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'.amount". by Chris Jennings, President
Clinton’s’ principal health care adviser. |

.and labeling would be simply to require
“been -determined in children. ‘Or. the
‘turn, could exert moral and economic
1 pressure ' on drug compames ‘to" obtain

“that will - purchase and beneflt from

", their products.. . -

FDA Loves Kids
’
So Much, It’ll
Make You Sick
By HENrY . MILLER

If you've filled a prescription recently,
you may have had a nasty surprise. A
bottle of antibiotics or a tube of steroid -
cream used to cost a few bucks, but now
you find drug prices like Epogen (ery-
thropoietin for anemia) at between $324
and $486 per week, Rocalcitrol (a vitamin
D derivative) at $55 to $385 a week, and
Biaxin (the antibiotic clarlthromycm) at
$75 a week.

Why the huge prices? It’s your tax dol-
lars at work. Government regulation im-
poses enormous costs on drug develop-
ment that must be passed along to con-
sumers in higher prlces

They were at it again last week. Pres-
ident Clinton announced that drug com-
panies will be required to test whether
the medicines they sell for adults are
safe and effective for children, and to
put the pediatric- dosages on the label.
The new requirement will increase the
already astronomical cost of drug devel-
opment by more than $200 million annu-
ally, according to the FDA's own (con-

servative) estimate. The added cost was
characterized as a “very, very modest

Consumers who pay for their drugs may.
have other ideas.
* % % o
. A more measured approach to en-
couraging adequate pediatric- testmg

a ‘prominent- label "or logo on drugs
whose safety: and efflcacy have not <yet;-

FDA could sunply publish a list of such
drugs ‘each year. This would make par-
ents and physrclans aware that such in-
formation -is not available, and they, in

it.. After "all, it is’ in drug" companies’.
own -interest-to expand the population

‘and inimical;to market forces?. F

regulate.”

The Clinton. administration’s . new:

regulation. is far more - ambitious. It
makes unreasonable demands on drug
developers and would actually delay the

availability of new drugs, if FDA with-
holds approval for adult uses while data’
from pediatric studies are being . col--

lected. Creatmg ‘a dosage "appropriate
for children is often especially challeng-
ing, for a number of reasons. Can the.
active ingredient be incorporated in a

chewable or syrup form? Will it have
special storage requirements and ade--
quate shelf life? Is the taste one that;

kids will take?

A pediatric form of Glaxo Wellocome s

antibiotic Seftin, approved in 1990, re-
quired more than double the cost and man
hours to develop than its adult form did.
Glaxo also had tremendous problems in
finding effective preservatives for the pe-

.diatric syrup form of Epivir, an AIDS drug,

even after the adult form had been fully
developed.
Clinical trials are difficult to perform

‘with children. For ethical reasons, testing -

is done on patients, not on healthy volun-
teers. Study pamc1pants may be scarce
because a given disease is rare in children;
because the patient population is geo-
graphically - diverse, or because parents
are reluctant to enroll their sick children
in an experiment.

" Finally, for the purposes of drug
testing, “children” is by no means a ho-
mogenous category. The term implies
several groups that are physiologically
and metabolically distinct:
infants, preschoolers, schoolchildren and
teens. Moreover, children may pass

| through two or. more age groups. during

the course of a multiyear clinical study.
As FDA regulatory requirements for all

1 age groups'are ratcheted ever. ‘upward,

drugs are ‘moving more - slugglshly
through the clinical testing pipeline. The
total time required for drug development,

" from synthesis of the molecule to market-

ing approval, has more than doubled since’
1964, to 14.8 years from 6.5. And-the $500
million tab for each drug approved in the
U.S. is by far the most expensive in the

regulatlons, which: are expenswe;

thing, it’s in the ‘self-intéres
crats to seek: greater mai dat
thereby, to. amass . larger ‘empires-and’
budgets. It often seems'as if it’s simply in-
their nature as. former FDA Commlg-

L B S L
"~ When regu]atlon is excesswe everyone
is a loser—except ‘government regulators
themselves. Money spent by the govern-
ment, 1ndustry and consumers on FDA
regulation is money not spent on some-
thing else, mcludmg the ability to protect
public health in other ways—reduce

| poverty, improve hlghways perform dlag

nostic testing.

