
Elizabeth Drye - DPC 

Folders 

FDA Issues 

Pediatric Uses 
Ephedrine 

Other Pharmaceutical Concerns 
Home Drug Test Kits 
FDA Legislation 

POTUS Remarks - Cancer Event 
FDA Reform - Medical Devices 
Kessler Memo 
FDA Reform 1996 
FDA Reform - Bills 

FDA Reform '97 
FDA Clippings (attack of) 
FDA Budget 
Daschle Access Bill 
FDA - Military Waiver 

Box#4 



QEORQETOlV^lJiNIVERS! T YJ^AIVQEN TER 

Chai R. Feldblim 
Assonatc Professor 

Dirtrfor 

Ecdcral Lryshi/ion Cliiuc 
111 FSinrl Nil' Wmlihigion, 1X^0001^005 

'OZ-friZ-'Jtt Z02-66?-%S2 tmsiiml,-

(^EORgETOirj^JlNlVERSITYj(Mv(r)ENTER 

Sharon A'. Perlcy 
I'i't/rhing Et'l/ow 

Fctliml Lfgis/etliiin Clinic 
IllFSrnrr N\V Washii&oii, DC 20001-2095 

202- 662- 9595 202- 662- 96K2hl>,mik 

PHOTOCOPY 
PRESERVATION 



MflY-13-1996 15=01 >o | / r • mn^vyua r 

The Better Pharmaceuticals for Children Act tV^CMJ 
(as re-drafted for the Pediatric AIDS Foundation) £ I 

offers an additional 6 months of market exclusivity {J-^-V^Xi (k-> 
to encourage clinical pecliairic .studies or I ^ c t c L ' A-̂ " 

(in two years) assesses a pediatric research fee "1 ' 
to allow NIH to conduct such studies 

About 80% of drugs approved in the U.S. arc 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 arc clinically tested for 
their use. 

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 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 been shown to suppress 
the HIV vims in clinical trials, are being approved with little if any pediatric data. 

The absence of pediatric clinical data leaves infants and young children without a 
poieniially effective treatment 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 8%). it is not perfect. Many infants might be bom infected before trials 
are conducted on pregnant women to determine if new drugs, like protease 
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" -
not "safe and effective "for adults only. 

The FDA has also said that, an application for marketing approval should contain data 
l'on a reasonable sample ofthe patients likely to he given the drug 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 
formulations 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 
addiiionul six months of market exclusivity 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 for 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 lees could be used to assure that someone develops pediatric data on important 
drugs. They could be used by the Nil I 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 ru2l apply to drugs that are already approved or already submitted for 
approval: those drugs would, however, be eligible for market exclusivity. 

Prepared by the Cjcprgciown Federal Legislation Clinic on behalf of 
The Pediatric AIDS l-'mind.ition (Scit2m.'ln.4.''IO''96.h:\paf5citzmambpca2.suni) 



E X E C U T I V E O F F I C E O F T H E P R E S I D E N T 

29-May-1996 01:59pm 

TO: (See Be low) 

FROM: El i z a b e t h E. Drye 
Domestic P o l i c y Council 

SUBJECT: FDA REFORM — P e d i a t r i c studies p r o v i s i o n 

NEC and the Patent O f f i c e are both o.k. w i t h the p r o v i s i o n i n Sen. Kassebaum's 
b i l l t h a t provides an a d d i t i o n a l 6 months of market e x c l u s t i v i t y f o r drugs f o r 
which the Secretary requests -- and the manufacturer completes -- p e d i a t r i c 
studies. NEC and the Patent O f f i c e agree w i t h us t h a t the p r o v i s i o n i s not w e l l 
targeted -- the value of the patent e x t e n t i o n may be excessive i n some cases. 
But the Patent O f f i c e (Bob S t o l l ) assured me the p r o v i s i o n "does not do violence 
t o the patent system." Further, NEC and Patent O f f i c e agreed we do not want FDA 
to decide on l e n g t h of patent extension on a case by case basis. 

FDA has suggested, and we should support, narrowing the p r o v i s i o n so t h a t only 
drugs w i t h s i g n i f i c a n t p e d i a t r i c b e n e f i t s are e l i g i b l e . I b e l i e v e the 
p r o v i s i o n ' s proponents, i n c l u d i n g the P e d i a t r i c AIDS Foundation, would support 
t h a t . 

Given NEC/Patent O f f i c e views, FDA/HHS are planning t o express the 
Administation's support f o r the p r o v i s i o n t o Senate s t a f f w h i l e recommending 
language t o b e t t e r t a r g e t the p r o v i s i o n as noted above. FDA/HHS w i l l also 
oppose lengthening the patent extension as some i n i n d u s t r y are proposing. Let 
me know i f you have problems w i t h t h i s approach. 

At some p o i n t we may want t o more v i s i b l y support the p r o v i s i o n , given the VP's 
commitment t o increase p e d i a t r i c t e s t i n g f o r AIDS drugs. 

D i s t r i b u t i o n : 

TO: S a l l y Katzen 
TO: Nancy-Ann E. Min 
TO: Christopher C. Jennings 
TO: Gregory C. Simon 
TO: I r a C. Magaziner 
TO: Jonathan Winer 
TO: Jim R. Esquea 
TO: E l l e n S. Seidman 
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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-draft that we 
would propose for thc Kassebaum provisions. Please note that neither House nor Senate has yet 
agreed to these revisions, and that Tm hoping to do a new draft very soon. 

Thanks. Call if you need more. 

TMW 
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To Interested Parties 
From Tim Westmoreland 
Re: Summary of April 9 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 nol 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 p e d i a t r i c 
uses. Yet about 80% of drugs are used i n kids. FDA does not 
require manufacturers to do pediatric studies unless the 
manufacturer i s seeking to put pediatric uses on the l a b e l . 
The American Academy of Pediatricians and the Pediatric AIDS 
Foundation, among other organizations, believe increasing 
p e d i a t r i c studies w i l l increase safety, efficacy and a v a i l a b i l i t y 
of drugs f o r children. FDA i s sympathetic. At a meeting he had 
with FDA and pharmaceutical companies regarding AIDS drugs, the 
Vice President asked FDA to address t h i s problem. The F i r s t Lady 
has met with the Pediatric AIDS Foundation about the issue and i s 
sympathetic. 

Kassebaum Provision: 

To provide a f i n a n c i a l incentive for industry to conduct 
p e d i a t r i c studies on drugs that benefit children, the b i l l 
extends by 6 months the period of market e x c l u s i v i t y f o r a 
drug i f : 

(1) the Secretary makes a w r i t t e n request f o r p e d i a t r i c 
studies and 
(2) the applicant conducts requested studies. 

Required studies can simply be pharmicokinetic studies, but 
may be c l i n i c a l t r i a l s . 

Discussion: 

The key issue i s how to set the period of e x c l u s i v i t y . 

A f i x e d 6-month extension of e x c l u s i v i t y 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 t h i s exclusion for a successful drug i s estimated at $50 
m i l l i o n . i n contrast, the required c l i n i c a l studies are expected 
to cost 750,000 - 1,000,000 per drug. 

FDA has suggested as an alternative that the period of 
e x c l u s i v i t y be "proportional" to the cost of the studies. The 
Secretary would determine the appropriate e x c l u s i v i t y period. 
This approach i s administratively more complex, and would l i k e l y 
be unacceptable to drug companies, who are pushing f o r a longer 
patent extension (1-2 years). 
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1 Draft: Better Pharmaceuticals for Children Act 

2 (April 11, 1996) 

3 

4 Section 1. Short Title 

5 

6 This Act may be cited as the "Better Pharmaceuticals for Children 

7 Act". 

8 

9 Section 2. General Rule on Needed Pediatric Drugs 

10 

11 Chapter V ofthe Federal Food, Drug, and Cosmetic Act (21 U.S.C. 

12 351, et. seq.) is amended by inserting after Section 528, the following new 

13 subchapter. 

14 

15 "Subchapter C--Drugs for Infants and Young Children 

16 

17 "Sec. 529"lncentives for Pediatric Studies 

18 

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

20 Pediatric Studies on Needed Pediatric Drugs 

21 

22 "If an application for an approval of a drug that is a needed pediatric 

23 drug is granted on or after the date of enactment of this section, and such 

24 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 
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grant another approval for the same product for the same disease or 

condition for the period of market exclusivity specified in subsection (c). 

"(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 ofthe drug a pediatric research fee, as specified in subsection (d). 

12 ^ ^ " ( c ) - - Market Exclusivity Period 

"The period referred to in subsection (a) shall be 

'(1) six months, 

"(2) if the Secretary has determined that pediatric formulations 

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 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

7 

a 7 

formulation), three months. 

"(d) Pediatric Research Fees. 

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



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 



1 all fees owed by such person have been paid. 

2 

3 "(e) Pediatric Studies Research Fund.-The Secretary shall 

4 establish a Pediatric Studies Research Fund at the National Institutes of 

5 Health. Amounts in the Fund shall be available only to defray the costs of 

6 conducting or supporting pediatric studies on needed pediatric drugs 

7 whose applicants for approval or holders of approval have elected not to 

8 conduct such studies. All fees collected pursuant to subsection (d) shall 

9 be credited to the Pediatric Studies Research Fund. Funds shall be 

10 available until expended without fiscal year limitation. 

11 

12 "(f) Definitions.-For purpose of this section and of sections 3 and 4 

13 of the Better Pharmaceuticals for Children Act, the term 

14 "(1) 'approval' means, as applicable, 

15 "(A) approval of an application for a drug under section 505, 

16 "(B) if the drug is an antibiotic, a certification under section 507, 

17 or 

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

19 351 of the Public Health Service Act. 

20 

21 "(2) 'needed pediatric drug' means a drug 

22 "(A) that is intended to be used to treat a serious or life-

23 threatening disease or condition, as defined by the Secretary, 

24 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 



1 disease or condition affects another age group, and 

2 "(B) which is not approved for use in infants and young 

3 children. 

5 "(3) 'infant' means a child from birth to the age of two. ( H^y * 

6 

7 "(4) 'young child' means a child from the age of two through the age 

8 of thirteen. 

9 

10 "(5) 'pediatric studies' means clinical investigations that are sufficient 

11 to allow the Secretary to approve (or disapprove) the use of the 

12 needed pediatric drug in infants or, as appropriate, young children. 

13 Such studies must include: 

14 "(A) the development of a pediatric formulation for use by 

15 infants (unless the Secretary determines that use by infants is 

16 unnecessary or inappropriate), 

17 "(B) the conduct of safety trials and pharmacokinetic analysis in 

18 infants (unless the Secretary determines that use by infants is 

19 unnecessary or inappropriate), and 

20 "(C) if the Secretary determines appropriate, safety and 

21 pharmacokinetic analysis in young children." 

