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The Better Pharmaceuticals for Children Act LQW]— W\Obié bﬁ/
(as re-drafted for the Pediatric AIDS Foundation) é\,
offers an additional 6 months of market exclusivity U-S/L JLQ&S ‘
to encourage clinical pedialric studies or 0’&(,‘ ) ;
(in two years) asscsscs a pediatric research fee b 1 m Pal-
to allow NIH to conduct such studies '

About 80% of drugs approved in the U.S. are not clinically tested in children. This 1s not
a problem unique to AIDS, cancer, or any specific disease; it is true for the vast majority of
drugs.

Infants and young children face serious harm becausc too few drugs arc clinically tested for
their usec.

Without data, doctors must make decisions on drug treatment for infants and young
children based on clinical tests of adults.

Children, especially infants, may metabolize or absorb drugs differently than adults.

Drugs that are safe for adults may cause serious side-effects in infants and young
children. Dosages and the means of administration which arc safe and effective for adults
may »ot be safe and effective for children.

Important new drugs are not being tested on infants and young children.

For example in AIDS, the new protease inhibitors, which have been shown to suppress
the HIV virus in clinical trials, are being approved with little if any pediatric data.

The absencc of pediatric clinical data leaves infants and young children without a
polentially effective treatmment for HIV/AIDS.

Moreover, a delay in pediatric data stymies efforts to reduce HIV/AIDS transmission
from mother to fetus through drug treatment.

While AZT during pregnancy reduces the transmission rate by two-thirds (from
25% to §%). it1s not perfect. Many infants might be born infected betore trials
are conducted on pregnant women to determinc if new drugs. like protcase
inhibitors, could reduce or eliminate transmission of HIV to a fetus.

Some would argue that the FDA has a statutory obligation to require that pediatric trials
are conducted simultaneously in adults and children. :

The Federal Food, Drug and Cosmetic Act says that drugs must be “safe and effective” -
nol “safe und effective” for adults anly.

The FDA has also said that, an application for marketing approval should contain data
“on a reasonahble sample of the patients likely to he given the drug once 1t is marketed.”
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This sample should include infants and young children.

Since FDA has not required pediatric trials, however, extended market exclusivity can
provide financial incentives to drug sponsors to conduct pediatric studies.

Since infants and young children make up a small market for most drugs for serious or
life-threatening conditions. many companies choose not to develop the pediatric
formulations and safety data.

Unless the FDA chooses to requirc such data, the Better Pharmaceuticals for Children Act
represents the best chance for infants and young children 1o have drugs tested in a manner
that will ensure their salety for them.

Under the Better Pharmaceuticals for Children Act, drug sponsors would get an
additional six months of market exclusivily for a drug for a serious or life-threatening
condition if a manufacturer tests the drug on infants and young children.

The market exclusivity provided by the Better Pharmaceuticals for Children Act will
compensate companies tor the additional costs of pediatric clinical trials.

Beginning two years from enactment, the bill would also raise pediatric research fees from
companies that do not test drugs that arc to treat serious or life-threatening conditions in
infants and young children.

Such fees could be used to assure that someone develops pediatric data on important
drugs. They could be used by the NIII directly or through grant or contract with another
researcher.

Such fees could also be a disincentive for manufacturers to avoid pediatric trials for
serious or life

Such fees could be waived if they pose a barrier to innovation or a hardship to small
companies.

Such fees would ngt apply to drugs that are already approved or already submitted for
approval: those drugs would, however, be eligible for market exclusivity.

Prepared by the Georgetown Federal Legislation Clinic on bchalf of
The Pediatric AIDS Foundation (Scitzman 4710:96 h:pafscitzmanibpea? sum)



EXECUTIVE OFFICE OF T HE PRESIDENT
29-May-1996 01:59pm

TO: (See Below)

FROM: Elizabeth E. Drye

Domestic Policy Council

SUBJECT: FDA REFORM -- Pediatric studies provision

NEC and the Patent Office are both o.k. with the provision in Sen. Kassebaum's
bill that provides an additional 6 months of market exclustivity for drugs for
which the Secretary requests -- and the manufacturer completes -- pediatric
studies. NEC and the Patent Office agree with us that the provision is not well
targeted -- the value of the patent extention may be excessive in some cases.
But the Patent Office (Bob Stoll) assured me the provision "does not do violence
to the patent system." Further, NEC and Patent Office agreed we do not want FDA
to decide on length of patent extension on a case by case basis.

FDA has suggested, and we should support, narrowing the provision so that only
drugs with significant pediatric benefits are eligible. I believe the
provision's proponents, including the Pediatric AIDS Foundation, would support
that.

Given NEC/Patent Office views, FDA/HHS are planning to express the
Administation's support for the provision to Senate staff while recommending
language to better target the provision as noted above. FDA/HHS will also
oppose lengthening the patent extension as some in industry are proposing. Let
me know if you have problems with this approach.

At some point we may want to more visibly support the provision, given the VP's
commitment to increase pediatric testing for AIDS drugs.
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To Elizabeth

From Tim

Re: Pediatric Drugs
May 10, 1996

Attached are the talking points and summary that I have given out on the re-drafl that we
would propose for the Kassebaum provisions. Please note that neither House nor Senate has yet
agreed to thesc revisions, and that ['m hoping to do a new dralt very soon.

Thanks. Call if you need more.

T™W
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To Interested Parties

From Tim Westmoreland

Re: Summary of April 9 Draft
April 9, 1896

Attached is a draft of the pediatric drugs bill that the Pediatric AIDS
Foundation has discussed. In brief, the bill would generally work as
follows:

--Any new drug for serious or life-threatening conditions that affect children
whose NDA contains pediatric studies would be awarded six months of
extended market exclusivity beyond whatever protections it would normally
enjoy (i.e., beyond patent life or beyond orphan drug exclusivity).

“Pediatric studies” are defined to be the development of an
appropriate pediatric formulation (e.g.. liquids or aerosols for infants)
and necessary safety and pharmacckinetics research.

As under current policy, pediatric efficacy studies (distinct from adult
efficacy studies) are not required.

--Beginning two years after enactment, any new drug for serious or life-
threatening conditions that affect children whose NDA does not contain
pediatric studies would be assessed a pediatric research fee to enable NIH
to conduct such studies or to give grants or contracts to have the studies
done.

The fee is also intended to serve as a disincentive for companies to
fail to do pediatric studies. '

--Drugs that are already approved and drugs that are in the FDA pipeline
have special rules.

After consultation with public and private experts and solicitation of
suggestions, the Secretary is to publish a list of drugs for which
pediatric studies are needed.

The Secretary is to request manufacturers to conduct such studies.

If a manufacturer completes these pediatric trials within a year of
receiving the request, it receives six months of extended market
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exclusivity beyond whatever protections it would normally enjoy.



FDA Reform Provisions Re: Pediatric Studies for New Drug
Applications

Background:

For about 80% of drugs, companies have not done studies to
assess pharmicokinetics/dosing, safety, or efficacy of pediatric
uses. Yet about 80% of drugs are used in kids. FDA does not
require manufacturers to do pediatric studies unless the
manufacturer is seeking to put pediatric uses on the label.

The American Academy of Pediatricians and the Pediatric AIDS
Foundation, among other organizations, believe increasing
pediatric studies will increase safety, efficacy and availability
of drugs for children. FDA is sympathetic. At a meeting he had
with FDA and pharmaceutical companies regarding AIDS drugs, the
Vice President asked FDA to address this problem. The First Lady
has met with the Pediatric AIDS Foundation about the issue and is
sympathetic. :

Kassebaum Provision:

- To provide a financial incentive for industry to conduct
pediatric studies on drugs that benefit children, the bill
extends by 6 months the period of market exclusivity for a
drug if:

- (1) the Secretary makes a written request for pediatric
studies and
- (2) the applicant conducts requested studies.

- Required studies can simply be pharmicokinetic studies, but
may be clinical trials.

Discussion:
The key issue is how to set the period of exclusivity.

A fixed 6-month extension of exclusivity may be provide a
far too generous incentive for pediatric studies, and may
unnecessarily drive up drug prices. Based on an OTA study, the
value of this exclusion for a successful drug is estimated at $50
million. 1In contrast, the required clinical studies are expected
to cost 750,000 - 1,000,000 per drug.

FDA has suggested as an alternative that the period of
exclusivity be "proportional" to the cost of the studies. The
Secretary would determine the appropriate exclusivity period.
This approach is administratively more complex, and would likely
be unacceptable to drug companies, who are pushing for a longer
patent extension (1-2 years).
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Draft: Better Pharmaceuticals for Children Act

(April 11, 1996)
Section 1. Short Title

This Act may be cited as the “Better Pharmaceuticals for Children
Act”.

Section 2. General Rule on Needed Pediatric Drugs
Chapter V of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.

351, et. seq.) is amended by inserting after Section 528, the following new

subchapter.
“Subchapter C--Drugs for Infants and Young Children
“Sec. 529--Incentives for Pediatric Studies

“(a).-- Additional Period of Market Exclusivity for Conduct of

Pediatric Studies on Needed Pediatric Drugs

“if an application for an approval of a drug that is a needed pediatric
drug is granted on or af‘ter the date of enactment of this section, and such

application includes reports of pediatric studies, the Secretary may not

Prepared for the Pediatric AIDS Foundation by the Federal Legislation Clinic of Georgetown University Law Center

1

(PA)
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grant another approval for the same product for the same disease or 7ct€f\94‘gi’
condition for the period of market exclusivity specified in subsection (c). M ¥

“(b).-- Assessment of Pediatric Research Fee for Failure to

Conduct Pediatric Studies on Needed Pediatric Drugs

“Effective two years after the date of enactment of this section, if an
application for an approval of a drug that is a needed pediatric drug does
not include reports of pediatric studies, the Secretary shall assess the
sponsor of the drug a pediatric research fee, as specified in subsection (d).
e

SO‘\ ~ #(c)-- Market Exclusivity Period
YW\ "The period referred to in subsection (a) shall be
S n’
7\\ “(1) six months, S
N 04@ “(2) if the Secretary has determined that pediatric formulations

\T}« are unnecessary or inappropriate for the needed pediatric drug (but

the applicant has conducted safety and pharmacokinetic studies),
three months, or .

“(3) If Secretary has determined that safety and
pharmacokinetic studies are unnecessary or inappropriate for the

needed pediatric drug (but the applicant has developed a pediatric

)
(AOQM}-

formulation), three months.