Consider, for example the potentlal' ;:
benefits of spending the $200 million an-
‘nual -cost.of FDA’s new regulation on':
breast cancer screening— accordlng to Na- -
tional Institutes of Health statistics, it
would save between 60,000 and ‘140,000 :
"years of U.S. women’s lives. If it were ©
spent on cervical cancer screening, it"’
would save between 140,000 and 300,000 -

| years of life.

The FDA’s new reg‘ulatlon is the lat-

,‘ est example of Big Brother deciding
; where . private-sector research and de- .
velopment resources are to be spent. .In

the  process, it .increases costs .to con- -
sumers gnd puts them at risk as the.in-
troduction of new drugs is delayed.
More - fundamentally, the policy illus-
trates- that the Clinton' administration

| has a greater commitment -to  the

rhetoric than to the reallty of protecting .

| the publlc health.

newborns, -

Dr. leler 1S a senior research Sellow at

i the Hoover Institution and author of “Policy
: Controversy in Biotechnology: An Insider’s

View” (ACademzc Press, 1997). He was an
FDA official from 1979 to 1994.



MEMORANDUM FOR THE PRESIDENTIAL ADVISORY COUNCIL ON HIV/AIDS

FROM: Regan Hall Reinerth
DATE: August 13, 1997
RE: Food and Drug Administration, HHS

Proposed Rule Requiring Manufacturers to Assess the
Safety and Effectiveness of New Drugs and
Biological Products in Pediatric Patients

I. Reasoning for Proposal

The FDA is proposing new regulations requiring pediatric studies of certain new drugs and
biological products. The proposed rule would attempt to address the issue of the lack of pediatric
use information on product labels by requiring that manufacturers of a limited class of new drugs
and new biological products provide sufficient data and information to support directions for
pediatric use for the claimed indications, before or soon after approval.

A recent survey by the FDA concluded that products used for treatment of diseases that occur
both in adults and children have very little information about pediatric use in their labeling. Less
than half of the FDA approved drugs for treatment of HIV infection or opportunistic
infections carry ANY pediatric safety or effectiveness information. Those treatments that do
are often limited to a certain pediatric age group. For example, there is almost no information on
use in patients under 2 years of age for most drug classes. '

Even after a drug has been used in pediatric patients for a long period of time and the drug has
been successful, directions for safe and effective use for pediatric patients still do not appear on
the label.

Inadequate dosing information may expose pediatric patients to dangerously high doses or to
ineffective treatment.

II. FDA Initiatives to Improve Pediatric Use Information: The 1994 Rule
The 1994 rule requires drug manufacturers to survey existing data and determine whether those
data are sufficient to support additional pediatric use information on the drug’s labeling.

This rule recognizes that controlled clinical studies to support pediatric use information need
not have been carried out in pediatric patients where the course of the disease and the effects
of the drug are sufficiently similar in children and adults.

In these cases, controlled clinical studies in adults together with pharmocokinetic and adverse
reaction data in pediatric patients may be sufficient to establish pediatric safety and effectiveness.

The 1994 rule does not impose a general requirement that manufacturers carry out studies if
existing information is not sufficient to support pediatric use information. It only requires the
manufacturer to include in the drug’s labeling the statement: “Safety and effectiveness in
pediatric patients have not been established.”



III. Need for Additional Steps

The 1994 rule is one of the ways in which the FDA attempted to improve pediatric use
information, but the results of this rule as well as other steps taken by the FDA have not shown
consistent improvement. As a result, the FDA has:

* proposed another rule that would require the manufacturers of certain new and marketed

drugs and biological products to evaluate the safety and effectiveness of their products in
pediatric patients

* made plans to develop guidance on clinical trial designs for assessing pediatric safety and
effectiveness

» proposed that a users fee be waved for supplements to add pediatric use labeling, unless the
supplements contain adequate and well-controlled clinical trials - this is to encourage the
submission of pediatric studies

IV. Description 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 children or that represent a meaningful therapeutic benefit over existing
treatments for children contain adequate pediatric labeling for the approved indications at the
time of, or soon after, approval. The rule would therefor require a manufacturer of a drug
classified as a “new chemical entity” ( a drug that contains no previously approved active moiety
which is the molecule or ion that is responsible for the physiological or pharmacological action
of the drug) or new biological product to submit, before approval, safety and effectiveness
information on relevant pediatric age groups for the claimed indications.