22 

23 "(6) 'pediatric formulation' means a formulation of a needed pediatric 

24 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 



1 formulations, aerosol formulations, transdermal formulations, or other 

2 appropriate formulations different from those for use in adults. 

3 

4 Section 3.-Special Rule for Drugs that Have Already Been Approved 
(T)AJ0 JrineS 

6 (a) Development of List of Needed Pediatric Drugs that Have 

5 

7 Been Granted an Approval on or before the Date of Enactment of This 

8 Act . -The Secretary shall, after consultation with public and private experts 

9 in pediatrics and pediatric specialities, develop a list of needed pediatric 

10 drugs that have been granted an approval on or before the date of 

11 enactment of this Act. The Secretary shall publish a notice in the Federal 

12 Register, inviting manufacturers, experts in pediatrics and pediatric 

13 specialties, and the public to submit suggestions for drugs to be included 

14 on such list. 

15 

16 (b) Request by Secretary.-The Secretary shall request holders of 

17 approvals for needed pediatric drugs on the list developed under (1) to 

18 conduct pediatric studies. 

19 

20 (c) Additional Period of Market Exclusivity for Conduct of 

21 Pediatric Studies on Needed Pediatric Drugs that Have Been Granted 

22 Approval on or before the Date of Enactment-l f a holder of an approval 

23 of a needed pediatric drug on the list developed under subsection (a) 

24 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 



1 receiving the Secretary's request under subsection (b), the Secretary may 

2 not approve another application for the same product under such sections 

3 for the period of market exclusivity specified in section 529(c) of the 

4 Federal Food, Drug, and Cosmetic Act. 

5 

6 Section 4.--Special Rule for Drugs that Have Been Submitted for 

7 Approval But Not Approved on or before the Date of Enactment 

8 

9 (a) Development of List of Needed Pediatric Drugs that Have 

10 Been Submitted for Approval But Not Approved on or before the Date 

11 of Enactment-The Secretary shall, after consultation with public and 

12 private experts in pediatrics and pediatric specialities and with appropriate 

13 consideration of information that is a trade secret, develop a list of needed 

14 pediatric drugs that have been submitted for approval but have not yet 

15 been granted an approval on or before the date of enactment of this Act. 

16 The Secretary shall publish a notice in the Federal Register, inviting 

17 manufacturers, experts in pediatrics and pediatric specialties, and the 

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

19 

20 (b) Request by Secretary-The Secretary shall request the sponsor 

21 of an application for an approval for needed pediatric drugs on the list 

22 developed under (1) to conduct pediatric studies. 

23 

24 (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 



8 

1 Pediatric Studies on Needed Pediatric Drugs that Have Been 

2 Submitted for Approval But Not Approved on or before the Date of 

3 Enactment--lf a sponsor of an application of a needed pediatric drug on 

4 the list developed under subsection (a) provides to the Secretary reports of 

5 pediatric studies within one year of receiving the Secretary's request under 

6 subsection (b), the Secretary may not approve another application for the 

7 same product under such sections for the period of market exclusivity 

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

9 

10 Section 5--Effective Date and Sunset Clause 

11 

12 (a) Except as provided in section 529(b) of the Federal Food, Drug 

13 and Cosmetic Act, as added by this Act, the provisions of this Act are 

14 effective upon enactment. 

15 

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

17 section 3(a), Section 3 is repealed. 

18 

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

20 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 Tirn 
Re: Pediatric Drugs 
May 10; 1996 

Attached are the talking points and summary thai T have given out on the re-draft that we 
would propose for the Kassebaum provisions. Please 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. 

TMW 
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To Interested Parties 
From Tim Westmoreland 
Re: Summary of April 9 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 oj market exclusivity 
to encourage clinical pediatric studies or 

(in two years) assesses a pediatric research fee 
to allow NIH to conduct such studies 

About 80% of daigs 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 adults. 

Children, especially infants, may metabolize or absorb drugs differenrly 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 are safe and effective for adults 
may nor 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 absence of pediatric clinical data leaves infants and young children wirhnul a 
potentially effective treatment for HIV/AIDS. 

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

While AZT during pregnancy reduces thc transmission rate by two-thirds (from 
25% to 8%), it is not perfect: Many infants might be bom infected before trials 
are conducted on pregnant women to determine if new drugs, like protease 
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'"' -
not "safe and effective "for adults only. 

The FDA has also said that, an application for marketing approval should contain data 
'"on a reasonable sample ofthe patients likely to be given.the.drug 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 thc pediatric 
formulations and safety data. 

Unless the FDA chooses to require such data, the Better Pharmaceuticals for Children Act 
represents thc 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 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 for 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 NIH 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 not apply to drugs that are already approved or already submitted for 
approval; those drugs would, however, be eligible for market exclusivity. 

Prepared by the Georgelown federal I.Ljislatlon Clinic on behalf of 
The Pediatric AIDS Foun<laii»n fSeir7.nian.4/10'96.h:\pal\Sieilzmun\bpcn2.5iim) 
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12. STATE AND LOCAL REQUIREMENTS RESPECTING 
OTC DRUGS (SECTION 608) 
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AMENDMENT NO. Calendar No. 

Purpose: To provide for the uniformity of Federal, State, 
and local requirements respecting nonprescription drugs 
intended for liuman 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 Health 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: 

1 On page 64, between lines 7 and 8, insert tlie 

2 following: 

3 SEC. 608. STATE AND LOCAL REQUIREMENTS RESPECTING 

4 NONPRESCRIPTION DRUGS INTENDED FOR 

5 HUMAN USE. 

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

7 inserting after section 522 thc following new section: 
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1 "SEC. 523. STATE AND LOCAL REQUIREMENTS RESPECTING ^ 

2 NONPRESCRIPTION DRUGS INTENDED FOR 

3 HUMAN USE. 

4 "(a) IN GISNKKAL.—Except as provided in subsection 

5 (b), no State or poiitical subdivision thereof may establish 

6 or continue in effect any requirement relating to thc regu-

7 lation of a drug intended for human use that is not subject 

8 to thc requirements of section 503(b)(1) which is different 

9 from or in addition to,-or -which is' otlifcrwico not identical 

10 .wtth^ requirement of this Act or the Fair Packaging and 

11 Labeling Act^ and the administrative—implementation— 

12 4hemtitctav^For 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 subject matter 

15 in any provision of this Act, the Fair. Packaging and La-

16 bcling Act^and any requirement relating to the dissemina-/ 

17 tion of information in any manner about such drug! but 

18 shall not include any requirement relating to the 4ispcns~ of an 

20 censed by law to administer such drug. 

19 ing-^a drug only upon prescription of a practitioner li- oc^oa^m 

21 "(b) EXEMPTION..—Upon application of a State, thc d^m^.^c 

22 Secretary may by regulation, after providing notice and 

23 an opportunity for written and oral presentation of views, 

24 exempt from the provisions of subsection (a), under such 

25 contlitions as thc Secretary may impose, a proposed re-
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:] 

1 quircmcnt relating to the regulation of a drug intondal 

2 for lunnan usĉ — 

3 "(1) that is justified by compelling local cotuli-

4 tions or protects an important public interest that 

5 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 section 503(b)(1) to be in violation of any 

9 applicable requirement or prohibition under Federal 

10 law; and 

11 "(3) that would not unduly burden interstate 

12 commerce.". 
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TO: Joel Johnson 

FROM: Susan DeLaurentis 

DATE: Decembers, 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, I will briefly describe hero the "best case 
scenario" from our view. We have been discussing this issue (i.e., the need for pediatric data) 
with David Kessler, Bill Schultz (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-ali-children" initiative. If this seems right to thc 
White House, wc can -- and must -- begin work immediately. (It would be particularly helpflil if 
there were a White House staff contact for us. With most of our issues we would go directly to 
the AIDS staff, but this is obviously broader than AIDS alone.) 

We propose that some time during the week of1 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 effective 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 thc President dedicate this action to Elizabeth Glaser and her work to 
improve child health, and that the Pediatric AIDS Foundation be included in thc 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 statement, is attached to this 
memo. We would be happy to help in effectuating 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 ean do. 

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

Thanks again for everything. 



PROPOSED ACTTON PI,AN 

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

The Executive Order would: 

• Describe the dire need for pediatric data. The Order would explain that 80% of 
al! drugs currently on the market have not been proven safe 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 physiciam; 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 
reactions or decreased effectiveness of the drugs prescribed because pediatricians 
do not have appropriate dosage data. 

• 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, thc 
FDA hfls the mithority to require pediatric data. 

• Direct the FDA to promulgate regulations requiring, as a condition of approval 
for all new drugs for which children are foreseeable users, that pharmaceutical 
manufacturers submit pediatric safety data, and, as appropriate, pediatric 
efficacy data.1 The Order would direct the FDA to promulgate new regulations in 
accordance with the "notice and comment" procedures of thc Administrative 
Procedure Act. 

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

3 In 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 improve child health 
(Note: December 3rd was the 2nd anniversary of Elizabeth's death from A1DS-
related complications.) 

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

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

• Representatives from the Pediatric AIDS Foundation 

• Children with life-threatening illnesses, such as AIDS and cancer 

• Parents of children with life-threatening illnesses who have been denied needed 
therapies 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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DATE: January 28, 1997 

RE: Background Information 

The following information is attached for your review: 

1. 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. 

2. Statements by Dr. Art Ammann (formerly ofthe Pediatric AIDS Foundation) 

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

3. 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 
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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. 

4. 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. 

