that deferred studies are carried out in a timély fashion.

4. Sections 314.50@(3) and 601.27(c)--Waivers

FDA does not intend to require pediatric asséssments unless the product represents a
meaningful therapeutic benefit over existing treatments or is éxpected to be \?idely used in
pediatric patients. FDA also does.not intend to.‘require pediatric aséessments in other ;imations
where the study(ies) necéssa& to carry out the assessment are impossible or highly impractical or
would pose undue risks to p.ediatricv patients. Thus, o |
§§ 3 14.5 0(g)(3) and 601.27(c) would r'equi‘re FDA to grant a waiver of the pediatric study
requirement on its own initiative or at the request of the applicant if: (1) The product‘ (é) did not
represent a meaningful thefapeutic benefit over ekiéting treatments, and (bj was not likely to be

used in a substantial number of pediatric patients as a whole, or was not likely to be used in a
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substaﬁtial number of one .or more pediatric subpopulations, (2) necessary smdies were
impossil;le or highly impractiCal, 'becaﬁse; for example, the number of such patients was s0 smail‘
- or geographically dispérsed; or (3) ‘there were evidence strongly suggestiﬁg that the product
woulé be ineffective or unsafe in some or all pediatric populations. If a waiver were granted
because there was evidence that the product would be ineffective or unsafe in pediatric patienAts,,
this inf;)rmé.tionvwou‘ld be included in the pfoduct’s labeling;

An app‘licaﬁt ;séuld réquest a full Waiver of ali pediatric studies if one or more of the
grounds for waiver ap’pAlied -tQ the pediatric population as a wholé. A partial waiver permitting -
t‘he applican;[ to avoid studies in particular pediatric age.groups could be requested if one or more
of t.he grounds for waiver applied to one or more ﬁediat?ic age groups. In additioh to the other
groundé for waiver, the proposed rule would authorize FDA to grant a partial waiver for those
age grouﬁs for which a pediatric formulation was required (see "Pediatric Forr.nulations,"'in
section V.E of this ’docufnent), if reasonab]e‘attempts to produce"a pediatric .fonnuiation had
failed. |

- The proposed rule would require the aipplicant to include in the request for a waiver an
adequate justiﬁcétion for not providing i)ediatric use information for oﬁe or more pediatric
populations. For example, the waiver request could demonstrgte’ that the product was indicated
f;)r a disease that does not occur in a substantial number of pedigﬁric patients (e.g., drugs for
breast or prostate cancer). k"l‘he wé’ivér requesf could demonstrate that the product was Q member
of a drug cléss known to be ungafe in specific pediatric age groups (e.g., chloramphenicol, an
~ antibiotic, which has caused serious adverse e\;ents in neonates. Also, it is widély known that,

except for serious or life threatening diseases where alternative therapy is needed, quinolones,



anti-malarial agents, are not recommended in young children due to concerns about cartilage and

bone development). Animal toxicity data or imautere metabolic pathways for newborns are

examples of data that may be used to demonstrate that the product was a member of a drug class

known th be unsafe in specific pediatric age groupé. | FDA Qdﬁld grant the waivér rsquést
if the agency found that there was a reasonable basié on whicﬁ to concludé that ziny of the
grounds for a waivér héd been met. A full waiver would be appropriate Whére, for example, the
product-did not represent é meaningful thefapeﬁtic. ad?ahce and was not likely to be us;:d ina
substantial proportion of any pediatric age group. A partial Wzgiver would be appropﬁate where,
fdr cxémple, the product was likely to be usedAin substantial numbers in some pedi_atric age
groups but not others, -
| wher;a the i)roduct was likely to be unsafe or ineffective in some age groups, or where rgasonablc
efforts ‘to-develop a pediatric fonnulaﬁbn necessary for somé age groups had failed. If a waiver
wére granted on the ground that it was not possible to develop a pediatric formulation, the waiver
would cover only thosevpediatﬁc age groups requiring a pediatric formulation.

The agenCy solicits comments on the proposed grounds for waiving the pediatric study
requirement and whether additionai grounds may exist. Such as whether cost should justify
waiver of the pediatric'study requirement. Additionally, FDA seeks comment on'defining the
term "meaningful thefapeutic benefit”. Comment is also réquested on, what should be
considered a "sub;stan‘ti.al number" of pediétric patients, i.e., how the ageﬁéy should establish a
level of expected use in pediatric patients below which pediatric labeling would not be required
for a drug that did not represent a fneaningful therapeutic advancei FDA is consideﬁﬁg two

possible methods. The first method would focus on the number of times the drug was expected

to be used in pediatric patients, annually‘. Under this’method; FDA has tentatively concluded that