The requirement would be waived if:
1. the product did not represent a meaningful therapeutic benefit over existing treatments for

pediatric patients and was unlikely to be used in a “substantial number” (100,000 or more
pediatric patients constitutes a substantial number) of pediatric patients

2. studies on the product were impossible or highly impractical
3. the product were likely to be unsafe or ineffective in pediatric patients
4. reasonable efforts to develop a pediatric formulation had failed

The rule would also require that manufacturers of already marketed drugs and biological
products conduct studies to support pediatric use labeling for the claimed indications.

The Federal Food, Drug, and Cosmetic Act authorizes the FDA to grant periods of exclusive
marketing to manufacturers who obtain approval of labeling supplements adding pediatric use
information to a drug’s label. A manufacturer is entitled to 3 years of market exclusivity for
obtaining approval of pediatric use labeling based on clinical studies. Also, a manufacturer may
be entitled to 7 years of exclusive marketing under the Orphan Drug Act for obtaining approval

of an application for use of a drug to treat a disease or condition affecting a pediatric population
of less than 200,000.
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By Lauran Neergaard
Assocero PRESS.
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The Clinton’ 'admimstratlon
* preparing to force drug manufac
/ turers to test; whether the med1

~'tines ‘they sell to" adults are ‘safe *
“aind - eﬁ‘ectxv "for children to use, “awo ¢

; .tial for children. If so, the: company
would be ordered to prov1de a plan

X T

| About 80 percen of. the natiori’s -
prescnptxon drugs are not labeled

- for child use‘because they never

" were tested on children. Pediatri- -

', cians often must guess a safe dose

+ when they have to use adult drugs_‘

such,as asthma and ‘AIDS medica
uOns on theu- smallest pat1ents

“The drug mdustry has largely

: prescnptlon information.

"

“Now, President Clinton is set to, .
" propose regulatlons today that
‘would. require ,manufacturers. to
. provide that information:for: new

/-onée administration official. Pédiat-
“Tric labeling ‘could be added soon e
. " after sales to adults begin, as long
_ as the move is tlmely, the ofﬁmal

- 1gnored -Food ‘and :Drug Adnnms-"':f-..Sald -

“tration efforts dating back t0 1994~
. designed to spiir more children’s -

who spoke on condition of anonym
ity, say that when a company seeks‘
FDA permlsswn to test an’experi

‘The FDA would not delay ap-.
provmg a drug for adults, stressed

e

-The proposed rules do not re-

‘quire massive, expensnve clinical -

trials on chxldren Instead, if ‘a”

-drug is considered safe for adults
~.companies could do simple dosage
testmg — studies that take three to

six months to perform - sh

Erescnbed for the1r chlldren h

== such as bronchodilators for

" 'But a deadline’ on that was not im- |-

=~past five ‘years, .only’; ere |
“ quickly labeled- tor mcl_ wehild |

' “People. assurne any drug that i

Tlus will now'be a requtrement ..
"The proposed rules:zlso would |

dre widely prescribed to children |

sthma- patiénts’ and _tltxle anti-

mediately set.: o :
Of 183 drugs appro _d m_ the L

:prescription. informati n., T el
FDA. targéted 64 more- drugs that |
- offered promise for chﬂdren “but |
“only two* ultlmately were: labeled :
for chlldren, ‘the AIDS! foundahon -




Clinton W
’ . By LAURIEMcGINLEY
_ Staff Reportér 0f THE WALL STREET JOURNAL
.. Inamajor change in the nation’s drug-
approval policy, President” Clinton’ will
propose today that new drugs likely to be
prescribed for children should first be

I Py i

MACEUTICALS'

tested on kids for safety, dosage and, in
some cases, effectiveness. :

The policy could pose a quandary for
the drug industry, which would face new
research costs but can’t afford to appear

R

insensitive to children’s needs. Alan.

" Holmer, president of the Pharmaceutical
Research and Manufacturers of America,
- the industry’s Washington-based trade
* group, said manufacturers are committed
to increasing their pediatric testing but
questioned whether a government man-
date is needed. L
The drug-testing proposal follows” an
- Increasing clamor from children’s heaith
experts about what they see as a growing
problem: Drugs commonly used for kids
often don’t - and, indeed, aren't required
to — undergo pediatric testing. In the case
of new AIDS drugs, doctors have been
-reluctant to prescribe them to -children

'

ants Drug-Safet

because they don’t know how the drugs,
which have severe side effects, will work.