5. 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. 
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MEMORANDUM FOR ERSKINE BOWLES 

THROUGH: Franklin D. Raine 

FROM: Sally Katzef 

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. I f 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 

Children suffer from most ofthe same diseases as adults, and by necessity, are treated with many 
ofthe 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 manu&cturers 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 infonnation 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 implememed a "Pediatric Plan" designed to focus 
attention on, and encourage, voluntary development of pediatric data during drug development. 
As part ofthe Plan, FDA staff meets with manu&cturers 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 infonnation 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 infonnation to support pediatric use infonnation 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 approxiinately 56% ofthe 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 ^ 
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 
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 (as a percent of 
NME's needing pediatric 
studies) 

(56%) 
4 

(29%) 
5 l 

(36%) 
61 

(40%) 
5 

(36%) 
15 

(37%) 
44 
(39%) 

Post-approval pediatric 
studies promised or requested 

7 10 102 IO2 ,3 10J 17 64 

Pediatric labeling added after 
approval 

1 0 1 0 0 0 2 

RFfrllTATORY 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 l̂TT^- (iW\ 

_^^smce they would leave it up to the manufacturer's discretion to conduct the ^ jd \^£K. 
stuHifisr̂ laadctitienrFD A's experience shows that a significant minority of manufacturers (j 
conduct needed pediatric testing without financial incentives. Providing exclusive marketing ^ K £ > ^ ' 0 

rights to companies that would have conducted pediatric studies without incentives may impose ^ 

1 In one case, pediatric use infonnation provided for one of two approved indications. 

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

1 In one case, pediatric data requested for additional age groups. 
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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 only to the drugs and biological products needed most urgently by 
children. Pediatric studies would be required for certain innovative new drugs and never-befbre 
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 The requirement 
could be deferred until after approval if, or example, it was appropriate to delay pediatric studies 
until sufficient data were collected in adults, or if imposition ofthe requirement would delay the 0 l ^ r 

availability of an important new therapy. Where deferral was permitted, a deadline for submission j QJ^J^ 
ofthe 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 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 cany 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. a^rw^ h» ^J^-

TOTAL P.04 
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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 infonnation 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 infonnation 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 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 
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 (as a 
percent of NME's needing 
pediatric studies) 

9 

(56%) 

4 

(29%) 

5 l 

(36%) 

61 

(40%) 

5 

(36%) 

15 

(37%) 

44 

(39%) 

Post-approval pediatric 
studies promised or requested 

7 10 102 102-3 102 17 64 

Pediatric labeling added after 
approval 

1 0 1 0 0 0 2 

REGULATORY STRATEGY 

1 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. 
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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 manu&cturers 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 infonnation 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 infonnation 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 
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 (as a 
percent of NME's needing 
pediatric studies) 

9 

(56%) 

4 

(29%) 

51 

(36%) 

61 

(40%) 

5 

(36%) 

15 

(37%) 

44 

(39%) 

Post-approval pediatric 
studies promised or requested 

7 10 102 10" 102 17 64 

Pediatric labeling added after 
approval 

1 0 1 0 0 0 2 

1 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. 
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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 ofthe 
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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DRAFT 

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 infonnation on the safe and effective use ofthe 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 ofthe 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 infonnation to their drug labels. In 1994, FDA issued a new rule that allowed 
pediatric use infonnation to appear on labels on the basis of substantially less data than required 
before. The rule also required manufacturers to survey existing data to detennine whether there 
was sufficient infonnation 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 
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 infonnation 
or pediatric studies complete 
at time of approval (as a 
percent of NME's needing 
pediatric studies) 

9 

(56%) 

4 

(29%) 

5* 

(36%) 

61 

(40%) 

5 

(36%) 

15 

(37%) 

44 

(39%) 

Post-approval pediatric 
studies promised or requested 

7 10 102 102-3 102 17 64 

Pediatric labeling added after 
approval 

1 0 1 0 0 0 2 

1 In one case, pediatric use infonnation 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. 
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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 

o^-xonduct the studies.|pthcr approaches aie needed tu supplemeilt any financial iiiccntivcD—• 
Jr Mateervefr 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. v 

The-adoquQov ofpoaiatric labeling can be snbstantinllv imnroyrri byimposfilt^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 i£ 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. 



Pediatric Drug Labeling Background Materials 

CLOSE HOLD 

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 

Child r e n s u f f e r from most of the same diseases as a d u l t s , and, by 
necessity, are t r e a t e d w i t h most of the same drugs as a d u l t s . 
The m a j o r i t y of new drugs and b i o l o g i c a l products, however, have 
not been t e s t e d i n p e d i a t r i c populations. As a r e s u l t , product 
l a b e l i n g f r e q u e n t l y f a i l s to provide d i r e c t i o n s f o r safe and 
e f f e c t i v e use i n c h i l d r e n , despite widespread use. An FDA survey 
of drugs p r e s c r i b e d during 1994 i d e n t i f i e d the 10 drugs 
p r e s c r i b e d most f r e q u e n t l y to c h i l d r e n w i t h o u t adequate l a b e l i n g . 
Together, these 10 drugs were prescribed more than 5,000,000 
times. Because of d i f f e r e n c e s i n size and a b i l i t y t o metabolize 
drugs, c h i l d r e n r e q u i r e d i f f e r e n t doses than a d u l t s and may be 
subject t o d i f f e r e n t adverse r e a c t i o n s . The absence of p e d i a t r i c 
l a b e l i n g i n f o r m a t i o n thus poses a serious r i s k o f i n a p p r o p r i a t e 
dosing and unexpected adverse e f f e c t s i n c h i l d r e n . I t may also 
r e s u l t i n f a i l u r e t o provide c h i l d r e n w i t h o p t i m a l treatment i n 
cases where physicians are r e l u c t a n t t o p r e s c r i b e p o t e n t i a l l y 
t o x i c drugs t o c h i l d r e n before they have undergone p e d i a t r i c 
t e s t i n g . For example, a survey by the P e d i a t r i c AIDS Foundation 
found t h a t fewer than 10% of c h i l d r e n w i t h AIDS were r e c e i v i n g 
protease i n h i b i t o r s , the newest and most promising AIDS drugs. 

I n recent years, FDA has undertaken several i n i t i a t i v e s to 
encourage the v o l u n t a r y a d d i t i o n of p e d i a t r i c use i n f o r m a t i o n to 
drug l a b e l s . FDA has implemented a " P e d i a t r i c Plan" designed to 
focus a t t e n t i o n on and encourage v o l u n t a r y development of 
p e d i a t r i c data duri n g drug development. FDA has also i d e n t i f i e d 
the top 10 drugs used i n c h i l d r e n without adequate l a b e l i n g 
i n s t r u c t i o n s , and has w r i t t e n the manufacturers of these drugs 
reque s t i n g t h a t they submit supplemental a p p l i c a t i o n s to add 
p e d i a t r i c use i n f o r m a t i o n to t h e i r drug l a b e l s . I n 1994, FDA 
issued a new r u l e t h a t allowed p e d i a t r i c , use i n f o r m a t i o n to 
appear on l a b e l on the basis of s u b s t a n t i a l l y less data_than 
EeTore, and t h a t r e q u i r e d manufacturers to~~survey e x i s t i n g data 
to determine whether there was s u f f i c i e n t i n f o r m a t i o n to support 
p e d i a t r i c use i n f o r m a t i o n i n the drug's l a b e l . 

These v o l u n t a r y e f f o r t s , t o increase the amount of p e d i a t r i c use 
i n f o r m a t i o n i n l a b e l i n g have not r e s u l t e d i n s i g n i f i c a n t gains, 
p a r t i c u l a r l y w i t h respect to" new drugs e n t e r i n g the marketplace. 
A comparison of drugs approved i n T__991 and 1996 showed t h a t 
approximately 47% of the drugs approved i n 1991 w i t h p o t e n t i a l 
use i n c h i l d r e n had p e d i a t r i c l a b e l i n g , w h i l e 37% of those 
approved i n 1996 w i t h p o t e n t i a l use i n c h i l d r e n had p e d i a t r i c 
l a b e l i n g . ' 



t o t a l NMKs .potentia1 p e d i a t r i c p o s t - . p e d i a t r i c 
Year approved use i n l a b e l i n g •approval'. 1 abol .inq 

c h i l d r e n at study 
approval promi sed submi t t e d 

1991 26 15 7 7 1 

1996 53 40 15 17 7 

PROPOSAL 

FDA i s c o n s i d e r i n g proposing new reg u l a t i o n s t o address the lack 
of p e d i a t r i c use i n f o r m a t i o n by r e q u i r i n g , f o r the f i r s t time, 
t h a t a p p l i c a t i o n s f o r c e r t a i n new drug and b i o l o g i c a l products 
contain p e d i a t r i c data. The purpose of the proposed r u l e would 
be to ensure t h a t important new drugs and b i o l o g i c a l products 
ea-rry~a'a'e'qua"fe p e d i a t r i c l a b e l i n g at the ti m e ~ o f / or soon a f t e r , 
approval^ The p e d i a t r i c study requirement would be li m i t e d 7 t o ~ a " 
smalj^ group of new drugs _and b i o l o g i e s : new molecular e n t i t i e s 
(TTTe most i n n o v a t i v e drugsT^'and b i o l o g i c a l products t h a t (1) 
would provide a s i g n i f i c a n t therapeutic advantage to c h i l d r e n 
s u f f e r i n g from the disease or ( 2 )would be expected t o be used i n 
a s u b s t a n t i a l p r o p o r t i o n a l c h i l d r e n ^ P e d i a t r i c studies co"trrd~Ee~~ 
deferred u n t i l a f t e r approvaL i f FDA found t h a t i t was 
appropriate t o aeiay p e d i a t r i c studies u n t i l s u f f i c i e n t data were 
c o l l e c t e d i n a d u l t s . The requirement could also be waived 
a l t o g e t h e r under c e r t a i n circumstances. 

The proposed r u l e might also c o d i f y FDA's a u t h o r i t y to r e q u i r e i n 
compelling circumstances t h a t manufacturers of already marketed 
drTTog and h i o T o g i c a l products__conduct~_sJ:iidie.s to_aupport~ 
p e d i a t r i c use l a b e l i n g ^ . The circumstances i n which FDA might 
re q u i r e p e d i a t r i c s t u d i e s of a marketed drug would be: (1) where 
the drug i s wi d e l y used i n c h i l d r e n and the lack of adequate 
labeling_po£es s i g n i f i c a n t r i s k s to c h i l d r e n , or (2) where the 
drug o f f e r s a s i g n i f i c a n t therapeutic advantage t o c h i l d r e n but 
a d d i t i o n a l i n f o r m a t i o n i s needed to permit safe and e f f e c t i v e 
use. 

The absence 
a b i l i t y t o 
pu b l i c heal 
o f f e r s a c l 
manufacture 
the populat 
penalty f o r 
the manufac 

of workable p e n a l t i e s has h i s t o r i c a l l y hampered FDA's 
re q u i r e p e d i a t r i c studies. I t i s i n a p p r o p r i a t e from a 
t h standpoint to prevent the marketing of a drug t h a t 
i n i c a l b e n e f i t to adults simply because the 
r has f a i l e d t o study the drug i n another subgroup of 
io n . FDA i s th e r e f o r e considering a d i f f e r e n t type of 
f a i l u r e to conduct a p e d i a t r i c study. FDA would take 

t u r e r to court and obtain an i n j u n c t i o n r e q u i r i n g the 



study to be completed. V i o l a t i o n of the i n j u n c t i o n would be 
punishable by contempt or f i n e s . 
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Pediatric Corner 

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

By L. Miriam Vina, M.D. 
After thc Final Pediatric Rule v/as published in December 

1994, lhc Pediatric Use Survey Walking Group of the Pediatric 
Suhmmmittee WM fonnad. The group's fi/st ch*rgc wai m 
idenu'fy the drugs most widely used in pediatrics on an out­
patient basis for which thrre inadequate UM information. 