Ly
“(d) Pediatric Research Fees. Q\{(\ \\QO A\

Prepared for the Pediatric AIDS Foundation by the Federal Legislation Clinic of Georgetown University Law Center
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1 (1) Amount.--The pediatric research fee shall be an amount
2 equal to the total of the following:
3 “(A) three times the Secretary’s estimate of the cost to
4 the Secretary of conducting or supporting pediatric studies of
5 the needed pediatric drug,
6 “(B) the Secretary’s estimate of the administrative costs
7 of conducting or supporting pediatric studies of the needed
8 pediatric drug, and
9 “(C) the Secretary’s estimate of any additional costs the
10 Secretary would incur in conducting or supporting pediatric
11 studyies of the needed pediatric drug.
12
13 “(2) Waiver.--The Secretary shall grant a waiver from or a
14 reduction of the pediatric research fee if the Secretary finds that
15 “(A) such waiver or reduction is necessary to protect the
16 public health, or
17 *(B) the assessment of the fee would present a significant
18 barrier to innovation because of limited resources available to
19 the sponsor of the needed pediatric drug or other
20 circumstances.
21
22 “(3) Unpaid Fees.--An application for an approval submitted by
23 a person subject to fees under this section shall be considered |
24

incomplete and shall not be accepted for filing by the Secretary until

Prepared for the Pediatric AIDS Foundation by the Federal Legislation Clinic of Georgetown University Law Center

R
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all fees owed by such person have been paid.

“(e) Pediatric Studies Research Fund.--The Secretary shall
establish a Pediatric Studies Research Fund at the National Institutes of
Health. Amounts in the Fund shall be available only to defray the costs of
conducting or supporting pediatric studies on needed pediatric drugs
whose applicants for approval or holders of approval have elected not to
conduct such studies. All fees collected pursuant to subsection (d) shall
be credited to the Pediatric Studies Research Fund. Funds shall be

available until expended without fiscal year limitation.

“(f) Definitions.--For purpose of this section and of sections 3 and 4
of the Better Pharmaceuticals for Children Act, the term
‘(1) ‘approval’ means, as applicable,
“(A) approval of an application for a drug under section 505,
“(B) if the drug is an antibiotic, a certification under section 507,

or

“(C) if the drug is a biological product, a license under section

351 of the Public Health Service Act.

“(2) ‘needed pediatric drug’ means a drug
“(A) that is intended to be used to treat a serious or life-
threatening disease or condition, as defined by the Secretary,

that affects infants or young children, regardless of whether the

Prepared for the Pediatric AIDS Foundation by the Federal Legislation Clinic of Georgetown University Law Center
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disease or condition affects another age group, and
*(B) which is not approved for use in infants and young

children.

“(3) ‘infant’ means a child from birth to the age of two. @ *

“(4) 'young child’ means a child from the age of two through the age
of thirteen.

*(5) ‘pediatric studies’ means clinical investigations that are sufficient

to allow the Secretary to approve (or disapprove) the use of the
needed pediatric drug in infants or, as appropriate, young children.

Such studies must include:

“(A) the development of a pediatric formulation for use by
infants (unless the Secretary determines that use by infants is
unnecessary or inappropriate),

“(B) the conduct of safety trials and pharmacokinetic analysis in
infants (unless the Secretary determines that use by infants is
unnecessary or inappropriate), and

“(C) if the Secretary determines appropriate, safety and

pharmacokinetic analysis in young children.”

“(6) ‘pediatric formulation’ means a formulation of a needed pediatric

drug that is appropriate for use in infants and may include liquid

Prepared for the Pediatric AIDS Foundation by the Federal Legislation Clinic of Georgetown University Law Center
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formulations, aerosol formulations, transdermal formulations, or other

appropriate formulations different from those for use in adults.

Section 3.--Special Rule for Drugs that Have Already Been Approved
MO &\r\é&
2) SeC - v’e(df%*/’)

(a) Development of List of Needed Pediatric Drugs that Have
Been Granted an Approval on or before the Date of Enactment of This
Act.--The Secretary shall, after consultation with public and private experts
in pediatrics and pediatric specialities, develop a list of needed pediatric
drugs that have been granted an approval on or before the date of
enactment of this Act. The Secretary shall publish a notice in the Federal
Register, inviting manufacturers, experts in pediatrics and pediatric
specialties, and the public to submit suggestions for drugs to be included

on such list.

(b) Request by Secretary.--The Secretary shall request holders of
approvals for needed pediatric drugs on the list developed under (1) to

conduct pediatric studies.

(c) Additional Period of Market Exclusivity for Conduct of
Pediatric Studies on Needed Pediatric Drugs that Have Been Granted |
Approval on or before the Date of Enactment--If a holder of an approval
of a needed pediatric drug on the list developed under subsection (a)

provides to the Secretary reports of pediatric studies within one year of

Prepared for the Pediatric AIDS Foundation by the Federal Legislation Clinic of Georgetown University Law Center
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receiving the Secretary’s request under subsection (b), the Secretary may
not approve another application for the same product under such sections
for the period of market exclusivity specified in section 529(c) of the

Federal Food, Drug, and Cosmetic Act.

Section 4.--Special Rule for Drugs that Have Been Submitted for
Approval But Not Approved on or before the Date of Enactment

(a) Development of List of Needed Pediatric Drugs that Have
Been Submitted for Approval But Not Approved on or before the Date
of Enactment--The Secretary shall, after consultation with public and
private experts in pediatrics and pediatric specialities and with appropriate
consideration of information that is a trade secret, develop a list of needed
pediatric drugs that have been submitted for approval but have not yet
been granted an approval on or before the date of enactment of this Act.
The Secretary shall publish a notice in the Federal Register, inviting
manufacturers, experts in pediatrics and pediatric specialties, and the

public to submit suggestions for drugs to be included on such list.

(b) Request by Secretary--The Secretary shall request the sponsor
of an application for an approval for needed pediatric drugs on the list

developed under (1) to conduct pediatric studies.

(c) Additional Period of Market Exclusivity for Conduct of

Prepared for the Pediatric AIDS Foundation by the Federal Legislation Clinic of Georgetown University Law Center
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Pediatric Studies on Needed Pediatric Drugs that Have Been
Submitted for Approval But Not Approved on or before the Date of
Enactment--If a sponsor of an application of a needed pediatric drug on
the list developed under subsection (a) provides to the Secretary reports of
pediatric studies within one year of receiving the Secretary’s request under
subsection (b), the Secretary may not approve another application for the
same product under such sections for the period of market exclusivity

specified in section 529(c) of the Federal Food, Drug, and Cosmetic Act.

Section 5--Effective Date and Sunset Clause

(a) Except as provided in section 529(b) of the Federal Food, Drug
and Cosmetic Act, as added by this Act, the provisions of this Act are

effective upon enactment.

(b) Effective three years after the first issuance of the list required in

section 3(a), Section 3 is repealed.

(c) Effective five years after the first issuance of the list required in

section 4(a), Section 4 is repealed.

Prepared for the Pediatric AIDS Foundation by the Federal Legislation Clinic of Georgetown University Law Center
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To Elizabeth

From Tim

Re: Pediatric Drugs
May 10. 1996

Attached are the talking points and summary that T have given out on the re-draft that we
would proposc for the Kassebaum provisions. Plcase note that neither House nor Senate has yet
agreed to these revisions. and that I'm hoping to do a new draft very soon.

Thanks. Call if you need more.

T™W
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To Interested Parties

From Tim Westmoreland

Re: Summary of April 8 Draft
April 9, 1996

Attached is a draft of the pediatric drugs bill that the Pediatric AIDS
Foundation has discussed. In brief, the bill would generally work as
follows:

--Any new drug for serious or life-threatening conditions that affect children
whose NDA contains pediatric studies would be awarded six months of
extended market exclusivity beyond whatever protections it would normally
enjoy (i.e., beyond patent life or beyond orphan drug exclusivity).

“Pediatric studies” are defined to be the development of an
appropriate pediatric formulation (e.g., liquids or aerosols for infants)
and necessary safety and pharmacokinetics research.

As under current policy, pediatric efficacy studies (distinct from adult
efficacy studies) are not required.

--Beginning two years after enactment, any new drug for serious or life-
threatening conditions that affect children whose NDA does not contain
pediatric studies would be assessed a pediatric research fee to enable NIH
to conduct such studies or to give grants or contracts to have the studies
done.

The fee is also intended to serve as a disincentive for companies to
fail to do pediatric studies.

--Drugs that are already approved and drugs that are in the FDA pipeline
have special rules.

After consultation with public and private experts and solicitation of
suggestions, the Secretary is to publish a list of drugs for which'
pediatric studies are needed.

The Secretary is to request manufacturers to conduct such studies.

If a manufacturer completes these pediatric trials within a year of
receiving the request, it receives six months of extended market
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exclusivity beyond whatever protections’it would normally enjoy.
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The Better Pharmaceuticals for Children Act
(as re-drafted for the Pediatric AIDS Foundation)
offers an additional 6 months of marker exclusivity
to encourage clinical pediatric studies ot
(in two years) assesses a pedialric research fee
to allow NII to conduct such studies

About 80% of drugs approved in the U.S. are not clinically tested in children. This is not
a problem unique to AIDS, cancer, or any specific disease: it is true for the vast majority of
drugs.

Infants and young children face serious harm because too few drugs are clinically tested for
their use.

Without data. doctors must make decisions on drug treatment for infants and young
children based on clinical tests of adulis.

Children, especially infants, may metabolize or absorb drugs differenrly than adults.

Drugs that are safe for adults may cause serious side-effects in infunts and young
children. Dosages and the means of administration which are safe and etfective for adults
may not be safe and effective for children.

Important new drugs are not being tested on infants and young children.

[For example in AIDS, the new protease inhibitors. which have becn shown to suppress
the HIV virus in clinical trials, are being approved with little if any pediatric data.

The absence of pediatric clinical data lcaves infants and young children withow! a
polentially effective treatment for HIV/AIDS.

Moreover, a delay in pediatric data stymies ettorts to reduce HIV/AIDS transmission
from mother to fetus through drug treatment.

While AZT during pregnancy reduccs the transmission rate by two-thirds (from
23% to 8%), it is not perfect. Many infants might be born infected before trials
are conducted on pregnant women to determine if new drugs, like protease
inhibitors, could reduce or eliminate transmission of J1IV to a fetus.

Some would argue that the FDA has a statutory obligation to require that pediatric trials
are conducted simultaneously in adults and children.

The Federal Food, Drug and Cosmetic Act says that drugs must be “safc and cffective”
not “safe and effecrive’” for adults only.

The FDA has also said that, an application for marketing approval should contain data
“on a reasonahle sample of the patients likely to b once it is marketed.”
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This sample should include infants and young children.

Since FDA has not required pediatric trials, however, extended market exclusivity can
provide financial incentives to drug sponsors to conduct pediatric studies.

Since infants and young children make up a small market for most drugs for serious or
life-threatening conditions, many companies choose not to develop the pediatric
fonnulations and safety data.