Only about 40% of drugs considered
“highly beneficial for young -patients un-
dergo pediatric testing, including medica-
tions for such common childhood ailments

: as asthma,. allergic reactions and ear

infections, administration " officials say.

*Only about 20% of the drugs on the market

have been tested on children.

While pediatricians - often prescribe
drugs that haven't been studied in-chil-
dren, they frequently lack important infor-

" mation on precisely how much medication

to use -and how it will affect.their pa-
tients. e

As a result, physicians are sometimes .
forced to ‘choose between “‘prescribing
drugs without well-founded dosing and

.safety information or utilizing other poten-
tially less effective therapy,” says a copy

of a draft Food and Drug Administration
rule. In fact, administration officials say,
the percentage of drugs tested on children

is decreasing, and is largely absent for

children under two

years of age. In
the case of AIDS, only five of the 11
approved drugs have been tested in chil-
dren. : o

The administration estimates the plan

- THE POLICY CHANGE,

to be proposed today,
could raise costs
for drug makers. B

would cost the drug industry between $13.5
million and $20.9 million a year. Part of

‘that reflects a requirement that manufac-

turers develop drug formulations, such as
liquids, that could be used by children.
Mr: Holmer of the drug makers’ group
called the administration’s cost estimate -
too low. It widely misses the mark and
fails to reflect .the enormous. scientific :
difficulties that dre, often involved” in
conducting pediatric tests and developing
formulations for children, he said, iy
Industry officials say that pediatric

-trials are particularly challenging because

parents are often reluctant to enrol] their
children. Another problem: The tests may
have to be repeated in children of different
ages to get enough useful information.
But health groups and administration
officials note that drug companies have
been conducting safe clinical trials involv-
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‘Drug-Safety Tes
=T ContmuedF‘rmn Page BI ‘ Fo
wouldn't be threaténed with drug-approval |

delays or product redalls—enforcement ac- :
tions the administration rejected as uneth-.

ical. S o ’
-For drugs already on the market, man--
ufacturers would be required to submit

pelling circumstances™ = for example, if:
the drugs could help children biit weren’t
-being used becausé of a dearth of data. In:
cases where children and aduls’ are-af-

. fected similarly. by a disease,
would have to test a drug for

* dosage ‘but not. perform more
_ejﬂ"ec,tiyenes;“testi‘qg., el il
""" Some drug companies are already test-
ing their drugs in children. A Glaxo Well-
come PLC spokeswoman says the company
[includes pediatric studies for Ats HIV-
drugs, among others. Glaxo also tested its

- drug Ultiva, an analgesic sed n'anesthe-

safety and
‘elaborate.

sia procedures, in children- d older,
and {t is now testingithe dryg In Thildren
ringing In age from néwborn hrough 8.’

Various forms’ of “Glaxo’s ‘asthma dryg,
R T L T

3

tsSought for Ki

h 190, . leading antiblotic, Augmentin.
pediatric information if there were “‘com-- i -, "

1COMPANIES . vlined to comment on the proposed require: -
-1 ment to test drugs In children because the :
* compahy hasn't séen the proposal; -~ :
+ .- The new rule)'which

“Ventolin, Jare approved for- ¢hildren a3’
! young as two, she adds. _ o
- mithKline Beecham PLC is testing its™

.antidepressant; Paxil, in young people, a
" spokesman’ says. He also notes that the -
for its.:

. company-conducted pediatric trials

A.spokesman ..for, Novartis AG, the

* company that makes Ritalin, says the drug :
 lotreat attention deficit disorder has pedi:.. .
;<'atric approval but isn°t recommended for

children under §ix years of age. He dé--

15 still sizbject to':

et

y Tests for Children -

ing children for” years. “Safety isn't a
concern,” says Susan DeLaurentis, co:

" founder of the Pediatric AIDS Foundation,

a Santa Monica, Calif., group ‘that has

-pushed hard for increased pediatric test-

ing. She notes that both: the Ainerican

" Academy of. Pediatrics and the federal
. government have issued guidelines on how

to conduct such tests ethically. And other
AIDS activists say the regulafion virtually
ensures 'that manufacturers developing
the next generation of AIDS drugs condutt
pediatric testing before seeking FDA ap-

- .proval.’