Results of (he survey disclosed that most drugs that are 
indicated for diseases occurrinft in both adults and children have 
very little information about pediatric use in the labeling. Some 
age groups have less information available to them than others. 
Hie population of less than 2 years of age, for instance, has 
virtually no pediatric use information on drug products in 
several elms catcgoiies. In general, drugs used to treat diseases 
like asthma, and seasonal and perennial rhinitis, so common in 
children, prestnl very little information about pediati ic iliug use. 
for other therapeutic areas, such as infectious diseases, the 
pediatric information is. in contrasf. quite good. 

The working group analyzed survey data from IMS America, 
Ltd., to 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 thc American Medical Association and the American 
Osteopathic Association (more llian 2,940 physicians 
representing 27 specialties). 

Data collected from ihe. panel are projected nationally by 
multiplying the raw number of mentions in each stranim, 
defined by region and specialty, by a corresponding projeciirwi 
factor. 

Ttie table displays the dniRs that were most widely \i*eA off-
label in the pediatric population in 1994, according to the IMS 
database. Thc drugs are presented in order of frequency of 
mentions per year and reflect neither the severity of the diseases 
being treated nor the adverse events reported. Abo, for drugs 
used to treat cluuuic conditions, the number ot meotiors may not 
correlate welt wilh the number of patients being treated. In the 
chronic uce ofthe Schedule II drug Ritalin, for cxwuple, Hie 
physician is required to prescribe it with no refills under close 
surveillance (the prescribing requirements vary from state to 
state). Thus, in this ease, the number of appearances will be-
overcsumated when coropaind with other drugs used chronically 
Nonetheless, in evety case, the physician had to make a decision 
to use the drug with inappropriate pediatric use infonnation. 

Members ofthe Pediatric Use Survey Working Group are: 
L. Miriam Pina, M.D., chairperson, Division of Pulmonary 
Drug Products. Kimberly Struble, Division of Anti-Viral Drug 
Products; Linda Hu, Division of Over the Counter Drug 
Products; Jonca Bull, M.D-, Division of Ami-InDammatory, 
Analgesic and Ophthalmologic Drug Products; Car im ire 
Martin. Division nf Over the Counter Drug Products; Frank 
Ron, recently retired from the Division of Pharmacovigilance 
and Epidem iology; and Charles Maynard, Division of 
Pharmacovigilance and Epidemiology. The DecemberP/fe lists 
representatives from each of the Center's review divisions who 
can assist you wuh Pediatric Rule issues. The working group 
plans on publishing in-patient data in a (iiiure issue. 
JL. Miriam Pina. M.D.. is a visiting scientist in the Division of 
Pulmonary Drug Products. 

Product Ihdication(s) Label Statement 
Off-Label 

Prescribing 
Frequency 

Prcscribcr's 
Specialty 

(percentage) 

Albuterol inhalation • 
solution for 
nebulizatian (albuterol 
sulfate. 0.083 mg/ml) 

Picvcntion and relief of 
bronchospasm. 

Satety and effectiveness 
(S&E) have not been 
established in clulJrcn 
below 12 years of age. 

1,626.000 to children 
<I2 years old. 

Pediatricians (62%) 
Family practitioners 
and allergists (20%) 

Phenergan 
(promftfhuT.ine HO) 

Relief of diverse 
allergic reactions. 

Should not be used in 
cliildren below 2 years 
of age. 

663,000 to children 
<2 years old. 

Pediatricians (82%) 

Ampicillin sodium for 
intravenous or 
intramuscular 
uijeciions. 

Infections due to 
susceptible organisms. 

Rfr.F. have not tyr.n 

established in infants 
and children under the 
age of 12. 

639.000 to children 
<12 years old. 

Pediatricians (85%) 
Most common 
irwIicatioA: pcrinalal 

infections 
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Product Indication(s) Label Statement 
Off-Label 

Prescribing 
Frequency 

Prescriber's 
Specialty 

(percentage) 

Auralgan otic solution Prompt relief of pain of 
ar.ufe ofitii media And 
to facilitate the removal 
of excessive or impacted 
cerumen. 

No instructions for 
p«diitric ute at any ig«. 

^oolsone cream 
clotrimazol IVa, 
betamethasone 
lipropioitate 0.05%) 

Topical treatment of 
particular dermal, 
<ungal infections. 

YOzac (fluoxelin HCL) 
ulvules and liquid 

Depression and 
obsessive compulsive 
disorders. 

ital (cromolyn 
xlium). 

Prophylactic agent in 
the management of 
bronchial asthma. 

3loft (sertraline HC1) Depression. 

tulin tablets and 
Stained-release tablets 
icthylphenidfltfi HO) 

chcdule }l dmg) 

Treatment of attention 
deficit disorders and 
narcolepsy. 

upem Syrup 
ctnprolercnol 
I fate). 

cloiiietli&iotic 
iropiooate nasal 
•aye (Includes 
conase AQ and 
nccnase AO naso I 
ays)-

S&E in children below 
thf. age of 12 have not 
been established. 

S&E in children have 
not been established. 

For inhalation 
(nebulization) solution, 
S&E below the age of 2 
have not been estabiisticd. 
For inhalation aerosol 
solution (MDI). SAE have 
not been established 
below the age of 5. 

S&E have not been 
established in children. 

S&E liuvc iwi been 
established in children 
<6 years of age. 

Bronchodilator for 
Uioiicliial asthma and 
for reversible 
bronchospasm s 

Relief or >ympwjms Of 
seasonal and perennial 
rhinitis and for the 
pitvemion of recurrence of 
nasal polyps following 

600,000 to children 
<\6 years old-

Pediatricians (62%) 
Family prvctiiioneii 
(23%) 

323,000 to children 
<\7 years old. 

349,000 to children 
<16 years old. 
Nole: was mentioned ro 
3,000 in Cants <l year of 
age were in 1994. 

Pedialricians (51%) 
Family practitioners 
(24%) 

Psyehuurj3ts(81%) 

Most common 

indication: depressive 
disorders 

Intal inhalation solution 
was prescribed 109,000 
times to infants 
<2 years of age. Intal 
inhalation aerosol 
(MDI), 399,000 times 
to children < 5 years.' 

Pediatricians (71%) 

248,000 for children 
<16 years. 

226,000 to children 
<6 years old. 

Psychiatrists (72%) 

Pediatricians (47%) 
Psychiatrists (26%) 

Clinical trial experience 
in children under the 
age of 6 is limited. 

S&E in children below 
the age of 6 have not 
been established. 

184,000 to children 
<6 years old. 

I 74,000 to children 
<6 years old. 

Pediatricians (59%) 
1-amily practitioners 
(23%) 

Pediatricians (46%) 

T o M e . I * • • i h l ^ K ^ r l M i l l . nicfian, O IMS -A-fncrica, Lid., 199*. 
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P94-21 Food and Drug A d m i n i s t r a t i o n 
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 A d m i n i s t r a t i o n t o d a y announced new steps t o 

p r o v i d e h e a l t h care p r o f e s s i o n a l s w i t h t h e i n f o r m a t i o n necessary t o 

p r e s c r i b e medications more s a f e l y f o r c h i l d r e n . 

The new measures announced today a r e de s i g n e d t o e l i m i n a t e 

unnecessary r i s k s faced by c h i l d r e n and a d o l e s c e n t s aged 16 and under 

when t r e a t e d w i t h drugs p r i m a r i l y t e s t e d i n a d u l t s . The v a s t m a j o r i t y 

o f p r e s c r i p t i o n drugs c u r r e n t l y on t h e market l a c k i n f o r m a t i o n about 

a p p r o p r i a t e use i n c h i l d r e n . 

A key element i s amending a 1979 r e g u l a t i o n t h a t r e g u i r e d f u l l 

c l i n i c a l t r i a l s i n the p e d i a t r i c p o p u l a t i o n as a b a s i s f o r l a b e l i n g 

f o r use i n c h i l d r e n . That r u l e i s b e i n g amended t o a l l o w companies, 

i n some s i t u a t i o n s , t o e x t r a p o l a t e f r o m a d u l t s t u d i e s and use t h a t 

i n f o r m a t i o n — along w i t h o t h e r i n f o r m a t i o n about use of t h e drug i n 

c h i l d r e n — t o p r o v i d e l a b e l i n g i n f o r m a t i o n on t h e a p p r o p r i a t e use i n 

c h i l d r e n . 

"Taking care of our c h i l d r e n i s our t o p p r i o r i t y , " s a i d HHS 

Sec r e t a r y Donna E. S h a l a l a . "These measures promise t he k i n d o f 

q u a l i t y medical care our c h i l d r e n d e s e r v e . " 

FDA Commissioner David A. K e s s l e r , M.D., a p e d i a t r i c i a n , 

proposed t h i s r u l e change i n a speech t o t h e American 

-MORE-

ATTEKTION: PLEASE USE OPEN CAPTIONING FOR THE HEARING IMPAIRED. 
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Academy of Pediatrics in October 1992. In addition to the f i n a l rule 

change announced today, FDA's Center for Drug Evaluation and Research 

i s taking steps to increase the number of pediatric studies included 

in submissions for new prescription medicines. 

"We have a duty t o our c h i l d r e n , " said Kessler. "We can get the 

inf o r m a t i o n we need t o t r e a t our c h i l d r e n s a f e l y and e f f e c t i v e l y i f 

we t h i n k c r e a t i v e l y and are w i l l i n g t o commit resources t o the 

challenge." 

The new r u l e , being announced i n the Federal Register today, 

revises the "P e d i a t r i c Use" subsection of p r e s c r i p t i o n drugs l a b e l i n g 

and makes i t easier, i n some s i t u a t i o n s , f o r manufacturers t o include 

p e d i a t r i c information on the l a b e l of t h e i r p r e s c r i p t i o n products. 

One of the rul e ' s key provisions sets f o r t h the c o n d i t i o n s under 

which the agency permits p e d i a t r i c use statements based onadsjguate 

and w e l l - c o n t r o l l e d studies i n adults together w i t h other 

i n f o r m a t i o n , such as pharmacokinetic and safety data, t h a t supports 

p e d i a t r i c use. 