SR NN T N R PRI TS R

25

100,000 or more prescriptions-or uses per year in all pediatric age groups would be considered a -
substantial number. Products that might require studies under this test include anesthetics,
anticonvulsants, asthma drugs, antidepressants, antimicrobials and antivirals, vaccines, and drugs

to treat certain skin conditions. FDA has also tentatively concluded that a partial waiver for a

particular pediatric age
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e
group would be available under this method if the product were expected to be prescribed or used .~
. a

fewer than 15,000 times per year in that age group. - ~//j"/
The second possible method for establishing the level of expected use would,fégus on the
number of pediatric patients affected byv thg disease or condition for which the product is
intended. Physician mention data fromAthe IMS National Disease and Therapeutié Indé‘x‘, sths
pediatric use of certain produects generally falling within two ranges (i.e., those products either
exceeding 100,000 physician mentions for pediatric use per year or those falling below 15,000 -
physician mentions for pediatﬁc use per year. Thus, undér this method, FDA has tentatively
;;oncluded that 100,000 pediatric patients affected by the diseaée or condition for which a product
was indicated would be considered a "substantial numbér“ of pediatric patients. A partial waiver )

for a particular pediatric age group would be available under this method if fewer that 15,000

patients in that age group were affected by the disease.or condition. FDA seeks

'IMS, National Disease and Therapeutic Index, IMS America;
Plymouth Meeting, PA.
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comment on these methods Qf assessing expécted pediatric exposure and on the speciﬁé
numerical thfesholds suggested.
5. Section 314.50(d)(7)--Pediatric Use Section of Application

Under proposed § 3»14.50(d:)»(7), épplicants Qould be required to include in their
applications a section summarizing and analyzing the data supporting pediatric use information
for the claimed iﬁdications. The’p.roposed new section of the application would contain an
integrated sumrﬁary of the clinical pharmaco‘logy studies, controlled clinjcél studies,
uncontrol-iéd clinical studies, or other data or informa‘tionv that are relevant to the safety-and
effectiveness, aﬁd benefits and risks of the drug in pediatric populations. Because full
descriptions of all such studies must already'be provided under § 314.50(d)(3) and (d)(5), the
new pediatric use section \;vould be required to contain only brief summaries of the studies
togetﬁer with a reference to the full description of each provided elsewhere in the application.

C. Marketed Drug and 'Biological Products

1. Section 201.23--Required Studies- '

As discussed in the preamble to {he 1994 ruI;, i?DA has the aufhority, under certain
circumstances, to require the ._marllufacturers of marketed drugs. that are used in pediatric patients -
to submit pediatric studies assessing safety and effectiveness fof the already approved indications
(59 FR 64240 at 64243). Proposed § 2(51..23 would authorize FDA io require a manﬁfacturer ofa
marketed drug or biological drug product to submit an application cbntaining data evalugting the
safety and
effectiveness of the product in pediatric populations, in compelling circumstances. FDA has
tentatively concluded that it should impose such é requirement only where’the agency made one

of two findings that: (1) The product was widely used in pediatric populations and the absence -
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of adequate labeling could pose significant risks to pediatric patients; or (2) the product was E
indicated for a very significant or life threatening illness, but additional dosing or safety
information was needed to permit its safe agd effective use in pediatric patients.

Before requiring a study under § 201 .23, the appropriate center, CDER or CBER, would
consult with the .rﬁanufaémrer on the type of stu&ies needed and on the length of time hecessary
to complete them and would notify the manufactﬁrer, by letter, of the cénter’s tentétive
conclusion that such a study was needed and provide the manufacturer an opportunity to provide
a written response and to have a meeting with the center. At the cénter’s discretion, such a
meeting could be an advisory committee meeting. If, after reviewing any written respéﬂse and
conducting any requested meeting, CDER or CBER de_termined that additional pediatric. use
information were necessary, the center director would issue an order requiring the manufacturer
to submit a supplemental application containing pediatric safety and effectivgness data within a
: .speciﬁed timé. The manufacturer would be able to request reconsideration by the Commissioner
for‘F ood and Drugs (the Comﬁﬁssioner) of the order under thé provisions at 21 CFR 10.33.

Proposed § 201.23(c) would require FDA to grant full or partial waivers of study
requirements on their own initiative‘br at request éf the applicant for reasons analogous to those
whiéh would entitle nof—yet-marketed drug and biologic products to waivers. |

FDA seeks comment on whether it should codify its authority to require the
nianufacturers of marketed drugs to cor;duct pediatric studies, and, if so, the circumstaﬁces under
which the agency should exercise that authority. The agency also splicits comment on the
proposed grounds for waiving the pediatric study requirement for already marketed drug and

biological products and whether additional ground may exist, such as whether cost should justify -
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waiver of the pediatric study requirement. Comment is also Asought on defining the term "vefy A
significant illness". | |
D. Studies bin Different Pediatﬁc .Age Groups

Because the pharmacokinetics and pharmacodynamics of a drug or biological product
' may bé diffe;rent:in different pediatric age groups or stages o% develépment, it c'ould‘bé necessary
to conduct studies in more thanlone pediétric age group. Tﬁe following age ‘cAategoriesA for the
pediatric population are ,commonly; distinguished: (1) NcOnates.; 2) .infar_1ts; (3) children, and
(4) adolescents. In the 1994 rule, FDA defined neonates as birth up to 1 month, infants as 1
x;mnth to 2 years, children as 2 years to 12 years, and“adoléscents as 12 years to 16 years (59 FR
64242). The need for studieé in more than.one agé group would dei)end on whether 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 document) and
whether safety and effectiveness in one age group coﬁld be extrgpolated to other age groups. The
: metabolism and elimination of the drug anci the stagé of developxﬁetit of the child may be
important‘ in} detci*mining&hich age groups should be tested. There would generally need to b’c
sufﬁcieﬁt data, including pharmacokinetic data to establiéh aosing and séfety for each group.
(Pharmaéokivnetic data are generally coll‘,ected‘ from pediatﬁc patients recei\fing the drug or
,biologic as treatment rather than from healthy Children.j In cases where the product was

expected to have similar pharmacokinetics in more than one age group, pharmacokinetic data
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