The... Clinton admi’nisﬁjatign's _blan
‘would require prescription drug makersto .

submit pediatric data to the FDA when . -
., they apply for approval to sell the drugs to
“gdults, " or shortly after approval - is
_granted. The rule would cover drugs that

are expected to be a significant advance
for children and medications likely to be
taken by more than 100,000 childrena year.
The FDA expects 12 of the new drugs it
approves each year'to trigger the require-
ments, and it would decide which they
were. . _ :

While manufacturers that don't ¢om-
ply would face court action and fines, they

, Please Turn to Page B7, Column'5 e

zcharige, will becomé effective sometimé: -

‘after the close of a §0-day public-comment -
period. Manufacturers ~submitting new .
drug’ applications would have between 15.

and: 21 ‘months -to-hand: in " kids": studies,” -.

depending on:when theyfiled their. FDA:
application,”- - - 7 .. 00T w

el —Elyse Tanoiyk-
.. " contributed to this article, -

Li




sy - By ROBERT PEAR -
° WASHINGTON, Aug. 12 — Presi-

- dent Clinton will order changes in the

. testing of prescription drugs to in-
: sure that manufacturers specifically
. examine the drugs’ effects on chil-
" dren if the medications are to.be
-.used by any significant number. of
- young patients, White House offlcnals
.. gaid today.

i The officials sald they decnded to
require such studies because drug

. companies were not doing enough
. ;?edlatnc studies on their-own.

.+ Mr. Clinton will announce the new

", policy. on Wednesday at the White

. House, the officials said.

U Chris Jennings, a White House

.aide who coordinates health policy,
:’said: “Medications used for pediat-
. Fic populanons have been woefully

and inadequately tested to date. Only
42 percent of drugs that have proved

' h1ghly useful in pediatric populatlons
: ..have been tested on children.”

* The order is the latest example of

. the Clinton Administration’s empha-

e - a e —— - . & e A - A ¥ SE N TSR M T Womwe e e sm m e = e

sis on protecting children. Mr. Clin-
tp'n recently persuaded Congress to
create a health insurance program
for children.’ Under his direction,
Federal agencies are trying to halt

-the sale of tobacco to minors and to

protect children from environmental

. health hazards, sex and violence on

television, and'liquor advertising.

. “}Under a rule to.be issued on

‘ednesday by the Food and Drug

:_Admmlstratlon. Mr. .Jennings said,
“we ‘will require drug manufactur-

ers to conduct studies to determine

_the.safety and appropriate dosage

levels for any prescrlpuon drugs

) used widely by children.”

:In addition, he said, “we vill re-
'(';ulre appropriate labeling” to re-
¢t the results of those studies.
Alan F. Holmer, president of the
armaceutical Research and Man-

“tfacturers of America, a tradé asso-’

clation for drig companies, said the

‘Yrdustry would work with-the
“étnment’in‘a coopérative spirit.”’

14! would-expett that thete would
bé'séme incréase ifi testing of drugs
in children as a result of thistegula-
" tlon,” he said, “but it’s hard to deter-
" mine the’ precise magnltugl
U ’see th

tHE NEW YORK TIMES NATIONAL WEDNESDAY, AUGUST 13, 1997

Pres:dent to Order Drug Makers to Conduct Pediatric Studies

president of the association, said it
might be difficult for drug makers to
recruit children for clinical trials. .

“F.D.A. assumes that thousands of
children are willing to be tested and
that their parents are willing to have
them tested,” Dr. Siegfried said.
“But in reality, there are not a lot of
parents who want their kids to be in
clinical tests just for the sake of
satlsfying the Government.”

In addition, he said, children of
different ages may react differently
to the same dose of a particular drug.
So the studies will be difficult to
design.

Under the proposed regulation,
drug companies would not have to
evaluate a new drug in children if it
was “impossible or highly impracti-
cal’” to do so.

Explaining why the White House
had decided to act now, Mr. Jennings
said: “In the last few years, we have
requested the pharmaceutical indus-
try to provide this information and to
put it on drug labels. Unfortunately,
we have had a fairly low success rate

in getting the compames to do it

voluntarily.”
Many drugs used by chlldren -in-
cluding asthma medlcatlons and

+

antibiotics, have not been specifical-
ly studied in children or approved for
use in children. They are approved
for adults and prescribed for chil-
dren, for uses not specifically recog- )
nized on the labels. :

Mr. Holmer said drug trials for .
children must not delay the develop-
ment, approval and marketing of
drugs for adults.. . .