The r u l e makes c l e a r t h a t such p e d i a t r i c use statements can be 

made only i f the course of the disease and the drug's e f f e c t s are 

s u f f i c i e n t l y s i m i l a r i n the p e d i a t r i c and a d u l t populations t o permit 

e x t r a p o l a t i o n from the a d u l t data t o p e d i a t r i c p a t i e n t s . 

Under the new r u l e , manufacturers also must reexamine e x i s t i n g 

i nformation t o determine whether the p e d i a t r i c l a b e l i n g of t h e i r 

marketed products can be modified on the basis of a d u l t s t u d i e s and 

-MORE-
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other a v a i l a b l e data. I f so, they have to submit an a p p l i c a t i o n f o r 

supplemental l a b e l i n g w i t h i n two years. 

F i n a l l y , the new r e g u l a t i o n c l a r i f i e s t h a t the agency has the 

a u t h o r i t y t o request s p e c i f i c p e d i a t r i c use i n f o r m a t i o n . For 

example, FDA may decide t o request p e d i a t r i c use data f o r a drug t h a t 

i s widely used, represents a s a f e t y hazard or i s t h e r a p e u t i c a l l y 

important i n the p e d i a t r i c population. The r u l e , however, does not 

l i m i t the manner i n which a p r a c t i t i o n e r may p r e s c r i b e an approved 

drug. 

The a d d i t i o n a l measures w i l l include the establishment of a 

special p e d i a t r i c subcommittee t h a t w i l l t r a c k the implementation of 

the new r e g u l a t i o n s and d r a f t p o l i c i e s and guidance documents t o 

ensure t h a t the p o s s i b i l i t y of p e d i a t r i c t e s t i n g and use are explored 

during the development of new drugs. 

The agency also w i l l work c l o s e l y w i t h the P e d i a t r i c 

Pharmacology Research Units t h a t are funded by the National I n s t i t u t e 

of Child Health and Human Development t o conduct p e d i a t r i c studies on 

selected therapies. F i n a l l y , FDA w i l l work w i t h sponsors on 

i n v e s t i g a t i o n a l new drug a p p l i c a t i o n s and on new marketing 

applications t o ensure t h a t necessary p e d i a t r i c data are included f o r 

products t h a t have a p o t e n t i a l l y widespread use i n c h i l d r e n . 

FDA i s one of the Public Health Service agencies w i t h i n HHS. 

#### 
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In the Line for AIDS Drugs, Children Are Last 
Hy LAURIE MCGINI.EV 

.Sin// / ( r p n r f r r (if T I I K W A I . I . S T R F T T J O U H N A I . 

The revolutionary drug therapies help­
ing many adult AIDS patients are unavail-
alile to most infected children. 

None of thc three protease inhibitors 
prescribed for adults - Roche Holding 
Ltd.'s Invirase, Abbott I-nboratorles' Nor-
vimnd Merck X-C .̂'sCrixivan - has been 

M E D I C I N E 
tested widely in children. Lacking pediat­
ric data, the l'ood and Drug Administra­
tion hasn't cleared the drugs for use in 
children. While doctors can legally pre­
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 
protease inhibitors because of a paucity of 
information. They worry that incorrect use 
of the drugs could he 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. 
" I don't have any dosing information. I 
have no idea what is a safe dose or a toxic 
one." 

One of her patients is nine-year-old 
Samuel Pox of Newark, Calif. While Sam­
uel appears healthy - playing soccer, 
scrapping wilh his older brother - tests 
show that the amount of virus in his blood 
is six times higher than il was in March. 
His mother, Marilyn, wanls Samuel, who 

Mostly Out of Reach 
BRAND NAME MANUTACTURER APPROVAL DATE 

Retrovir Glaxo Wellcome Adults, 1987; inlanls and children, 1989 

Videx Btistol-Myers Squibb Adults and children, Oct. 1991 

Hivid Roche Holding Adults only, June 1992 

Zeril Biistol-Myeis Squibb Adults only, June 1994 

Eplvlr Glaxo Wellcome Adults, children and inlanls, Nov. 1995 

Invirase* Rodie Holding Adults only, Dec. 1995 

Norvir* Abbotl Laboialories Adults only, March 1996 

Crixlvan* Metck & Co. Adults only, March 1996 

Viramune Docliimgei Ingclheirn Adults only, June 1996 
1 Protease inhibitors Srurr.ey PediUrt AIDS Found3lion; Food ind Dwg Adminislralion 

is adopted, to start taking a protease 
inhibitor. "It just scares thc hell out of me 
that I'm going lo lose him." she says. But 
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 adults showed 
that the protease inhibitors, when com­
bined wilh existitig AIDS drugs, were the 
most potent anti-AIDS weapons yet 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. 

Newborns aren't getting thc drugs at all. 
Heightening the frustration of pediatri­
cians and parents is the fact that some of 
these trials suggest that lhe 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," 
says Michael Kaiser, a New Orleans doctor 
wlio works with people with AIDS. 

How did this happen? 
The fact is that the protease inhibitors 

are part of a larger picture: Only about 20% 

of all drugs approved for use in thc U.S. 
have been tested In children and have had 
labeling information about their pediatric 
use approved by thc 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, dill and 3TC. 

In Ihe case of the protease inhibitors, 
critics contend Ihal drug companies have 
been slow to develop pediatric data he 
cause children make up only a small 
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 T>48,000 
adults, according to the Centers for Dis 
ease Control and Prevention. "The alti­
tude of the drug companies is that it's not 
economically feasible or profitable be­
cause there is a limited number of infected 
children," asserts Diannc Donovan, a 
resident of Queenshury, N.Y., who adopted 
two children who are HIV-positive. 

Abbott, in particular, comes in for 
tough criticism. Recause Norvir was ini­
tially developed as a liquid, making it 
readily ingestible by infants and small 
children, it "was the one that could have 
been pushed into pediatric studies at a 
much earlier stage,'" says Philip Pi/.zo, a 
leading AIDS researcher who Is physician 
in chief and chairman of the department of 

I'lcn.w 7>/n; to Patic 139, Column 1 



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

Cuntniiwd From Page Ul 
medicine at Children's Hospital in Boston. 
"But the company simply didn't push hard 
to put pediatric studies in place." 

Abbott officials veheinuntly deny that 
they acted too slowly or that the small size 
of the pediatric market has influenced 
Ihdr priorities. They say they have fol­
lowed the prudent course of testing the 
dmg extensively on adults first. "We go 
through u careful process where adults, 
who can give their consent, can partici­
pate; and once we have the information 
frum adults, we can lake it to the chil­
dren," says John U'onard, 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 lhe go-ahead before long. 

Merck and Roche are further behind. 
Merck officials say they are moving as 
(luickly as they can to develop a liquid 
that young children can lake, but have 
encountered frustrating obstacles involv­
ing laste and (he way the drug is absorbed 
in the body. Roche is woi |(ing on a powder-
like pediatric version of Invirase that can 
DjLS£ringIepiiToa child's milk or formula 
bolhe. AH three protease makers say they 
are proceeding: quickly by historical stan-
jlards; in any case, various studies involv­
ing larger numbers of children are likely to 
begin later this year or earlyliexl 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 
&ek approval for use by adults. On another 
(jont, researchers at the University of 
Massachusetts Medical Center have gotten 
encouraging results in tests involving in­
fants given a new mixture of drugs not 
including any protease inhibitor. 
*»' FDA Commissioner David Kessler, who 
dlready has eased the rules on pediatric 
(Jrug approvals once, says more needs to be 
done to prod companies to develop pediat­
ric data. The Pediatric AIDS Foundation 
backs legislation that would give compa­
nies an extra period of market exclusivity 
if they develop the needed information on 
tlje use of their pediatric drugs. 
*• As for Samuel Fox, he has begun 
speaking out about kids' access to the 
dfugs. "He wants to do something," his 
mother says. "He's angry right now. We're 
all angry." 
1. Says Samuel: "1 want to live to be an 

^dult." 
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The Honorable James M. Jeffords JUN 1 I 1997 
Chaiuuian, Commttteft on Labor 
and Human Resources 
United States Senate 
WRshiTiEton,D.C. 20510 

Dear Senmoi Jofforda: 

For thc past several months 'Jie Aaministrwion has been working with the Senate Labor and 
Human Resources Committee on legislation to improve the performance and accountability of 
the Food and Drug Administration (FDA or the Aiency). while preserving and enhancing the 
Agency's ability to protect and promote the public health. T appreciate the efforts that you. 
Senator Kennedy, and the other members of the Committee have made in this regard and 
believe that considerable progress has been made toward these goals. 

The Food and Drug Administration Modernization and Accountability Act of 1997, S. 830, 
includes approximately 20 provisions that rcprcsoat cignificant consensus reforma. Among 
the provisions that we all agree oil are those that set forth thc Agency's missi6n, codify 
reforms to the regulation of biotechnology products, provide expedited authority for the 
adoption of third party pexformance slandards for device review and for the classification of 
devices, and streamline submission requirements for manufacturing changes and marketing 
applications for drugs and biologic*. 

I must emphasize that these provisions represent very significant reform, on which all parties 
have worked hoxd to reach consensus, and which T hope will not be jeopardized by insistence 
on other provisions on which wc have not reached agreement. 

Unfortunately, the Chainrnrn's substitute to S. 830, also includes a number of provisions 
which as drafted do not reflect consensus and about which I have very significant concerns. 
Also, tho current veroion ic not "balanced" in that it does not talce advantage of significant 
opportunities to strengthen current law so FDA can more effectively protect the public health. 
Tlie most significant ot'thc non-consensus provisions, smronarized on the enclosed list, would 
undermine the public health protections that the Araerioan people now enjoy, by: 1) lowering 
the review standard for marketing approval; 2) allowing distribution of experimental therapies 
without adequalo »afoguard5 to aesuw patient safety or completion of rMeareh on efficacy; 3) 
allowing health claims for foods and economic claims for drugs and biologic products without 
adequate scientific proof; 4) requiring ttiird party review even for devices that require clinical 
d»ta; and 5) burdening the Agency with extensive new regulator)' requirements that will 
detract resources from critical Agency tunctions without commensurate enhancement ofthe 
pubic health. Another signi ficant nonconsensus item io the Bet of adjustment provisions in 
sections 703 and 704, which together require significant increases in FDA's appropriations 
levels over FY 1998 through 2002 (almost 5100 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 specific 
performance goals under PDUFA depends on the resources it will have available. We would 
support a user fee proposal that is consistent with our FY 1998 Budget proposal, but we are 
concerned that the proposal to collect user fees in this legislation imposes additional pressure 
on the fixed level of discretionajy resources agreed tn under Une. Bipartisan Budget 
Agreement. 