Unless the FDA chooses to require such data, the Better Pharmaceuticals for Children Act
represents the best chance for infants and young children to have drugs tested in a manner
that. will ensure their safety for them.

Under the Better Pharmaceuticals for Children Act, drug sponsors would get an
additional six months of market exclusivity for a drug for a serious or life-threatening
condition 1f a manufacturer tests the drug on infants and young children.

The market exclusivity provided by the Better Pharmaceuticals for Children Act will
compensate companies for the additional costs of pediatric clinical trials.

Beginning two years from enactment, the bill would also raisc pediatric research fees from
companies that do not test drugs that arc to treat serious or life-threatening conditions in
infants and young children.

Such fees could be used to assure that someone develops pediatric data on important
drugs. They could be used by the NIH directly or through grant or contract with another
researcher.

Such fees could also be a disincentive for manutacturers to avoid pediatric trials for
scrious or hfe

Such fecs could be waived if they pose a barrier to innovation or a hardship to small
companies.

Such fees would not apply to drugs that are already approved or already submitied for
approval; those drugs would, however, be eligible for market exclusivity.

Preparcd by the Georgelown Federal [ egislation Clini”c on behalf of
‘The Pediatric AIDS Foundation (Seitzman.4/10/96 h:\pafiseitzmunibpen.sun)
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STATE AND LOCAL REQUIREMENTS RESPECTING
OTC DRUGS (SECTION 608)



O\RDB\RDB96.118 <

AMENDMENT NO. _ Calendar No. _____

Purpose: To provide for the uniformity of Federal, State,
and local requirements respecting nonprescription drugs
intended for human use.

IN THE SENATE OF THE UNITED STATES—104th Cong., 2d Sess.

S. 1477

To amend the Federal Food, Drug, and Cosmetic Act and
the Public ITealth Service Act to improve the regulation
of food, drugs, devices, and biological products, and for
other purposes.

Referred to the Committee on _
and ordered to be printed

Ordered to lie on the table and to be printed
AMENDMENT intended to be proposed by Mr. GREGG

Viz:

[

On page 64, between lines 7 and 8, insert the
following:
SEC. 608. STATE AND LOCAL REQUIREMENTS RESPECTING
NONPRESCRIPTION DRUGS INTENDED FOR
HUMAN USE.

Chapter V (21 U.S.C. 351 et seq.) is amended by

~N O v A LN

inscrting after scetion 522 the following new scetion:
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“SEC. 523. STATE AND LOCAL REQUIREMENTS RESPECTING /

NONPRESCRIPTION DRUGS INTENDED FOR

HUMAN USE.
“(a) In GENERAL.—Ixeept as provided in subscction
(b), no State or political subdivision thercof may cstablish
or continue in cffect any requirement relating to the regu-
lation of a drug intended for human use that is not subject
to the requirements of section 503(b)(1) which is different

from or in addition to,-or-

(e} O (o < BN (@) N H (V%) Q)

»q-e{h}a requirement of this Act or the Fair Packaging and
That i< aph@able fo Luch dedid

—
—

Labeling Act‘,,1

12 -t—herenﬂdegf’or purposes of this section, a requirement

13 .relating to the regulation of such drug shall be deemed
14 to include any requirement relating to the subjeet matter 0}5
15 in any provision of this Act, the Fair. Packaging and La- L&)EWQ)P
16 beling Act,End any requirém‘ent relating to the dissemina-

o

17 tion of information in any manner about such drug; but
oppmval 6f Sencthen

'~ 18 shall not include any requirement relating to the dispers- 0t |
NG - AT s o
19 -of) a drug only upon prescription of a practitioner li- O(a,upa}vm
. o
20 8 l ]( ; . N
censcd by law to administer such drug | fdnickns
21 “(b) ExEMPTION. —Upon application of a State, the d\sfmmw ug
serls

22 Scerctary may by regulation, after providing notice and
23 an opportunity for written and oral presentation of views,
24 cxempt from the provisious of subsection (a), under such

25 conditions as the Scerctary may imposc, a proposcd re-
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' quirement relating to the regulation of a drug intended

2 for human use—

3 “(1) that is justified by compelling local coudi-
4 tions or protcets an important public interest that
S would otherwise be unprotected; and

6 “(2) that would not cause any drug intended
7 for human use that is not subject to the rcquirc'-
8 ments of scetion 503(b)(1) to be in violation of anv
9 applicable requirement or prohibition under Federal
10 law; and

11 “(3) that would not unduly burden interstate

commeree.”’.

({8)
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TO: Joel Johnson

FROM: Susan DeLaurentis
DATE: December §, 1996
RE: Pediatric Data for Pharmaceuticals

Thank you for your willingness to pass along our proposal to the appropriate White
House staff for such matters. As you have requested, T will briefly describe here the “best case
scenario” from our view. We have been discussing this issue (i.¢., the need for pediatric data)
with David Kessler. Bill Schuitz (his deputy), and their lawyers over the past year, and I think
you will find them supportive as well. Everyone has put a lot of time into this and it has been
productive.

The following scenario presents the President with the most visibility on what we believe
will be a very popular, “Christmas-present-to-all-children” initiative. If this scems right to the
White House, we can -- and must -- begin work immediately. (It would be particularly helpful if
there were a Whitc House staff contact for us. With most of our issues we would go directly 1o
the AIDS staff, but this is obviously broader than AIDS alone.)

We propose that some time during the week of December 16, the President issue an
Executive Order, directing the FDA to take immediate regulatory action to ensure that all drugs
be proven safe and cffective for use by children prior to their approval by the FDA. We propose
that the President sign the Order in the Oval Office, with children, parents, and pediatricians
present. We would ask that the President dedicate this action to Elizabeth Glaser and her work to
improve child health, and that the Pediatric AIDS Foundation be included in the event.

A proposed action plan detailing the steps that need to be taken, including what should be
included in the President's Executive Order and accompanying statcment, is attached to this
‘memo. We would be happy to help in cffectuating this plan in any way possible -- from drafting
the Executive Order. to generating support in the media, to making physicians, parents, and
advocates available for comment. Just let us know what we can do.

We arc very excited about this proposal, and appreciate your attempt to steer us toward
the appropriate decision makers.

Thanks again for everything.



o During the week of December 16, the President would issue an Executive QOrder and _
accompanying statement, direcling the FDA to take immediate regulatory action to ensure
that all drugs be proven safe and effective for use by children prior to their approval by
the FDA,

e The Executive Order would:

] Describe the dire need for pediatric data, The Order would cxplain that 80% of
all drugs currently on the markct have not been proven safc and effective for use
by children. The Order would explain the ramifications of this situation, namely
that (1) children are being denied life-saving therapies because physicians are
afraid to prescribe potentially toxic drugs that have not been approved for use by
children, and (2) children may be exposed to an increased risk of adverse
reaclions or decreased effectiveness of the drugs prescribed because pediatricians
do not have appropriate dosage data.

e Explain that FDA has the statutory authority to require pediatric data prior to
its approval of a new drug. The Order would explain that pursuant to the
approval and labeling requirements of the Food, Drug, and Cosmetic Act, the
FDA has the authority to require pediatric data.

e Direct the FDA to promulgate regulations requiring, as a condition of approval
Sor all new drugs for which children are foreseeable users, that pharmaceutical
manufacturers submit pediatric safety data, and, as appropriate, pediatric
efficacy data.' The Order would direct the FDA to promulgate new regulations in
accordance with the "notice and comment" procedures of the Administrative
Procedure Act,

e Direct the FDA to issue the proposed regulations as soon as possible. The
Order would direct the FDA to publish, within 90 days, new proposed regulations
for public comment,

* Tn most instances, efficacy data for use by children can be extrapolated from adult
efficacy data.



The statement accompanying the Executive Order would:

® Describe the urgent need for pediatric data.

(] Declare that drugs should be safe and effective for all foreseeable users, not just
adults.

® Speak about the need to ensure that children share in and benefit from
therapeutic progress.

) Dedicate this action to Elizabeth Glaser, and her work tn imprave child health.

(Note: December 3rd was the 2nd anniversary of Elizabeth's death from AIDS-
related complications.)

Prior to issuance of the Executive Order, David Kessler and Bill Schultz (as well as PAF
representatives) would be consulted about the wording of the Order to ensure that is on
clear Jegal footing. :

Children, pediatricians, scientists, and advocates would be present when the President
signs the Order. Attendees could include:

® Representatives from the Pediatric AIDS Foundation
[ Children with life-threatening illnesses, such as ATDS and cancer
. Parents of children with life-threatening illnesses who have been denied needed

therupics because of the lack of pediatric data
® Pediatricians and scientists who have advocated for the need for pediatric data
Pediatric AIDS Foundation and other child advocacy organizations would issue press.

releases lauding the President's efforts to protect the health and safety of American
children.
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MEMORANDUM David P. Rapallo

Sharon N. Perley

TO: Elizabeth Drye
White House Domestic Policy Council

FROM: Sharon Perley
Tim Westmoreland
Chai Feldblum
DATE: January 28, 1997

RE: Background Information

V8]

The following information is attached for your review:

FDA Regulation and Interview with Deputy Director Paula Botstein

The regulation outlines the current FDA approach to pediatric testing and
labeling: drug manufacturers are free to omit pediatric data so long as they indicate on the
drug’s label that pediatric safety has not been established.

Dr. Botstein’s interview, conducted several years prior to the issuance of the
regulation, notes FDA’s concern that children do not have proper access to safe drug
usage. Her encouraging statements notwithstanding, nothing has changed to ensure that
drugs be proven safe and effective for pediatric use.

Statements by Dr. Art Ammann (formerly of the Pediatric AIDS Foundation)

Dr. Ammann’s letter to Commissioner Kessler and his testimony before the FDA
discuss the urgent need for pediatric data.

Statements by the American Academy of Pediatrics (AAP)

The AAP’s testimony notes the lack of pediatric data in the majority of approved
drugs has led to the creation of “therapeutic orphans.” Children are unable to share in

111 F Street NW Room 390 Washington DC 20001-2095
202-602-9595  Fax # 202-662-9682

Sedlegis@law georgerown.edu




therapeutic advances to the extent adult patients are, nor are they provided the same
protections afforded adults.

The Pediatrics article further details the need for pediatric clinical studies.
Media Reports

Several news articles are included to demonstrate how the lack of drugs for
children with HIV/AIDS has impacted doctors’ abilities to treat and families’ abilities to
cope with the disease.

Testimony of mothers at the Delavirdine hearing (FDA Antiviral Drugs Advisory
Committee Meeting)

This testimony before the FDA further demonstrates the frustration and lack of
hope felt by families who cannot get access to drugs for their children, even though the
same drugs are available for the adult population.