But Donna E. Shalala, the Secre--:
tary of Health and Human Services,
said: *“Children are not simply small
adults. Under the new rule, manufac-
turers of drugs likely. to be used by
children will be required to complete

NE A17

studies and place information .on

. drug labels to help physicians | make
" scientifically based decisioris when--

prescribing drugs for children.”
In addition, Mr. Holmer said, drug

companies will have to conduct new’
. studies of some drugs already in

wide use among children.

Dr. Robert M. Ward, a professor of
pediatrics at the Umversuy of Utah
and chairman of the American Acad-
emy of Pediatrics’ committee on
drugs, welcomed the President’s ini-
tiative.

“This is one of the most important
advances for pedlatrlc drug therapy
in several decades,” Dr. Ward said in

an interview. “It wiil lmgrove the

information that doctors’
able to them when they

%féﬂ\d

prescnbe medications for chlldreq

For example, Dr. Ward said: “Pa-
tients with asthma ‘are often treated
with steroids taken through an inhal-
er. These are among'the most effec-
tive treatments available. for asth-
ma. But drug companies-have not
spent the money or the time to study
these drugs in large groups of. chil-
dren and to submit the data to. ;he
E.D.A

Susan DeLaurenns a, co-founder
of the Pediatric AIDS . Foundation,
praised the new rule. ., -..

“Drug companies will be requlred‘
to evaluate the safety and dosing. of
drugs ‘that wﬂl be used in children,”
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" -based on incomplete infor
:_..- more harm than good The. deuslo

- monly used drugs auch'-'as‘-
- Rn;lllynand others that tréat asthma, -
allergies and ear infections even

Prescrlptlon Drugs;a and }Qluldren

C lmton Announces Actwn lo Force New

: 'ByPeterBa_ker' v
Washingtoo Post Staff Weiter -

More than a halfcentury, after re- -

* quiring that new medications be prov-
en safe and effective for adults, the
. federal government for the first time
.plans to force drug manufacturers to
*conduct separate studies on how their

i pmductswiﬂaffectchlldren.
» - Under new -rules announced by
" President Clinto)y at the White House

-yesterday, pha.rfpaceuheal companies
beginning néxt year would be obligat-
ed to test the safetyof théir prescrip-
-tion drugs for children, determine the

jand theu label them

ecutive
today simply -is ‘designed to ensure °
that parents and pediatricians have the-
safety information théy need,” Clinton .
. sald. Without such tésts, he said, “the
" pediatricians’ other. alternative is to
guess—wnh potenually mve conse-.

“quences.”

Currently jllSt 20 percent of drugs
e United States dre.

marketed in th
labeled for use by children, ofte

ments about presmbiné
gimply refrain rather than nsk causing

" though thiey have riot been adequa‘t#ly
“tested, ‘according 10°th ;Hmlnlsha-
“tion. Aboit hatf ofthedrugs used 'to

" treat adilts #ith the AIDS yiru 'l;ave
:Inotbeentestedforchildren. -

i «Children are nof little adatis,” said

';Josephnhnga,memmdentoﬂhe

" American Academy of Pediatrics.."At

“every age and stage of thei” develop- .-.'

ment, they respond to’ things; -
included, dlfferent w:ju

“adults.”:

8 Inhaving Chnton announdé thehhe

* rathér than the Food and Driig Ad
‘Istration; the Whité Hoiise &b itied
fts “etrategy of promoting relau#ély

' modeet ‘initiatives that. wblle tm
’Amerlcnns, tradxﬁo

shted denhﬂl

bu.'

w
- tét-One"fleck af ‘a tim

yh ﬂo Pél'l\ .

GLVNG

coverage for indigent children includ-

_ed in the balanced budget plap sngned :

into law by Clinton last week -
Joinéd by Vice President Gore and

Health and Human Services Secretary |,

Donna “E. -Shalala, .the. Clintons \n-
_vvelled ﬂle pedmrlc drug rule at a

| “chnsider ita
national scandal. ;.
that 80percento i

the drugs havenot.

fully'tested, for

White o'une ceremony thatfeamred
.-Regan. Ralph, . Washington lawyer |,
whdsesonwhsn'ea:edforasthmathh

dal that 80 perceat of the

the.drugs have
bm!ullmeﬂediockid DeWine |,
.ealdijatdephoneintermm pigay |
Aecidedito {,
hnpose mmonaﬂemhmwy o
1994 failed fo win. .-
“-much lndum' poopemﬂom We, hge