We note the inclusion of the provision on pediatric labeling in the most recent version ofthe 
Committee marie. Wc believe 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 ofthe Committee on both sides ofthe aisle on the 
progress we have made together to develop a package of sensible, consensus refonn 
provisions that are ready for consideration with reauthorization ofthe Prescription Drug User 
Fee Act (PDUFA). We are intereeted and prwporad to continue working with thc Conunittoc 
to reach consensus on additional issues - and have proposed acceptable alternative 
approaches to many of the objectionable provisions. My concern is the time for 
reauthorization of PDUFA is running perilously short. As I indicated in my recent letter to 
you, I am concerned that the inclusion of non-consensus issues in the Committee's bill will 
result in a protraotod and contentious debate. This would not serve our mutual goal of timely 
reauthorization of PDUFA and passage of constructive, consensus bipartisan FDA refonn. 

A copy of this letter is also being sent to the ranking Minority member, Senator Kemnady, snd 
the other members of the Senate Labor and Human Resources Committee. 

Sincerely, 

Donna E. Shalala 

Enclosure 
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S. 830 (Chalrman't Substitute) 

Major Concerns 

1. Cumulative Regulatory Burdens/No Provisions to Promote Public Health 

• many new regulatory burdens arc being imposed on FDA (list enclosed) and 
little that can be advanced as promoting public health 

2. Third Party Review of Devices (Sec 204) 

expansion 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 Drugs/Biologlcs/Devlccf 
(Sees. 404/409/609/610/611/619) 

• effectiveness standard for drugs and biologies 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 radiopharmaceuticals, including PET drugs 

4. Health Claims For Foods (Sec. 617) 

• health claims not approved by the FDA but consisting of information published 
by authoritative government scientific bodies (e.g., NAS or NCI) would be 
permitted for use by companies in the labeling of food products, even if it is 
very preliminary 

5. Expanded Access to Investigational Therapies (Sec. 102) 

• would allow drug and device companies to sell an investigational product for 
any serious disease or condition without FDA approval and without 
appropriate protections for clinical investigations 



6. Device ModMcatloiH (Sec. 601) 

• would allow companies lo make manufacturing changes that affect a device's 
safety and effectiveness 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, 
even if the claim compared the safety or efficacy of two drugs 

8. Pediatric Labeling 

• would provide an incentive of six momlis of market exclusivity to encourage 
pharmaceutical companies to conduct necessary clinical trials for FDA 
approval of their products for children 

• doesn't assure that necessaty labeling for children will be included, 

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

B. Other Signillcant Concerns 

1. Expanded Humanitarian Use of Devices (Sec. 103) 

2. Device Collaborative Detenninations/Review (Sees. 301/302) . 

3. Limitations on Initial Classification Determinations (Sec. 407) 

A. Evaluation of Automatic Class III Designation (Sec. 604) 

5. PMS (Sec. 606) 

C. Currently In The Bill - No Language Provided Yet 

1. Off-Label Use of Drugs (floor amendment expected) 

2. Drug Compounding (amendment expected) 
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02-21-91 09:32AM FROM FDA/OMO/IO TO 92024562818 P003/005 

IMPACT OF PEDIATRIC STUDY REQUIREMENT 

FDA has made a very preliminary assessment of the impact of the 
proposed p e d i a t r i c study requirement. This assessment i s based 
on the assumption that the requirement would apply to drugs 
c l a s s i f i e d as "new molecular e n t i t i e s " and b i o l o g i c a l products 
that e i t h e r (a) represent a s i g n i f i c a n t therapeutic advance or 
(b) would be prescribed to children more than 100,000 times per 
year. 

• FDA estimates that i t approves 5-10 drugs and b i o l o g i c a l 
products per year that would require new studies under t h i s 
rule that would not otherwise have been conducted. 

(In making t h i s estimate, FDA analyzed product approvals 
between 1991 and 1995, looking at 4 factors: (1) the number 
of products approved with p o t e n t i a l use i n children; (2) the 
number of products that the manufacturers v o l u n t a r i l y 
studied i n children; (3) based on (1) and (2), the number of 
products that were not studied i n children, but should have 
been; (4) of the l a t t e r category, the number that 
represented a s i g n i f i c a n t therapeutic advance or that were 
prescribed to children more than 100,000/year.) 

• The cost of conducting studies that adequately assess 
p e d i a t r i c safety and effectiveness could vary from 
approximately $200,000 for a pharmacokinetic comparison of 
adults and children to $3-5,000,000 for a f u l l - s c a l e 
c l i n i c a l t r i a l . 

• The cost of a study i s calculated based on a rough 
estimate of $5,000 per subject enrolled i n the study. 
Pharmacokinetic studies require very few patients (40-
50, i n most cases), while controlled c l i n i c a l t r i a l s 
may require several hundred patients. 

• I t i s d i f f i c u l t to estimate in advance which kinds of 
studies w i l l be needed for specific future drugs. The t o t a l 
cost to manufacturers per year i s therefore l i k e l y to be 
between $2,000,000 and $25,000,000. 
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First Protease Inhibitor Drug Designed Apple Plans PC 

Using Systems 
From Mac, Nex 

For HIV-infected Children Is Due Soon 
By RHONDA L. RUNDLE 

Staff Reporter of T I I K W A L L S T K E F T JOURNAL 

The first protease inhibitor drug de­
signed especially for HIV-infected children 
is becoming available through a govern­
ment-approved giveaway program that 
drug maker Agouron PharmaceuticaJs Inc. 
will announce today. 

The drug, Viracept, is a member of the 
protease inhibitor family that, when used 
in combination with some older drugs, has 
made the AIDS virus undetectable in the 
blood of some adults. Small preliminary 
studies among children under the age of 13 
suggest that Viracept has comparable ben: 
efits in youngsters, Agouron said. 

. Pediatricians and parents of infected 
children are increasingly frustrated that 
protease inhibitors have been available 
to only a handful of chiidren enrolled in 
clinical trials, despite the inhibitors' 
proven powers. Critics have accused drug 
makers of being slow to act because chil­
dren make up only a small proportion of 
infected individuals. 
Some Pediatricians Reluctant 

Viracept is awaiting approval by the 
U.S. Food and Drug Administration follow­
ing Agouron's request last month to mar­
ket the drug both as a tablet for adults and 
a pediatric powder for children. Protease 
inhibitors made by three other companies 
are being sold now, but none is approved 
for pediatric use. Agouron, based in San 
Diego, is the first company to seek ap­
proval for a pediatric formulation of a 
protease inhibitor. 

Under FDA rules, protease inhibitors 
already approved for adults can be pre­
scribed for children, but some pediatri­
cians have been reluctant to use them 
without scientific studies into suc(i issues 
as the proper dosage. 

People in an advanced stage of AIDS 
who have exhausted treatments with the 
approved protease inhibitors have been 
receiving Viracept since September under 
an "expanded access" program. Now 
Agouron plans to also give the drug free of 
charge to infected children aged two to 13. 
Both programs will end as soon as the drug 
is approved for sale, but Agouron says 
patients in the program won't be cut off if 
they don't have insurance or funds to pay 
for the drug. 

There were about 7,300 children under 
age 13 with AIDS in the U.S. as of June 
1996, according to the U.S. Centers for 
Disease Control. There are as many as 
20,000 HIV-infected children nationwide, 
according to the Pediatric AIDS Founda­
tion in Santa Monica, Calif. 

The giveaway program is "great news" 
because " I have a waiting list," said 
Andrew Wiznia, director of the pediatric 
HIV program at Bronx Lebanon Hospital 
in New York. Dr. Wiznia has treated 12 
children with Viracept during the past 
three months. "This is a real good drug, it 
may be a great drug, we don't know. It 
seems to be well tolerated by children 
taking it," and "only occasionally do kids 
say 'yukky,' " he said. 

Parents with children in the study were 
"ecstatic," Dr. Wiznia said. "We've had 
parents come in and say it was like a 
lightbulb went on in the child. Within one 
or two weeks of starting therapy, some 
children are showing dramatic changes, 
going from apathetic to interactive." 

However, clinical data on such critical 
measures as virus levels in the blood of 
treated children haven't been disclosed 
yet. Agouron says that virus-level drops 
have been equivalent to those in adults, but 
data on the 52 children treated to date 
won't be available until later this nionth. 
Child Gains Weight 

One mother said her six-year-old 
daughter has gained three or four pounds 
and is more active since starting Viracept 
treatment' in September. "Raven eats a 
tremendous amount of food now and her 
energy level has improved a lot," said her 
mother, Michelle Lopez! The girl has 
switched to Viracept tablets, cut in two for 
easier swallowing, because she didn't like 
the taste of the powder! 

The pediatric formulation of Viracept is 
a sandy, white powder that can be scooped 
out of the bottle and mixed with milk, 
formula or soft foods such as pudding. 
Agouron said parents and doctors seeking 
information about the giveaway program 
cancan 1-800-621-7111;, 

Some other drug; makers have had 
trouble formulating their protease inhibi­
tors into effective medications that chil­
dren can take. Abbott Laboratories, whose 

~ Norvir drug was approved for adult use last 
; March,' apirears to bi| ahead of? the othfefc. 
twp companies with proiease inhiliitors'bn " 
the market, Merck & Co. and Roche 
ing. Abbott said it expects to sooh amend 

By LEE GOMES 
Staff Reporter of T H E W A L L S T R E E T JOURN 

Apple Computer Inc. sought to reassi 
customers and software developers tl 
the company has no plans to jettison 
current operating system as it moves 
ward a new system based on its rect 
Next Software Inc. acquisition. 

At a Macintosh trade show in 
Francisco yesterday, Apple said that 
the next several years it plans to pursu* 
"dual operating system" strategy that w 
offer machines with both its existing Mi 
intosh operating system and its new Ne 
based system. Company officials would r 
be more specific about how long the du 
system offer will continue. 

Meanwhile, Apple's stock plummet 
as investors reacted to Apple's annoum 
ment Friday that the company will post; 
operating loss as wide as $150 million f 
the fiscal first quarter ended Dec. 27. 
Nasdaq Stock Market trading yesterda 
Apple shares fell $3,875, or 18%, to $17.87 
near its 52-week low of $16. 
Pall Cast Over Trade Show 

Apple officials have blamed the large 
than-expected quarterly loss on weak U. 
sales of its Performa home, compute: 
during the holiday season. Apple also h< 
hinted that more layoffs are likely, raisir 
questions about whether the Cupertin 
Calif., company has turned the comer ; 
its turnaround effort. Apple's PC salt 
continue to suffer from competition fro: 
Microsoft Corp. and Intel Corp. When 
reports its first-quarter results later th 
month. Apple will have posted more tha 
$900 million in red ink over five quarters c 
$11.8 billion in sales. 