EXECUTIVE OFFICE OF THE PRESIDENT
OFFICE OF MANAGEMENT AND BUDGET
WASHINGTON, D.C. 20503

August 6, 1997

ADMINISTRATOR

OFFICE OF
INFORMATION AND
REGULATORY AFFAIRS

MEMORANDUM FOR ERSKINE BOWLES

THROUGH: Franklin D. Raines%g

FROM:

SUBJECT: Heads-up on FDA Proposed Rule on Pediatric Labeling

We are about to conclude review of an FDA proposed rule that would require companies
to study the effects on children of new and currently available drugs and biological products.
Because some of these products are not adequately tested for use in children, their labels often
fail to provide directions for their safe and effective use in children, and the absence of adequate
pediatric labeling has resulted in children receiving inappropriate doses of drugs or experiencing
unexpected adverse effects. In other instances, the absence of adequate pediatric labeling has led
some physicians to refuse to prescribe otherwise helpful drugs because they have not undergone
pediatric testing.

This proposed rule is the subject of a Presidential event tentatively scheduled for August
11th. The rule is expected to receive very positive support from the public. Many drug
companies will refrain from criticizing the rule, but there will be some companies that may
express concerns. Perhaps the most touchy aspect is the issuance of the rule while the FDA
reform legislation is in a fairly active state on the Hill. If you have any questions or comments,
please let me know.

cc: Maria Echaveste
Rahm Emanuel
Thurgood Marshall, Jr.
Don Gips
John Hilley
Ann Lewis
Sylvia Mathews
Bruce Reed
Chris Jennings
Elena Kagan
Victoria Radd
Barry Toiv
Michael Waldman
Josh Gotbaum
Larry Haas
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PEDIATRIC LABELING FOR DRUGS

 BACKGROUND

Children suffer from most of the same diseases as adults, and by necessity, are treated with many
of the same drugs as adults. Manufacturers of drugs are not currently required to study and label
their products for use in children, even where they can anticipate that the products will be
prescribed for children. Although pediatric studies are conducted for some drug classes and by
some manufacturers, the majority of drugs and biological products that pediatricians use have not
been tested by their manufacturers in pediatric populations. As 3 result, product labeling
frequently fails to provide directions for safe and effective use in children. The absence of
pediatric labeling information poses a serious risk of inappropriate dosing and unexpected adverse
effects in children. It also may result in failure to provide children with optimal treatment in cases
where physicians are reluctant to prescribe potentially toxic drugs to children before the drugs

have undergone pediatric testing.

Despite these risks, pediatricians often have no choice and the use of drugs that have not been
adequately labeled is widespread. An FDA survey of drugs prescribed during 1994 identified the
ten drugs prescribed most frequently to children without adequate labeling. Together, these ten
drugs were prescribed to children more than 5,000,000 times in one year (see Tab 1). The
pediatric physician community has therefore urged FDA to take steps to ensure that drug labels
provide information on the safe and effective use of the drugs in children.

In recent years, FDA has undertaken several initiatives to encourage the voluntary addition of
pediatric use information to drug labels. FDA implemented a “Pediatric Plan” designed to focus
attention on, and encourage, voluntary development of pediatric data during drug development.
As part of the Plan, FDA staff meets with manufacturers at several stages of drug development
and encourages them to conduct pediatric studies of their drugs. FDA has also identified the top
ten drugs used in children without adequate Jabeling instructions, and has written the
manufacturers of these drugs requesting that they submit supplemental applications to add
pediatric use information to their drug labels. In 1994, FDA issued 2 new rule that allowed
pediatric use information to appear on labels on the basis of substantially less data than required
before. The rule also required manufacturers to survey existing data to determine whether there .~
was sufficient information to support pediatric use information on the drug’s label.

v

These voluntary efforts to increase the amount of pediatric use information on labeling have not
resulted in significant gains. The response to the 1994 rule has not been encouraging. Moreover,
efforts to date have not increased the number of new drugs entering the marketplace with

adequate pediatric labeling. As shown in the chart below, 8 comparison of new molecular entities
(NME's) approved in 1991 through 1996 shaws no improvement in the percentage approved with
adequate pediatnic labeling. While approximately 56% of the drugs approved in 1991 with

potential use in children had some pediatric labeling, 37% of those approved in 1996 with

potential use in children had pediatric labeling. The data also suggest that commitments by v~
manufacturers to conduct pediatric studies after approval frequently do not result in pediatric
labeling. :
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FDA estimates that pediatric studies are needed for approximately 10-15 products per year that
would not otherwise have been studied in children. This figure includes an estimated 10-13 new
drugs and biological products and two already marketed products.

Status of pediatric 1901 | 1952 | 1993 | 1984 | 1995 | 1996 |Total
labeling/studies for NME's
approved in 1991-1996

Total number of NME’s 30 25 25 22 28 53 183
approved - '

Those with potential use in
children (pediatric studies 16 14 14 | 15 14 40 113
needed) .

Label included some pediatric

use information or pediatric 9 4 s 6! 5 15 44
e atame of | 6% | %) | 08%) | wosey | gewy | ame | o

approval (as a percent of
NME's needing pediatnic
studies)

Post-approval pediatric 7 10 100 | 10 10? 17 64
studies promised or requested

Pediatric labeling added after 1 0 1 0 0 0 2
approval ' -

REGULATORY STRAIEGY

The absence of adequate pediatric labeling continues to pose a significant public health issue.
' New approaches to the problem are needed. Financial incentives may be successful in generating
pediatric labeling for some drugs, but there is no assurance that such incentives@n'll\/' VALY
W since they would leave it up to the manufacturer’s discretion to conduct the L 4\ \)\\
~JInadditien, FDA'’s experience shows that a significant minority of manufacturers AN
conduct needed pediatric testing without financial incentives. Providing exclusive marketing “\“\W’"’
rights to companies that would have conducted pediatric studies without incentives may impose E\i\;

! In one case, pediatric use information provided for one of two approved indications,
? In one case, pediatric data requested for second of two approved indications.

2 In one case, pediatric data requested for additional age groups.

—  O¥\es N\\m ‘kb\x\m (UUAN 1\\{9«0@ é‘ Q ()/u,@«()&\b/
m\“\’\b XM\\OU%\N:X W\N\&:\(\/\& . M\UJ\W
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unnecessary costs on prescription drug consumers, and on governmental and third party payers in
the form of more expensive drugs.

The adequacy of pediatric labeling can be substantially improved by imposing a limited pediatric
study requirement applicable anly to the drugs and biological products needed most urgently by
children. Pediatric studies would be required for certain innovative new drugs and never-before
approved biological products if they (1) provide 8 meaningful therapeutic advance to children
over existing treatments, or (2) are likely to be widely used in pediatric patients. The requirement
could be deferred until after approval if, or example, it was appropriate to delay pediatric studies
unti] sufficient data were collected in adults, or if imposition of the requirement would delay the
availability of an important new therapy. Where deferral was permitted, & deadline for submission ) o fsal
of the studies could be established. The study requirement could be waived altogether if among
other things, the product was likely to be unsafe or ineffective in pediatric patients, pediatric
studies were impossible or highly impractical, or reasonable efforts to develop a pediatric
formulation had failed.

The pediatric study requirement would also, in compelling circumstances, apply to manufacturers
of already marketed drugs and biological products to support pediatric use labeling for already
approved indications. Appropriate circumsiances would be (1) where the marketed product is
widely used in children and the absence of pediatric labeling presents significant risks to children,
and (2) where the product offers a meaningful therapeutic benefit over existing therapies, but
additional dosing or safety information is needed to permit safe and effective use in children.

In the event that a manufacturer failed to carry out a required pediatric study, the drug would not
be disapproved or withdrawn, because such an action would deprive adult patients of important
therapies. Instead, an order from a Federal court requiring the manufacturer to conduct or fund

the needed studies would be sought. Ty te

TOTAL P.B84
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Draft
June 13, 1997

PEDIATRIC LABELING FOR DRUGS
BACKGROUND

Children suffer from most of the same diseases as adults, and by necessity, are treated with many
of the same drugs as adults. Manufacturers of drugs are not currently required to study and label
their products for use in children, even where they can anticipate that the products will be
prescribed for children. Although pediatric studies are conducted for some drug classes and by
some manufacturers, the majority of drugs and biological products that pediatricians use have not
been tested by their manufacturers in pediatric populations. As a result, product labeling
frequently fails to provide directions for safe and effective use in children. The absence of
pediatric labeling information poses a serious risk of inappropriate dosing and unexpected adverse
effects in children. It also may result in failure to provide children with optimal treatment in cases
where physicians are reluctant to prescribe potentially toxic drugs to children before the drugs
have undergone pediatric testing.

Despite these risks, pediatricians often have no choice and the use of drugs that have not been
adequately labeled is widespread. An FDA survey of drugs prescribed during 1994 identified the
ten drugs prescribed most frequently to children without adequate labeling. Together, these ten
drugs were prescribed to children more than 5,000,000 times in one year (see Tab 1). The
pediatric physician community has therefore urged FDA to take steps to ensure that drug labels
provide information on the safe and effective use of the drugs in children.

In recent years, FDA has undertaken several initiatives to encourage the voluntary addition of
pediatric use information to drug labels. FDA implemented a “Pediatric Plan” designed to focus
attention on, and encourage, voluntary development of pediatric data during drug development.
As part of the Plan, FDA staff meets with manufacturers at several stages of drug development
and encourages them to conduct pediatric studies of their drugs. FDA has also identified the top
ten drugs used in children without adequate labeling instructions, and has written the
manufacturers of these drugs requesting that they submit supplemental applications to add
pediatric use information to their drug labels. In 1994, FDA issued a new rule that allowed
pediatric use information to appear on labels on the basis of substantially less data than required
before. The rule also required manufacturers to survey existing data to determine whether there
was sufficient information to support pediatric use information on the drug’s label.

These voluntary efforts to increase the amount of pediatric use information on labeling have not
resulted in significant gains. The response to the 1994 rule has not been encouraging. Moreover,
efforts to date have not increased the number of new drugs entering the marketplace with
adequate pediatric labeling. As shown in the chart below, a comparison of new molecular entities
(NME’s) approved in 1991 through 1996 shows no improvement in the percentage approved with
adequate pediatric labeling, While approximately 56% of the drugs approved in 1991 with
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*  potential use in children had some pediatric labeling, 37% of those approved in 1996 with
potential use in children had pediatric labeling. The data also suggest that commitments by
manufacturers to conduct pediatric studies after approval frequently do not resuit in pediatric
labeling. FDA estimates that pediatric studies are needed for approximately 10-15 products per
year that would not otherwise have been studied in children. This figure includes an estimated 10-
13 new drugs and biological products and two already marketed products.