Clinton aides ;83id sthey.
B mt'h‘d -4,

; Thee £20
;mxon costto indystry, he: ga;d.mnld
":Sf; oo Af doles s e o
R ¢ s pat
-+ The progosed meula;ior}lm Jmk

Caanigt o uum mli 1t ,‘rm m,r -

: hensive ¢verhaul crafted b

pteaafterﬂaénnureofﬂxewm,?fl‘
by first lady
ham-Glinton;-whowag-on A

B ior yesterday's event. The most |

U\Ja%&“ﬁﬁkw\ Voot
g] )47

" recent. and,promment ex,ample of that
. 'was the $24 billion expansion of health

,pledge to work with the president
'."’ooﬂaborat:ve and oonstructm basis.”
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Statement
Lawrence A. McAndrews

CHILDREN’S HOSPITALS URGE FEDERAL ACTION
TO STIMULATE 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 specifically for use by children.

Three weeks 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 children’s illnesses and conditions.

These researchers included academic leaders from Children’s Hospital in
Boston and Le Bonheur Children’s Medical Center in Memphis. They
recognize that the markert’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.
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All too often, our children’s care givers must rely only on their personal
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 hospirals are
very aware of the limited extent of testing and labeling of pharmaceuticals for
children.

N.A.C.H. believes the Administration’s new initiative to develop the most
appropriate ways to stinulate 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 pharmaceuricals. 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 pharmaceutical testing 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
population, 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 Children
for the 21st Cenrury,”

“...(Dhe 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 o
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.



PRESIDENT CLINTON ANNOUNCES NEW MEASURES TO INCREASE AVAILABILITY
OF INFORMATION ON SAFE USE OF MEDICATIONS USED TO TREAT CHILDREN
August 13. 1997

Today. President Clinton announced a proposed regulation that would create important protections for
children by requiring manufacturers to provide pediatric-use information for medicines used to treat
children. The rule would also require companies to submit information that would be placed on drug
labels to help pediatricians and other health care providers make treatment decisions based on scientific
information specific to children. This rule is designed to ensure that important drugs are available for use
in children and to reduce avoidable adverse drug reactions and under-treatments by better informing
physicians about whether -- and in what dosages -- drugs are safe and effective for use in children.

Continuing a Comprehensive Effort

The proposed rule is part of a comprehensive effort by the Department of Health and Human Services®
Food and Drug Administration (FDA) to increase the number of drugs and biologic products with
adequate labeling for safe and effective use in children. In 1994, the FDA issued a regulation to
encourage drug manufacturers to submit pediatric-use data for review. The FDA has also implemented a
“Pediatric Plan™ designed to improve pediatric-use information for marketed drugs and to encourage
voluntary development of pediatric-use data during the drug development process.

Ensuring Children’s Safety

Despite these efforts. many new drugs are still being approved without information on how they should be
used to treat children. In addition, there is extensive evidence that drugs for conditions that affect both
adults and children are routinely used to treat pediatric patients despite the absence of pediatric labeling,
and even in the face of disclaimers stating that safety and effectiveness have not been established in
children. The absence of pediatric labeling information may require physicians caring for children to
choose between prescribing drugs without well-founded dosing and safety information, or utilizing other,
potentially less effective therapies. As a result, inadequate pediatric labeling puts children at risk for
unexpected adverse reactions or lack of optimal treatment. Even after a drug has been used in children for
some time, and there has been substantial clinical experience with a drug, directions for safe and effective
use in children are often not provided on drug labels. Under the proposed rule announced today,
manufacturers of new and marketed drugs or biologic products likely to be used to treat children will be
required to provide sufficient data and information to support directions for safe pediatric use, with few
exceptions.

Building on the President’s Commitment to Children’s Health

Since taking office, protecting the health of America’s children has been one of President Clinton’s
primary objectives. Since 1993, the Clinton Administration has significantly increased investments in
priority areas for children, and results have followed. For example, in large part due to President
Clinton’s comprehensive Childhood Immunization Initiative. a record number of 2-year-olds are now
properly vaccinated, and most vaccine-preventable diseases are at record lows. In addition, infant
mortality is at an all time low, and the numbers of women receiving prenatal care in their first trimester is
at an all-time high. President Clinton has also expanded health coverage to more children by signing the
Kassebaum-Kennedy legislation into law, and by ensuring inclusion of provisions in the new balanced
budget that will expand health coverage to up to 5 million uninsured children.