Last week's surprise announcemei 
cast a pall on the annual MacWorld trac 
show, which is so large a gathering of Ms 
fans that it regularly ties up traffic acroi 
San Francisco. Nonetheless, Apple ofl 
cials used the gathering" to fill in some ( 
the technical details of hbw they plan c 
using the software from,- Next, whl< 
Apple purchased last month, for .aroiir 
$400 million, as the basis fof a hew Macii 
tosh operating system -. .vt-

; 

Ellen Hancock, Apple's chi^f techno 
ogy officer, said the new operating sy 
tern - code named "Rhapsody" - will us 
some pieces of Next's system and othei 
developed in-house. She told a group ( 
Apple customers that while many existir 
Mac programs will run on the new opera 
ing system, software developers,.writir 
new programs for Rhapsody will, heed I 
use different techniques and too\s tha 
they do with the current Macintosh. 

Even when it begins selling machi 
with the new operating system, Apple wi 

. continue, tĉ  palj».. available, its currei 
Kbi^ia^^^iih>4]3!6wn as System 7, M 
Hancock. i . System 7. should Jreniai 
available for several years; 'sheskid.. P.'?' 
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signed especially for HIV-infected children 
is becoming available through a govern­
ment-approved giveaway program that 
drug maker Agouron Pharmaceuticals Inc. 
will announce today. 

The drug, Viracept, is a member of the 
protease inhibitor family that, when used 
in combination with some older drugs, has 
made the AIDS virus undetectable in the 
blood of some adults. Small preliminary 
studies among children under the age of 13 
suggest that Viracept has comparable ben­
efits in youngsters, Agouron said. 

Pediatricians and parents of infected 
children are increasingly frustrated that 
protease inhibitors have been available 
to only a handful of children enrolled in 
clinical trials, despite the inhibitors' 
proven powers. Critics have accused drug 
makers of being slow to act because chil­
dren make up only a small proportion of 
infected individuals. 
Some Pediatricians Reluctant 

Viracept is awaiting approval by the 
U.S. Food and Drug Administration follow­
ing Agouron's request last month to mar­
ket the drug both as a tablet for adults and 
a pediatric powder for children. Protease 
inhibitors made by three other companies 
are being sold now, but none is approved 
for pediatric use. Agouron, based in San 
Diego, is the first company to seek ap­
proval for a pediatric formulation of a 
protease inhibitor. 

Under FDA rules, protease inhibitors 
already approved for adults can be pre­
scribed for children, but some pediatri­
cians have been reluctant to use them 
without scientific studies into sucfi issues 
as the proper dosage. 

Voice Mail 
V loll-frcc voice mail system 
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receiving Viracept since September under 
an "expanded access" program. Now 
Agouron plans to also give the drug free of 
charge to infected children aged two to 13. 
Both programs will end as soon as the drug 
is approved for sale, but Agouron says 
patients in the program won't be cut off if 
they don't have insurance or funds to pay 
for the drug. 

There were about 7,300 children under 
age 13 with AIDS in the U.S. as of June 
1996, according to the U.S. Centers for 
Disease Control. There are as many as 
20,000 HIV-infected children nationwide, 
according to the Pediatric AIDS Founda­
tion in Santa Monica, Calif. 

The giveaway program is "great news" 
because " I have a waiting list," said 
Andrew Wiznia, director of the pediatric 
HIV program at Bronx Lebanon Hospital 
in New York. Dr. Wiznia has treated 12 
children with Viracept during the past 
three months. "This is a real good drug, it 
may be a great drug, we don't know. It 
seems to be well tolerated by children 
taking it," and "only occasionally do kids 
say 'yukky,' " he said. 

Parents with children in the study were 
"ecstatic," Dr. Wiznia said. "We've had 
parents come in and say it was like a 
lightbulb went on in the child. Within one 
or two weeks of starting therapy, some 
children are showing dramatic changes, 
going from apathetic to interactive." 

However, clinical data on such critical 
measures as virus levels in the blood of 
treated children haven't been disclosed 
yet. Agouron says that virus-level drops 
have been equivalent to those in adults, but 
data on the 52 children treated to date 
won't be available'until later this month. 
Child Gains Weight 

One mother said her six-year-old 
daughter has gained three or four pounds 
and is more active since starting Viracept 
treatment in September. "Raven eats a 
tremendous amount of food now and her 
energy level has improved a lot," said her 
mother, Michelle Lopez. The girl has 
switched to Viracept tablets, cut in two for 
easier swallowing, because she didn't like 
the taste of the powder. 

The pediatric formulation of Viracept is 
a sandy, white powder that can be scooped 
out of the bottle and mixed with milk, 
formula or soft foods such as pudding. 
Agouron said parents and doctors seeking 
information about the giveaway program 
cancall 1-800-621-7111:, 

'Some other drug'makers have had 
trouble formulating their protease inhibi­
tors into effective medications that chil­
dren can take. Abbott Laboratories, whose 
Norvir drug was approved for adult use last,, 
March,; appears to be ahead of the other, 
twp companies with protease Inhibitors bii " 
the market, Merck & Co. and Roche Hold­
ing. Abbott said it expects to soon amend 
its label for Norvir to include children. 

By LEE GOMES 
Staff Reporter of T H E W A L L S T R E E T JOURNAL 

Apple Computer Inc. sought to reassure 
customers and software developers that 
the company has no plans to jettison its 
current operating system as it moves to­
ward a new system based on its recent 
Next Software Inc. acquisition. 

At a "Macintosh trade show in San 
Francisco yesterday, Apple said that for 
the next several years it plans to pursue a 
"dual operating system" strategy that will 
offer machines with both its existing Mac­
intosh operating system and its new Next-
based system. Company officials would not 
be more specific about how long the dual-
system offer will continue. 

Meanwhile, Apple's stock plummeted 
as investors reacted to Apple's announce­
ment Friday that the company will post an 
operating loss as wide as $150 million for 
the fiscal first quarter ended Dec. 27. In 
Nasdaq Stock Market trading yesterday, 
Apple shares fell $3,875, or 18%, to $17,875, 
near its 52-week low of $16. 
Pall Cast Over Trade Show 

Apple officials have blamed the larger-
than-expected quarterly loss on weak U.S. 
sales of its Performa home, computers 
during the holiday season. Apple also has 
hinted that more layoffs are likely, raising 
questions about whether the Cupertino, 
Calif., company has turned the corner in 
its turnaround effort. Apple's PC sales 
continue to suffer from competition from 
Microsoft Corp. and Intel Corp. When it 
reports its first-quarter results later this 
month, Apple will have posted more than 
$900 million in red ink over five quarters on 
$11.8 billion in sales. 

Last week's surprise announcement 
cast a pall on the annual MacWorld trade 
show, which is so large a gathering of Mac 
fans that it regularly ties up traffic across 
San Francisco. Nonetheless, Apple offi­
cials used the gathering'to fill in some of 
the technical details of how they plan on 
using the software from Next, which 
Apple purchased last month for around 
$400 million, as the basis for a new Macin­
tosh operating system t . : 

Ellen Hancock, Apple's chief, technol­
ogy officer, said the new operating sys­
tem - code named "Rhapsody" - wiU use 
some pieces of Next's system and others 
developed in-house. She told a group of 
Apple customers that while many existing 
Mac programs, will run on the new operat­
ing system, software developers writing 
new. programs for Rhapsody will heed to 
use different techniques and tools than 
they do with the current Macintosh. 

Even when it begins selling machines 
with the new operating system, Apple will 
continue, to, make, available its .current 

.i;opefating%?,tq^lm6wn as System 7, Ms. 
Hancock said. System 7 should remain 
available for several years, she Said. 

Industry analysts said Apple's new 
strategy is designed to make sure the 
company doesn't lose customers or soft­
ware developers while it moves toward its 

ineW:;ioperating_ system. Some customers 
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RE: Pediatric studies for pharmaceuticals 

As you know, the Federal Legislation Clinic, on behalf of its client, the Pediatric AIDS 
Foundation (PAF), has been looking into whether FDA has the authority to require pediatric 
studies for pharmaceuticals. Extensive research has led us to conclude that not only does the 
Food, Drug, and Cosmetic Act (FDCA) authorize the FDA to require pediatric studies, the 
statute actually mandates the FDA to require such studies prior to its approval of a new drug 
application. Our legal arguments are set forth below. 

The need for pediatric studies for pharmaceuticals cannot be overstated. We have 
attached, under separate cover, background materials explaining the problem. While a number of 
these materials highlight the lack of pediatric studies (and, hence, the lack of approval for 
pediatric use) for AIDS drugs, the problem is much greater than just AIDS. 80% of all drugs 
marketed in the United States — including those commonly prescribed for pediatric patients ~ 
have not been proven safe and effective for use by children. Doctors must choose between 
guessing what dosage of a nonapproved drug is safe for their pediatric patients or depriving 
children of needed remedies. As FDA itself has found: 

Most prescription drug products . . . lack adequate information about their use in 
pediatric populations. . . . [WJithout adequate information, practitioners may be 
reluctant to prescribe certain drugs for their pediatric patients, or may prescribe 
them inappropriately, choosing dosages, for instance, that are arbitrarily based on 
the child's age, body weight, or body surface area without specific information as 
to whether this is appropriate. As a result, pediatric patients may be exposed to an 
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increased risk of adverse reactions, or decreased effectiveness of the drugs prescribed, or 
may be denied access to valuable therapeutic agents. 

59 Fed Reg. 54240, 64240 (1994). 

To its credit, FDA has tried to rectify these problems by promulgating regulations 
encouraging the development of pediatric data. In 1979, FDA issued the first regulations 
concerning pediatric studies. (Prior to that time, there were no requirements whatsoever 
concening pediatric clinical studies or pediatric labeling.) The regulation stated thatjf there 
were clinical studies supportjngj^diatric use of a dru^Uhat information_was to be describedjQii_ 
the drug's label. The regulation was intended to encourage manufacturers to provide pediatric 
data; it did not, however, require that pediatric data actually be submitted. 

In 1994, recognizing that its first attempts had failed, FDA promulgated a new regulation. 
The regulation (and the accompanying interpretive guidance) encourage manufacturers to 
conduct pediatric studies, but again do not require such studies. Instead, the regulation merely 
requires that drugs not proven safe and effective for pediatric use bear the warning: "safety and 
effectiveness in pediatric patients . . . have not been established." 