Status of pediatric 1991 1992 1993 1994 | 1995 1996 | Total
labeling/studies for NME’s
approved in 1991-1996

Total number of NME’s 30 25 25 22 28 53 183
approved :

Those with potential use in
children (pediatric studies 16 14 14 15 14 40 113
needed)

Label included some
pediatric use information 9 4 5! 6! 5 15 44
or pediatric studies complete
at time of approval (as a (56%) | (29%) | (36%) (40%) (36%) (37%) | (39%)
percent of NME’s needing
pediatric studies)

Post-approval pediatric 7 10 102 102 102 17 | 64
studies promised or requested

Pediatric labeling added after 1 0 1 0 0 0 2
approval

REGULATORY STRATEGY

! In one case, pediatric use information provided for one of two approved indications.
2 In one case, pediatric data requested for second of two approved indications.

* In one case, pediatric data requested for additional age groups.

enn WO di "
WKOD 40 240/¥Ad 0€6S £hb 10¢ Yvy ST:TT I¥4 L6/€1/90

................-.----!::;_________¥




The absence of adequate pediatric labeling continues to pose a significant public health issue.
New approaches to the problem are needed. Financial incentives may be successful in generating
pediatric labeling for some drugs, but there is no assurance that such incentives alone will
sufficiently address the problem since they would leave it up to the manufacturer’s discretion to
conduct the studies. In addition, FDA’s experience shows that a significant minority of
manufacturers conduct needed pediatric testing without financial incentives. Providing exclusive
marketing rights to companies that would have conducted pediatric studies without incentives
may impose unnecessary costs on prescription drug consumers, and on governmental and third
party payers, in the form of more expensive drugs.

Another (separate or supplemental) approach is to impose a limited pediatric study requirement
applicable only to the drugs and biological products needed most urgently by children. Pediatric
studies would be required for certain innovative new drugs and never-before approved biological
products if they (1) provide a meaningful therapeutic advance to children over existing treatments,
or (2) are likely to be widely used in pediatric patients. Manufacturers could obtain deferral of the
requirement until after approval if, for example, it was appropriate to delay pediatric studies until
sufficient data were collected in adults, or if imposition of the requirement would delay the
availability of an important new therapy. Where deferral was permitted, a deadline for submission
of the studies could be established. Manufacturers could also obtain a waiver of the study

~ requirement if, among other things, the product was likely to be unsafe or ineffective in pediatric
patients, pediatric studies were impossible or highly impractical, or reasonable efforts to develop a
pediatric formulation had failed.

The pediatric study requirement would also, in compelling circumstances, apply to manufacturers
of already marketed drugs and biological products to support pediatric use labeling for already
approved indications. Appropriate circumstances would be (1) where the marketed product is
widely used in children and the absence of pediatric labeling presents significant risks to children,
and (2) where the product offers a meaningful therapeutic benefit over existing therapies, but
additional dosing or safety information is needed to permit safe and effective use in children.

In the event that a manufacturer failed to carry out a required pediatnic study, the drug would not
be disapproved or withdrawn, because such an action would deprive adult patients of important
therapies. Instead, FDA would have authority to bring an enforcement action against the
manufacturer, as it does when there are other violations of FDA’s requirements.
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PEDIATRIC LABELING FOR DRUGS

BACKGROUND

Children suffer from most of the same diseases as adults, and by necessity, are treated with many
of the same drugs as adults. Manufacturers of drugs are not currently required to study and label
their products for use in children, even where they can anticipate that the products will be
prescribed for children. Although pediatric studies are conducted for some drug classes and by
some manufacturers, the majority of drugs and biological products that pediatricians use have not
been tested by their manufacturers in pediatric populations. As a result, product labeling
frequently fails to provide directions for safe and effective use in children. The absence of
pediatric labeling information poses a serious risk of inappropriate dosing and unexpected adverse
effects in children. It also may result in failure to provide children with optimal treatment in cases
where physicians are reluctant to prescribe potentially toxic drugs to children before the drugs
have undergone pediatric testing.

Despite these risks, pediatricians often have no choice and the use of drugs that have not been
adequately labeled is widespread. An FDA survey of drugs prescribed during 1994 identified the
ten drugs prescribed most frequently to children without adequate labeling. Together, these ten
drugs were prescribed to children more than 5,000,000 times in one year (see Tab 1). The
pediatric physician community has therefore urged FDA to take steps to ensure that drug labels
provide information on the safe and effective use of the drugs in children.

In recent years, FDA has undertaken several initiatives to encourage the voluntary addition of
pediatric use information to drug labels. FDA implemented a “Pediatric Plan” designed to focus
attention on, and encourage, voluntary development of pediatric data during drug development.
As part of the Plan, FDA staff meets with manufacturers at several stages of drug development
and encourages them to conduct pediatric studies of their drugs. FDA has also identified the top
ten drugs used in children without adequate labeling instructions, and has written the
manufacturers of these drugs requesting that they submit supplemental applications to add
pediatric use information to their drug labels. In 1994, FDA issued a new rule that allowed
pediatric use information to appear on labels on the basis of substantially less data than required
before. The rule also required manufacturers to survey existing data to determine whether there
was sufficient information to support pediatric use information on the drug’s label.

These voluntary efforts to increase the amount of pediatric use information on labeling have not
resulted in significant gains. The response to the 1994 rule has not been encouraging. Moreover,
efforts to date have not increased the number of new drugs entering the marketplace with
adequate pediatric labeling. As shown in the chart below, a comparison of new molecular entities
(NME’s) approved in 1991 through 1996 shows no improvement in the percentage approved with
adequate pediatric labeling. While approximately 56% of the drugs approved in 1991 with
potential use in children had some pediatric labeling, 37% of those approved in 1996 with
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potential use in children had pediatric labeling. The data also suggest that commitments by
manufacturers to conduct pediatric studies after approval frequently do not result in pediatric
labeling. FDA estimates that pediatric studies are needed for approximately 10-15 products per
year that would not otherwise have been studied in children. This figure includes an estimated 10-
13 new drugs and biological products and two already marketed products.

Status of pediatric 1991 1992 1993 1994 1995 1996 | Total
labeling/studies for NME’s
approved in 1991-1996

Total number of NME'’s 30 25 25 22 28 53 183
approved

Those with potential use in

children (pediatric studies 16 14 14 15 14 40 113
needed)

Label included some

pediatric use information 9 4 5t 6! 5 15 44

or pediatric studies complete

at time of approval (as a (56%) (29%) | (36%) (40%) (36%) (37%) | (39%)

percent of NME’s needing
pediatric studies)

Post-approval pediatric 7 10 10 10%3 10 17 64
studies promised or requested

Pediatric labeling added after 1 0 i 0 0 0 2
approval

! In one case, pediatric use information provided for one of two approved indications.
2 In one case, pediatric data requested for second of two approved indications.

3 In one case, pediatric data requested for additional age groups.



June 12, 1997

REGULATORY STRATEGY

The absence of adequate pediatric labeling continues to pose a significant public health issue.
New approaches to the problem are needed. Financial incentives may be successful in generating
pediatric labeling for some drugs, but there is no assurance that such incentives alone will
sufficiently address the problem since they would leave it up to the manufacturer’s discretion to
conduct the studies. In addition, FDA’s experience shows that a significant minority of
manufacturers conduct needed pediatric testing without financial incentives. Providing exclusive
marketing rights to companies that would have conducted pediatric studies without incentives
may impose unnecessary costs on prescription drug consumers, and on governmental and third
party payers, in the form of more expensive drugs.

Another (separate or supplemental) approach is to impose a limited pediatric study requirement
applicable only to the drugs and biological products needed most urgently by children. Pediatric
studies would be required for certain innovative new drugs and never-before approved biological
products if they (1) provide a meaningful therapeutic advance to children over existing treatments,
or (2) are likely to be widely used in pediatric patients. Manufacturers could obtain deferral of the
requirement until after approval if, for example, it was appropriate to delay pediatric studies until
sufficient data were collected in adults, or if imposition of the requirement would delay the
availability of an important new therapy. Where deferral was permitted, a deadline for submission
of the studies could be established. Manufacturers could also obtain a waiver of the study
requirement if, among other things, the product was likely to be unsafe or ineffective in pediatric
patients, pediatric studies were impossible or highly impractical, or reasonable efforts to develop a
pediatric formulation had failed.

The pediatric study requirement would also, in compelling circumstances, apply to manufacturers
of already marketed drugs and biological products to support pediatric use labeling for already
approved indications. Appropriate circumstances would be (1) where the marketed product is
widely used in children and the absence of pediatric labeling presents significant risks to children,
and (2) where the product offers a meaningful therapeutic benefit over existing therapies, but
additional dosing or safety information is needed to permit safe and effective use in children.

In the event that a manufacturer failed to carry out a required pediatric study, the drug would not
be disapproved or withdrawn, because such an action would deprive adult patients of important
therapies. Instead, FDA would have authority to bring an enforcement action against the
manufacturer, as it does when there are other violations of FDA’s requirements.
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PEDIATRIC LABELING FOR DRUGS

BACKGROUND

Children suffer from most of the same diseases as adults, and by necessity, are treated with many
of the same drugs as adults. Manufacturers of drugs are not currently required to study and label
their products for use in children, even where they can anticipate that the products will be
prescribed for children. Although pediatric studies are conducted for some drug classes and by
some manufacturers, the majority of drugs and biological products that pediatricians use have not
been tested by their manufacturers in pediatric populations. As a result, product labeling
frequently fails to provide directions for safe and effective use in children. The absence of
pediatric labeling information poses a serious risk of inappropriate dosing and unexpected adverse
effects in children. It also may result in failure to provide children with optimal treatment in cases
where physicians are reluctant to prescribe potentially toxic drugs to children before the drugs
have undergone pediatric testing.

Despite these risks, pediatricians often have no choice and the use of drugs that have not been
adequately labeled is widespread. An FDA survey of drugs prescribed during 1994 identified the
ten drugs prescribed most frequently to children without adequate labeling. Together, these ten
drugs were prescribed to children more than 5,000,000 times in one year (see Tab 1). The
pediatric physician community has therefore urged FDA to take steps to ensure that drug labels
provide information on the safe and effective use of the drugs in children.

In recent years, FDA has undertaken several initiatives to encourage the voluntary addition of
pediatric use information to drug labels. FDA implemented a “Pediatric Plan” designed to focus
attention on, and encourage, voluntary development of pediatric data during drug development.
As part of the Plan, FDA staff meets with manufacturers at several stages of drug development
and encourages them to conduct pediatric studies of their drugs. FDA has also identified the top
ten drugs used in children without adequate labeling instructions, and has written the
manufacturers of these drugs requesting that they submit supplemental applications to add
pediatric use information to their drug labels. In 1994, FDA issued a new rule that allowed
pediatric use information to appear on labels on the basis of substantially less data than required
before. The rule also required manufacturers to survey existing data to determine whether there
was sufficient information to support pediatric use information on the drug’s label.

These voluntary efforts to increase the amount of pediatric use information on labeling have not
resulted in significant gains. The response to the 1994 rule has not been encouraging. Moreover,
efforts to date have not increased the number of new drugs entering the marketplace with
adequate pediatric labeling. As shown in the chart below, a comparison of new molecular entities
(NME's) approved in 1991 through 1996 shows no improvement in the percentage approved with
adequate pediatric labeling. While approximately 56% of the drugs approved in 1991 with
potential use in children had some pediatric labeling, 37% of those approved in 1996 with
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potential use in children had pediatric labeling. The data also suggest that commitments by
manufacturers to conduct pediatric studies after approval frequently do not result in pediatric

labeling. FDA estimates that pediatric studies are needed for approximately 10-15 products per

ool

year that would not otherwise have been studied in children. This figure includes an estimated 10-

13 new drugs and biological products and two already marketed products.

Status of pediatric
labeling/studies for NME’s
approved in 1991-1996

1991

1992

1993

1994

1995

1996

Total

Total number of NME’s
approved

30

25

25

22

28

53

183

Those with potential use in
children (pediatric studies
needed)

16

14

14

15

14

40

113

Label included some
pediatric use information

or pediatric studies complete
at time of approval (asa
percent of NME’s needing
pediatric studies)

(56%)

4

(29%)

51

(36%)

61

(40%)

5

(36%)

15

(37%)

44

(39%)

Post-approval pediatric
studies promised or requested

10

10?

10%

10?

17

Pediatric labeling added after
approval

! In one case, pediatric use information provided for one of two approved indications.

% In one case, pediatric data requested for second of two approved indications.

3 In one case, pediatric data requested for additional age groups.
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REGULATORY STRATEGY

The absence of adequate pediatric Jabeling continues to pose a significant public health issue.
New approaches to the problem are needed. Financial incentives may be successful in generating
pediatric labeling for some drugs, but there is no assurance that such incentives alone will
sufficiently address the problem since they would leave it up to the manufacturer s d1scret10n to

onduct the studies.
#59 Jﬁdnwaver} FDA'’s experience shows that a signiﬁcant minority of manufacturers conduct needed

pediatric testing without financial incentives. Providing exclusive marketing rights to companies
that would have conducted pediatric studies without incentives may impose unnecessary costs on
prescription drug consumers, and on governmental and third party payers, in the form of more
expensive drugs.

Pnother ( Ww«a'\ oNPed & o
TM@O@M@J&W@W@MMW@ limited pedlatnc

study requirement applicable only to the drugs and biological products needed most urgently by
children. Pediatric studies would be required for certain innovative new drugs and never-before
approved biological products if they (1) provide a meaningful therapeutic advance to children
over existing treatments, or (2) are likely to be widely used in pediatric patients. Manufacturers
could obtain deferral of the requirement until after approval if, for example, it was appropriate to
delay pediatric studies until sufficient data were collected in adults, or if imposition of the
requirement would delay the availability of an important new therapy. Where deferral was
permitted, a deadline for submission of the studies could be established. Manufacturers could also
obtain a waiver of the study requirement if, among other things, the product was likely to be
unsafe or ineffective in pediatric patients, pediatric studies were impossible or highly impractical,
or reasonable efforts to develop a pediatric formulation had failed.

The pediatric study requirement would also, in compelling circumstances, apply to manufacturers
of already marketed drugs and biological products to support pediatric use labeling for already
approved indications. Appropriate circumstances would be (1) where the marketed product is
widely used in children and the absence of pediatric labeling presents significant risks to children,
and (2) where the product offers a meaningful therapeutic benefit over existing therapies, but
additional dosing or safety information is needed to permit safe and effective use in children.

In the event that a manufacturer failed to carry out a required pediatric study, the drug would not
be disapproved or withdrawn, because such an action would deprive adult patients of important
therapies. Instead, FDA would have authority to bring an enforcement action against the
manufacturer, as it does when there are other violations of FDA’s requirements.
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1. Internal FDA fact sheet on the issue and a draft FDA proposal

2. Top 10 drugs used off label on kids (without pediatric safety and dosing information on
the label)

3. Information on FDA’s 1994 actions which have failed to encourage drug manufacturers to
voluntarily provide pediatric information on labels.

¢
4, Wall Street Journal article on the issue. -
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PROPOSAL TO ADDRESS THE LACK OF PEDIATRIC LABELING FOR DRUGS

BACKGROUND

Children suffer from most of the same diseases as adults, and, by
necessity, are treated with most of the same drugs as adults.

The majority of new drugs and biological products, however, have
not been tested in pediatric populations. As a result, product
labeling frequently fails to provide directions for safe and
effective use in children, despite widespread use. An FDA survey
of drugs prescribed during 1994 identified the 10 drugs
prescribed most frequently to children without adequate labeling.
Together, these 10 drugs were prescribed more than 5,000,000
times. Because of differences in size and ability to metabolize
drugs, children require different doses than adults and may be
subject to different adverse reactions. The absence of pediatric
labeling information thus poses a serious risk of inappropriate
dosing and unexpected adverse effects in children. It may also
result in failure to provide children with optimal treatment in
cases where physicians are reluctant to prescribe potentially
toxic drugs to children before they have undergone pediatric
testing. For example, a survey by the Pediatric AIDS Foundation
found that fewer than 10% of children with AIDS were receiving
protease inhibeOEEJ the newest and most promising AIDS drugs.

In recent years, FDA has undertaken several initiatives to
encourage the voluntary addition of pediatric use information to
drug labels. FDA has implemented a “Pediatric Plan” designed to
focus attention on and encourage voluntary development of
pediatric data during drug development. FDA has also identified
the top 10 drugs used in children without adequate labeling
instructions, and has written the manufacturers of these drugs
requesting that they submit supplemental applications to add
pediatric use information to their drug labels. 1In 1994, FDA
issued a new rule that allowed pediatric use information to
appear on label on the basis of substantially less data than
before, and that required manufacturers to survey existing data
to determine whether there was sufficient information to support
pediatric use information in the drug’s label.

These voluntary efforts to increase the amount of pediatric use
information in labeling have not resulted in significantgg§i§§,
particularly with respect to new drugs éntering the marketplace.
A comparison of drugs approved in 1921 and 1996 showed that
approximately 47% of the drugs approved in 1991 with potential
use in children had pediatric labeling, while 37% of those

approved in 1996 with potential use in children had pediatric
labeling. ' -

e




" | total NMEs | poten pediatric
Year approved o labeling
- . at:
S approval ear- 1 su
1991 26 15 ' 7 7 1
1996 53 40 15 17 ?
PROPOSAL

FDA is considering proposing new regulations to address the lack
of pediatric use information by requiring, for the first time,
that applications for certain new drug and biological products
contain pediatric data. The purpose of the proposed rule would
be to ensure that important neWw drugs and biological products
carry adequate pediatric Iabeling at the time of, or soon after,
approval. The pediatric study requirement would be limited to &
small group of new drugs and biologics: new molecular entities
(The most innovative drugs) and biological products that (1)
would provide a significant therapeutic advantage to children
suffering from the disease or (2) would be expected to be used in
a_substantial proportion of children. Pediatric studies could b&e —
deferred until after approval if FDA found that it was
approprlate To délay pediatric studies until sufficient data were
collected in adults. The requirement could also be waived
altogether under certain circumstances.

The proposed rule might also codify FDA’s authority to require in
compelling circumstances that manufacturers of already marketed

drugs and biological products conduct studies to support
pediatric use labelin The circumstances in which FDA might
require pediatric studies of a marketed drug would be: (1) where

the drug is widely used in children and the lack of adegquate
labeling poses significant risks to children, (2) where the
drug offers a significant therapeutic advantaqe to children but

additional infdrmation is needed to permit safe and effective
use.

The absence of workable penalties has historically hampered FDA's
ability to require pediatric studies. It is inappropriate from a
public health standpoint to prevent the marketing of a drug that
offers a clinical benefit to adults simply because the
manufacturer has failed to study the drug in another subgroup of
the population. FDA is therefore considering a different type of
penalty for failure to conduct a pediatric study. FDA would take
the manufacturer to court and obtain an injunction requiring the




study to be completed. Violation of the injunction would be
punishable by contempt or fines.
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Pediatric Corner

Center IDs Top 10 Drugs Used Off-Label in Qut-Patient Setting

By L. Mirlam Piaa, M.D.

Aficr the Final Pediatric Rule was published in December
1994, the Pediatric Use Survey Working Group of the Pediatric
Subenmmitiee was formed. The group's first charge was W
identify the drugs most widely used in pediatrics on an out-
patient basis for which there was inadequate uce informatioa.

Results of the survcy disclosed that most drugs that are
indicated for discases occurring, in both adults and children have
very little information about pediatric use in the {abeling. Some
age groups have less information available to them than others.
The population of less (han 2 years of age, for instance, has
virtually no pediatric use information on drug products in
scveral class catcgoties. In general, drugs used o treat diseases
like asthma, and seasonal and perennial rhinitis, 50 common in
children, present very little information about pediauic diug use.
For other therapeutic areas, such as infectious diseases, the
pediatric information is, in contrast, quite good.

The working group analyzed survey data from IMS America,
Ltd., 1o provide estimates for pediatric use for 1994. The IMS
database is an ongoing pharmaceutical marketing research
survey describing drugs mentioned during patient contacts by a
nationwide panel of office-based physicians randomly selected -
from the American Medical Association and the American
Osteopathic Association {more than 2,940 physicians
representing 27 specialties).

Dara collected from rhe panel are projected nationally by
multiplying the raw number of mentions in each strarum,
defined by region and specialty, by a corresponding prajectinn
factor.

The table displays the drugs that were most widely used off-
label in the pediatric population in 1994, according to the IMS
database. The drugs are presented in order of frequency of
mentions per year and retlect neither the severity of the diseases
being treated nor the adverse events regorted. Also, for drugs
used to treat cluunic conditions, the number of meations may not
correlate well with the number of patients belng treated. In the
chronic use of the Schedule II drug Ritalin, for exmnple, the
physician is required to prescribe it with no refills under close
surveillance (the prescribing requicements vary from state to
state). Thus, in this case, the number of appearances will be-
overestimated when cororarnd with other drugs used chronicatly.
Nonetheless, in every case, the physician had to make a decision
to use the drug with inappropriate pediatric use Information.

Members of the Fediatric Use Survey Working Group are:

L. Miriam Pina, M.D., chaimperson, Division of Pulmonary
Drug Products, Kimberly Struble, Division ot Anti-Viral Drug
Produets; Linda Hu, Division of Over the Counter Drug
Products; Jonea Bufl, M.D,, Division of Anti-Inflammatory,
Analgesic and Ophthalmologic Drug Products; Cazimirg
Martin, Division af Over the Counter Drug Products; Frank
Rosa, recently retired from the Division of Pharmacovigilance
and Epidemiology; and Charies Maynard, Division of
Pharmacovigilance and Epidemiology. The December Pike lists
represcnuatives from each of the Center's review divisions who
can assist you with Pediatric Rule issues. The working group
plans on publishing in-patieat datx in a future issue,

L. Miriam Piva, M.D., is a visting scienlist in the Division of
Pulmonary Drug Products.

Off-Label Prescriber’s
Product Indication(s) Label Statement Prescribing Specialty
Frequeney (percentage)
Albuterol inhalation © Prevention and relief of  Satety and cffectiveness 1,626,000 to children Pediatricians (62%)
solution for bronchospasm. (S&E) have not been <12 years old. Family practitioners
nebulizatan (athuterol cstablished in clildren and allergists (20%)
sulfate, 0.083 mg/ml) below 12 years of age.
Phenergan Relicf of diverse Should not be used in 663,000 10 children Pediatricians (82%)
{promerhazine HCI) sllergic reactions. cliilldren beluw 2 years <2 years old,

of age.

Q&-F have not been
established in infants

and children under the
age of 12.

Infections due 10
susceptible organisms.

Ampiciltin sodium for
intravenous or

intram uscular
injections.

639,000 to children
<12 years old.

Pediatricians (88%)
Most common
indication: perinatal
infections
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Off-Label Prescriber's
Product Indication(s) Label Statement Prescribing Specialty
Frequency (pcrcentage)
Auralgan otic solution  Prompt relicf of pain of  No instructions for 600,000 to children Pediatricians (62%)
acute otitis media and pediatric use at any sge. <16 years ald. Family practitioners
to facilitate the removal (23%)
of excessive or impacted
cerumen.
otisone cream Topical treatment of S&E in children below 325,000 to children Pediatricians (51%)
‘clotrimazol 1%, particular dermal, the age of 12 have not <12 years old. Family practitioncrs
setamethasone fungal infections. been established. (24%)
lipropionate 0.05%)
R — — _.____ . .__.__._--_.___-_.- _____ - e e e
rozac (fluoxetin HCL)  Depression and S&E in children have 349,000 to children Psychiatrists (81%)
ulvules and liquid obsessive compulsive not been established. <[6 years ald.
disorders. Nole: was menfioned ta  Most common
3,000 infants <1 yearof indication: depressive
age were in 1994. disorders
1al (cromolyn Prophylactic agent in For inhalation ‘ Intal inhalation solution  Pediatricians (71%)
wdium). - the management of (nebulization) solution, w5 prescribed 109,000
bronchial asthma. S&E :°'°;e‘i‘:g;"?; ch times to infants
avc nor 150ed. .
For inhalation acrosol ﬁ::}caa(ir::fa.:::s.ol;‘ tal
solution (MDI), S&E have \
not been established (MD]), 399.000 imes
bclow the age of 5. to children < § years,
Jlofi (serwraline HCl)  Depression. S&E have not been 248,000 for children Psychiatrists (72%)
cstablished in children. <16 years,
nalin tablets and Trcamment of attention  S&E lwve not been 226,000 to chifdren Pediatricians (47%)
stained-release tablets  deficit disorderss and established in children <6 ycars old. Psychiatrists (26%)
iethylphenidate HCY)  narcolepsy. <6 years of age.
chedule }! drug)
upent Syrup Bronchadilator for Clinical trial experience 184,000 to children Pediatricians (59%)
.ctapraterenol Lioucliial asthma and in chilldren under the <6 years ald. Family practitioners
fate), for reversible age of 6 is limited. R3I%)
bronchospasms.
clomethasone Relicf uf symprorms of S&E in children below 174,000 to children Pediatricians (46%)

seasonal and pereanial
rhinitis and f{or the
prevention of recurrence of
nasal palyps following

)yropionate nasal
-aye (includes
conase AQ and

the age of 6 have not
been cstablished.

<6 years old.

ncenase AQ nasal
ays).

wurgical rcmuovral.

’ [:T'nhle Mt publiched with permission, O 1S Amcrics, Lid., 1994, ﬂ
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U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES

P94-21 Food and Drug Administration
FOR IMMEDIATE RELEASE Don McLearn (301) 443-1130
Dec. 13, 1994 Home (301) 926-6909

FDA ANNOUNCES NEW RULES FOR CHILDREN;S MEDICINES

The Food and Drug Administration today announced new steps to
provide health care professionals with the information necessary to
prescribe medications more safely for children.

The new measures announced today are designed to eliminate
unnecessary risks faced by children and adolescents aged 16 and under
when treated with drugs primarily tested in adults. The vast majority
of prescription drugs currently on the market lack information about
Appropriate use in children.

A key element is amending a 1979 regulation that required full

clinical trials in the pediatric population as a basis for labeling

'/ . - « .
for use in children. That rule is being amended to allow companies,
S

in some situations, to extrapolate from adult studies and use that

information -- along with other information about use of the drug in
children -- to provide labeling information on the appropriate use in
children.

“Taking care of our children is our top priority," said HHS
Secretary Donna E. Shalala. "These measures promise the kind of
quality medical care our children deserve."

FDA Commissioner David A. Kessler, M.D., a pediatrician,

proposed this rule change in a speech to the American

-MORE-

ATTENTICON: PLEASE USE OPEN CAPTIONING FOR THE HEARING IMPARIRED.
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Academy of Pediatrics in October 1992. In addition to the final rule
change announced today, FDA’s Center for Drug Evaluation and Research
is taking steps to increase the number of pediatric studies included
in submissions for new prescription medicines.

"We have a duty to our children," said Kessler. "We can get the
information we need to treat our children safely and effectively if
we think creatively and are willing to commit resources to the
challenge."

The new rule, being announced in the Federal Register today,
revises the "Pediatric Use" subsection of prescription drugs labeling
and makes it easier, in some situations, for manufacturers to include
pediatric information on the label of their prescription products.

One of the rule’s key provisions sets forth the conditions under
which the agency permits pediatric use statements based gg_gggquate
and well-controlled studies in adults together with other

P

information, such as pharmacokinetic and safety data, that supports

pediatric use.

The rule makes clear that such pediatric use statements can be
made only if the course of the disease and the drug’s effects are
sufficiently similar in the pediatric and adult populations to permit
extrapolation from the adult data to pediatric patients.

Under the new rule, manufacturers also must reexamine existing
information to determine whether the pediatric labeling of their
marketed products can be modified on the basis of adult studies and

-MORE-
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other available data. If so, they have to submit an application for
supplemental labeling within two years.

Finally, the new requlation clarifies that the agency has the
authority to request specific pediatric use information. For
example, FDA may decide to request pediatric use data for a drug that
is widely used, represents a safety hazard or is therapeutically
important in the pediatric population. The rule, however, does not
limit the manner in which a practitioner may prescribe an approved
drug.

The additional measures will include the establishment of a
special pediatric subcommittee that will track the implementation of
the new requlations and draft policies and quidance documents to
ensure that the possibility of pediatric tegting and use are explored
during the development of new drugs.

The agency also will work closely with the Pediatric
Pharmacology Research Units that are funded by the National Institute
of Child Health and Human Development to conduct pediatric studies on
selected therapies. Finally, FDA will work with sponsors on
investigational new drug applications and on new marketing
applications-to ensure that necessary pediatric data are included for
products that have a potentially widespread use in children.

FDA is one of the Public Health Service agencies within HHS.
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In the Line for AIDS Drugs, Children Are Last

By LAURIE MCGINLEY
Staff Reporter of Tur: Wart, STREET JOURNAL
The revolutionary drug therapies help-
ing many adult AIDS patients are unavail-

" PRAND NAME

Mostly Out of Reach -

APPROVAL DATE

bio Cinf 2 ehiid MANUFACTURER .
able to most infected children. P :
None of the three protease inhibitors RFlrovlr Glgxo Wellcome _ Adults, 1987,.|nlanls and children, 1989
prescribed for adults — Roche Holding Videx . Bristol-Myers Squibb Adulls and children, Oct. 1991

l,_ld\‘s Invirase, Abbott Lahoratories’ Nor- Hivid Roche Holding Adults only, June 1982

virand Merck & Co.'s Crixivan — hasbeen 74 Bristol-Myers Squibh Adults only, June 1994 -
LM EDICINE Eplvir Glaxo Wellcome Adults, children and infants, Nov. 1995

— Invirase® Roche Holding Adulls only, Dec. 1995

tested widely in children. Lacking pediat- Norvir® AbSoll | ; T T
ric data, the Food and Drug Administra- ,W ! S booti Laboratories Adults only, March 1936 —

tion hasn't cleared the drugs for use i Crixivan Merck 8 Co. Adulls only, March 1336 -
children. While doctors can legally pre- Viramune Boehnnger ingelheim Adults only, June 1996

scribe a drug for a child without such .

clearance if it has been approved for use by
adults, many won't do so in the case of the
proteasc inhibitors because of a paucity of
information. They worry that incorrect use
of the drugs could be harmful or make it
difficult for a child to use a better, yet-to-
be-developed medication.

“I'm frustrated,” says Ann Petru, di-
rector of the pediatric AIDS program at
Children’s Hospital Oakland in California.
"l don't have any dosing information. 1
have no idea what is a safe dose or a toxic
one.”

One of her patients is nine-year-old
Samuel Fox of Newark, Calif. While Sam-
ucl appears healthy - playing soccer,
scrapping with his older brother — tests
show that the amount of virus in his bicod
is six times higher than it was in March.
His mother, Marilyn, wants Samuel, who

*Prolease inhibdors

is adopted, to start taking a protease
inhibitor. “'It just scares the hetl out of me
that I'm going to lose him,” she says. Bul
Dr. Petru wants more information about
the drugs before she considers putting him
on one of the new drugs.

Of the three protease inhibitors, Roche
Holding's Invirase was approved for adults
last December; Abbott Laboratories’ Nor-
vir and Merck’'s Crixivan were cleared
early this year. Studies in adulls showed
that the protease inhibitors, when com-
bined with existing AIDS drugs, were the
most potent anti-AIDS weapons yetl de-
vised.

Teenagers with AIDS are routinely
treated with the new drugs, but only the
sickest of the younger children or those in
small-scale clinical trials are getting them.

Sourres. Pediatric AIDS Faundation; Food and Drug Administration

Newborns aren't getting the drugs at all.
Heightening the frustration of pediatri-
cians and parents is the fact that some of
these trials suggest that the protease in-
hibitors may be of great benefit to infected
children. Just last week, for example, the
National Cancer Institute reported that, in
a small study of children aged six months
to 14 years, Abbott's drug is safe and
appears to have '‘a significant antiviral
effect.”

“There is such a feeling of optimism
and hope among adults, but it hasn't yet
been translated into hope for children,”
savs Michael Kaiser, a New Orleans doctor
who works with people with AIDS.

How did this happen?

The fact is that the protease inhibitors
are partof a larger picture: Only about 20%

of all drugs approved for use in the U.S.
have been tested in children and have had
labeling information about their pediatric
use approved by the FDA, says Susan
DeLaurentis, co-founder and chief execu-
tive officer of the Pediatric AIDS Founda-
tion, which is based in Santa Monica, Calif.
Of (he nine AIDS drugs that have been
approved for adults over the last decade,
only three have also been approved for
pediatric use: AZT, ddl and 3TC.

In the case of the protease inhibitors,
crities contend that drug companies have
been slow to develop pediatric data be-
cause children make up only a sinall
proportion of infected individuals. Since
1981, more than 7,200 children aged 12 and
under have been diagnosed with AIDS in
the U.S, compared with more than 548,000
adults, according to the Centers for Dis-
ease Control and Prevention. “The atti-
lude of the drug companies is that it's not
economically feasible or profitable be-
cause there is a limited number of infected
children,”” asserts Dianne Donovan, a
resident of Queenshury, N.Y., who adopted
two children who are HIV-positive.

Abbott, in particular, comes in for
tough criticism. Because Norvir was ini-
tially developed as a liquid, making it
readily ingestible by infants and small
children, it “'was the one that could have
heen pushed into pediatric studies at a
much earlier stage,’” says Philip Pizzo, a
leading AIDS researcher who is physician
in chief and chairman of the department of

Please Turn to age B9, Column |



In Line for Medicines
Used to Treat AIDS,
Children Come Liast

Continued From Page Bt
medicine at Children’s Hospital in Boston.
"But the company simply didn't push hard
to put pedialtric studies in place.”

Abbull officials vehemently deny that
they acted too slowly or that the sinall size
of the pediatric market has influenced
their priorities. They say they have fol-
luwed the prudent course of testing the
drug extensively on adults first. "We go
through a careful process where adults,
who can give their consent, can partici-
pite; and once we have the information
from adulls, we can take it to the chil-
dren,” says John Leonard, the head of
Abbott's antiviral venture. Abbott has be-
gun having preliminary talks with the FDA
aboul adding recommended doses for chil-
dren on Norvir's label, and the company
hopes it will get the go-ahead before jong.

Merck and Roche are further behind.
Merck officials say they are wmoving as
quickly as they can to develop a liquid
that young children can take, but have
encountered frustrating obstacles involy-
ing taste and the way the drug is absorbed
Iu the budy, Ryche is working on a powder-
like pedialric version of Invirase that can

be sprinkled Tnto a child’s milk or formula
bottle, All'three protease makers say they
dre proceeding quickly by historical stan-
flurds; in any case, various studies involy-

ing larger numbers of children are likely to
begin later this year or early TiexT year,

=~ Two otner drug companies that are
working on new protease inhibitors,
Agouron Pharmaceuticals Inc, and Glaxo
Wellcome PLC, plan to seek FDA approval
for use by children at the same time they
Seek approval for use by adults. On anolher
{ront, researchers at the University of
Massachusetts Medical Center have gotten
encouraging results in (ests involving in-
fants given & new mixture of drugs not
including any protease inhibitor.

~ FDA Commissioner David Kessler, who
dlready has eased the rules on pediatric
drug approvals once, says more needs o be
done to prod companies to develop pediat-
ric data. The Pedialric AIDS Foundation
backs legislation that would give compa-
nies an extra period of markel exclusivily
il they develop the needed information on
the use of their pediatric drugs.

« As for Samuel Fox, he has begun
speaking oul about Kids' access to he
drugs. “He wants to do something,” his
mother says. “"He's angry right now. We're
all angry.” .

.. Says Samuel: "I want to live to be an
aduit.”
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YHF SECRETARY OF HEALTH AND HUMAN SERVICES é’

WALHINGTON, 0.C. 020)

The Honorable James M. Jeffords Jun 11 IeaT
Chuinnan, Commiites on Labor

and Human Resources

United States Senate

Washington, D.C. 20510

Dear Senalot Joffords:

For the past soveral months the Administraton hus Leen working with the Senate Labor and
Human Resources Committee on legislation to improve the performence and accountability of
the Food and Drug Administration (FDA or the Agency), while preserving and ephancing the
Agency's abilily to protect and promote the public health. 1 appreciate the cfforts that you,
Senator Kennedy, and the other members of the Committee have made in this regard and
belicve that considerable progress has been made toward these goals. _

'The Food and Drug Administration Modemization and Accountability Act of 1997, S. 830,
includes approximately 20 provisions that represent significant consensus reforms. Among
the provisions that we all agree on are those that set forth the Agency’s mission, codify
reforms to the regulation of biotechnology products, provide expedited authority for the
adoption of third party performance standards for device review and for the classification of
devices, and streamline submission requircments for manufacturing changes end marketing
applications for drugs and biologics.

1 must emphasize that these provisions represent very significant reform, on which all pé.xtles
havc workod hord to reach consensus, and which T hope will not be jeopardized by insistence
on other provisions on which we have not reached agreement.

Unfortunately, the Chairman’s substitute to S. 830, also includes @ pumber of provisions
which as drafied do not reflect consensus and about which I have very significant concems. -
Also, the current vergion it not “‘balanced™ in that it does nat take advantage of significant
oppertunitics to strengthen current law so FDA can more cffectively protect the public health.
The most significant of the non-consensus provisions, sutynarized ou the enclosed list, would
undermine the public health protections that the American people now enjoy, by: 1) lowering
the review standard for marketing approval; 2) allowing distribution of experimental therapies
without adequato safoguards to acsure patient safety or completion of research on efficacy; 3)
allowing health claims for foods and economic claims for drugs and biologic products without
adequate scientific proof; 4) requinng third party review even for devices that roquire clinical
data; and §) burdening the Agency with extensive new regulatory requirements that will
detract resources from critical Agency functions without commensurate enhancement of the
pubic hicalts. Another siznificant nonconsensus item is the set of adjustment provisions in
sections 703 and 704, which together require significant increases in FDA's appropriations
levels over FY 1998 througl: 2002 (almost 3100 million above the FY 1998 Budget with
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levels rising thereafter). We recognize that the ability of the FDA to commit to spesific
petformence goals undor PDUFA dopends on the resources it wil) have available. We would
support a user fec proposal that is consistent with our FY 1998 Budget proposal, but we are
concemed that the proposal to collect user fees In this legislation imposes additional pressure
on the fixed level of discretionary resources agreed ta under the Bipartisan Budget

Agreement.

- We note the inclusion of the provision on pediatric labeling in the most recent version of the _
Committeo mark. We beliove it should be revised to assure a more appropriate system for
testing drugs for pediatric use before they are prescribed for children.

I want to commend you and members of the Committee on both sides of the aisle on the
progress wo have made together to develop a package of sensible, consensus reform
provisions that are ready for consideration with reavthorization of the Prescription Drug User
Fee Act (PDUFA). We are interested and prepared to continue working with thc Committoe
to reach consensus on additional issuos — and have proposed acceptable alternative
approaches to many of the objectionable provisions. My concernis ths time tor
reeuthorization of PDUFA is running perilously short. As ] indicated in my recent letter to
you, I am concemed that the inclusion of non-consensus issues in the Committee’s bill will
result in a protracted and contentious dobatc. This would not serve our mutual goal of timely
reauthorization of PDUFA and passage of constructive, congensus bipartisan FDA reform.

A copy of this letter is also being sent to the ranking Minority member, Senator Kennady, and
the other members of the Senate Labor and Human Resources Commi(tee.

Sincerely,

SO $ 8t
Donnz B. Shalala

Enclosure
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S. 830 (Chairman's Substitute)

Major Concerns
i. Cumutlative Regulatory Burdens/Na Provisions to Promote Public Health

. many new regulatory burdens are being imposod on FDA (list enclosed) and
little that can be advanced as promoting public health

2. Third Party Review of Devices (Sec. 204)

. cxpansion of FDA's existing pilot project for review of medical devices
(includes devices that require clinical data) by organizations accredited by
FDA '

3. Approval Standard for DrugslBio!ogics/Devlm
(Secs. 404/409/609/610/611/619)

. effectiveness standard for drugs and biologics needs further clarification; for
supplements (applications for new uses) lowers standard such that they might
not ever require a single investigation

. limits FDA authority to evaluate clinical outcomes for devices

. lowers approval standard for rediopharmaceuticals, including PET drugs

4. Health Clafms For Foods (Sec."§i7)

° health claims not approved by the FDA but consisting of information published

' by authoritative government scientific bodies (¢.g., NAS or NCJ) would be
permitted for use by companies in the labeling of food products, even if it is
very preliminary

o

Expanded Access to Investigational Theraples (Sec. 102)

. would allow drug and device companies to scll an investigational product for
any serious disease or condition without FDA approval and without
appropriate protections for clinical investigations
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6. Device Modlifications (Sec. 601)

. would allow companies to make manufacturing changes that affect a device's
safety and effectivencss without FDA agreement

7. Health Economic Claims (Sec. 612)

. would allow industry to discuss health economic claims given to managed care
organizations under a lower evidentiary standard and without FDA review,
everi if the claim compared the safety or efficacy of two drugs

8. Pedlatric Labeling

. would provide an incentive of six months of market oxclusivity to encourage
pharmaceutical companies to conduct necessary \,hmcal trials for FDA
- approval of their products for children
. doesn’t assure that necessary labeling for children will be included.

. might undercut FDA's ability to use other means such as regulations

Other Significant Concerns

I Expanded Humanitarian Use of Devices (Sec. 103)

(384

Device Collaborative Determinations/Review (Secs. 301/302)
3. Limitations on Initial Classification Determinations (Sec. 407)
a. Evaluation of Automaetic Class 1] Designation (Sec. 604)

S. PMS (Sec. 606)

Currently In The Bill - No Language Provided Yet
. Off-Label Use of Drugs (floor amendment expected)

2. Drug Compounding (amendraent expected)
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' IMPACT OF PEDIATRIC STUDY REQUIREMENT

FDA has made a very preliminary assessment of the impact of the
proposed pediatric study requirement. This assessment is based
on the assumption that the requirement would apply to drugs
classified as “new molecular entities” and biological products
that either (a) represent a significant therapeutic advance or
(b) would be prescribed to children more than 100,000 times per
year.

. FDA estimates that it approves 5-10 drugs and biolcgical
products per year that would require new studies under this
rule that would not otherwise have been conducted.

(In making this estimate, FDA analyzed product approvals
between 1891 and 1995, lo