Unfortunately, the agency's efforts to encourage the development of pediatric data have 
not been successful. Despite the FDA's urging, PAF's numerous conversations with 
pharmaceutical manufacturers, and the exhaustive efforts of many others, only 4 of the 28 new 
drugs approved by the FDA in 1995 contained pediatric data. More importantly, there is no 
evidence this trend is likely to change any time soon. 

Accordingly, we believe the only way to solve the problem is by having the FDA issue a 
regulation requiring pediatric studies. (Although, of course, we would gladly discuss any other 
ideas you might have.) The attached sets forth what we believe to be the best legal arguments 
supporting FDA's authority to issue such a regulation. 

We are heartened by the White House's interest in this matter and urge you to continue 
your good work. If we can be of any further assistance, please do not hesitate to contact us. 



LEGAL ARGUMENTS 

I. Section 505 of the FDCA Requires That Drugs be Proven Safe and Effective For AU 
Foreseeable Users, Not Only Adults 

a. The plain language, purpose, and legislative history of the statute 
demonstrate Congress' intent that drugs be proven safe and effective for all 
foreseeable users 

Section 505(b)(1) ofthe FDCA mandates that new drugs be proven "safe for use and . . . 
effective in use." 21 U.S.C. § 355(b)(l)(1994). The burden is on the sponsor of a new drug 
application, who must submit "reports of investigations," ~ i.e., clinical studies -- demonstrating 
the drug's safety and efficacy. Id. The statute contains no limiting or qualifying language. It 
does not say "safe and effective for use in the adult population only," or "safe and effective for 
use by adult, but not pediatric, users." A plain reading of the statute thus requires that drugs be 
proven safe and effective for all foreseeable users, adults and children. 

This reading of the statute is supported by the statute's purpose. The FDCA, first enacted 
in 1938, was designed to protect the public health — to ensure that drugs are safe for use prior to 
their being marketed in the United States. Congress was particularly concerned with protecting 
the health and safety of children. Indeed, Congress ultimately passed the Act, various versions of 
which had been considered since 1933, in direct response to the tragic death of 107 persons, the 
majority of whom were children.' 

Congressional intent to protect child health is plainly demonstrated in the Act's legislative 
history, which is replete with references to children and their well-being. Earlier versions of the 
bill had focussed on forbidding adulterated and misbranded drugs, rather than on requiring an 
express showing of "safety."2 In reporting one of these earlier versions out of the Senate 
Commerce Committee, Senator Copeland, one of the bill's key sponsors, explained: 

It is a matter of great concern to every man what he shall put into his stomach. 
Every mother is anxious that the food and medicine given to her baby shall be 
above suspicion. The welfare of every man, woman, and child is involved in the 
quality and preparation ofthe foods and drugs sold in America. . . . 

1 See, e.g.. Cavers, "The Food, Drug, and Cosmetic Act of 1938: Its Legislative History and Its 
Substantive Provisions," 6 Law & Contemp. Prob. 2 (1939); CHARLES O. JACKSON, FOOD AND 

DRUG LEGISLATION IN THE NEW DEAL 161-68 (1970); HENRY G. GRABOWSKI & JOHN M. 
VERNON, THE REGULATION OF PHARMACEUTICALS: BALANCING THE BENEFITS AND RISKS 2 

(1983). 

2 See, e.g., S. 2800, 73d Cong., 2d Sess. (1934); S. 5, 74th Cong., 2d Sess. (1936). 



I ask you to bear in mind that the purpose of this legislation is not primarily to 
control industry. Its purpose is to protect the public, to protect the mothers and 
the children, to protect the consumers. . . . 

[This bill] is in the public interest. Enacted into law, it will add to the safety of 
the American family, and I hope serve to save many a life. Mother, father, and 
babies — men, women, and children ~ all will be better guarded in health and 
pocketbook than ever before in American history.3 

Similarly, in 1936, Congressman Coffee, another sponsor of the legislation, cited the 
need to protect children as he argued in support of the bill: 

Strychnine is another highly toxic drug the presence of which does not have to be 
declared under the present law [the Pure Food and Drugs Act of 1906]. In one 5-year 
period 75 children, most of them under 5 years of age, died in New York State alone of 
strychnine poisoning. . . . Laxative and tonic pills containing strychnine were responsible 
for the majority of these deaths and are the foremost cause of fatal poisoning among 
young children. Parents assume such preparations to be innocuous. They have no way of 
knowing that the chocolate or sugar coating of these pills, so attractive to children, covers 
sufficient strychnine that six or eight tablets accidentally eaten may constitute a lethal 
dose of poison for a small child.4 

In 1937, the legislation still had not been enacted, and 107 persons died as a result of 
ingesting a drug known as "Elixir Sulfanilamide." Most of the victims were children. The Senate 
requested an investigation by the Secretary of Agriculture, who concluded legislation was needed 
to protect the public from potentially toxic drugs.5 

The legislation was finally passed in 1938. The final version contained specific language 
requiring new drugs to be adequately tested for safety prior to their being marketed. As the 
House Committee on Interstate and Foreign Commerce Report explained: 

[Section 505(a) is intended] to prevent the premature marketing of new drugs not 
properly tested for safety. One recent outstanding instance of the hazards this 

3 78 Cong. Rec. 567-73 (1934). 

4 81 Cong. Rec. 7312 (1937). 

5 Secretary of Agriculture, A Report on Elixir Sulfanilamidc-Massengill, S. Doc. No. 124, 75th 
Cong., 2d Sess., 9 (1937) (responding to S. Res. 194, 75th Cong., 1st Sess. (1937)). 



provision is intended to safeguard against was the introduction of an untested 
elixir sulfanilamide, which claimed nearly 100 lives.6 

The most extensive amendments to the FDCA were enacted in 1962, in which Congress 
further tightened the safety requirements for testing new prescription drugs and added the 
requirement that manufacturers prove their products effective -- as well as safe - before FDA 
would grant approval. As with the 1938 enactment, the 1962 amendments were precipitated by a 
tragic event affecting children — in this instance, newborns. 

The "thalidomide babies," as these newborns came to be known, were born with physical 
deformities resulting from maternal ingestion of the sedative thalidomide during pregnancy. The 
infants' fate is referenced throughout the legislative history accompanying the 1962 amendments. 
Even a cursory review of this history demonstrates Congress' concern with the health and well-
being of American children. 

Indeed, in addressing Congress on the need to amend the FDCA, President Kennedy 
admonished: 

It is time to give American men, women, and children the same protection we 
have been giving hogs, sheep, and cattle since 1913 under an act forbidding the 
marketing of worthless serums and other drugs for the treatment of these animals.7 

Testimony before the House Committee on Interstate and Foreign Commerce 
specifically focused on the need to protect children: 

All of us who give drugs to our children or loved ones do so with faith in the 
doctor who prescribed them, the druggist who compounded the prescription and 
the industry that manufactured the basic ingredients. . . . 

All of us can imagine, I am sure, the uncertainty in the mind of a mother with a 
sick child. She wants her child to recover; she wants to be sure of the drug she is 
administering. She needs, and I submit she should have, that confidence and it is 
within the power of this Congress to give her that peace of mind.8 

6 H.R. Rep. No. 75-2139, at 9 (1938). 

7 President of the United States, Message to the Committee ofthe Whole House on the State of 
the Union, Consumers' Protection and Interest Program, H.R. Doc. No. 364, 87th Cong., 2d 
Sess. (1962). 

8 Drug Industry Act of1962: Hearings on H.R. 11581 and H.R. 11582 Before the House Comm. 
on Interstate and Foreign Commerce, 87th Cong., 2d Sess., 456 (1962) (statement of Andrew J. 



Senator Humphrey specifically expounded on the importance of protecting child health: 

Genuine miracle drugs have contributed immeasurably to maternal and child 
health, but adverse effects are often suspected and must now be thoroughly 
explored, and suitable safeguards taken.9 

And both Senator Humphrey and Senator Kefauver introduced articles from scientific journals 
expressing concern about the effects drugs can have on young children, particularly infants.10 

Plain language and legislative history notwithstanding, FDA has interpreted the statute as 
requiring that drugs need be proven safe and effective only for use by adults. While testing in 
adults may have been sufficient when the FDCA was first enacted and the medical community 
treated children as if they were metabolically indistinguishable from adults, it is now clear 
children are not "little adults." Children metabolize drugs differently; drugs proven safe and 
effective for use in adults may in fact be harmful to children. To meet the statute's mandate, 
FDA must require the submission of pediatric studies prior to its approval of a new drug 
application. 

b. FDA must issue regulations to satisfy its statutory mandate 

FDA should amend its Investigational New Drug Application ("IND") and New Drug 
Application ("NDA") regulations, so as to require that drugs be proven safe and effective for use 
by children. The regulations should require pediatric pharmacokinetic data, pediatric 
pharmacodynamic data, and pediatric safety data. The regulations may, however, allow a 
manufacturer to extrapolate efficacy data from adequate and well-controlled studies in adults, if 
appropriate." FDA should make clear that when children are foreseeable users of a drug, it will 
not approve an NDA for that drug unless the manufacturer supplies data sufficient to support a 
pediatric indication or pediatric use statement (including warnings against use, when 

Biemiller, Director, Department of Legislation, AFL-CIO). 

9 108 Cong. Rec. at 15687(1962). 

10 Interagency Coordination in Drug Research and Regulation, Hearings Before the Subcomm. 
on Reorganization and Int'l Organizations of the Senate Comm. on Gov't Operations, 87th 
Cong., 2d Sess. 45-46 (1962) (Senator Humphrey submitting Effect of Drugs Upon the Fetus and 
Infants, J. of Pediatrics., Oct. 1961, at 678) (also reprinted at 108 Cong. Rec. 15658 (1962)); 108 
Cong. Rec. 17384 (1962) (Senator Kefauver submitting Somers, G.F., Latronic Diseases ofthe 
Newborn, The Lancet). 

11 Cf. 21 C.F.R. 201.57(0(9) (1996) (allowing the extrapolation of adult efficacy data to 
demonstrate effectiveness in children). 



appropriate).12 Often, to obtain proper pharmacokinetic, pharmacodynamic, and dosing data, 
manufacturers will have to conduct clinical studies in disparate age groups within the pediatric 
population ~ e.g., neonate, infants, children and adolescents. FDA should require such studies 
when necessary. 

We recognize these regulations will provide FDA with a very strong stick, the exercise of 
which could theoretically delay the approval of drugs for adults. But so long as drug 
manufacturers comply with FDA's regulations, the approval of drugs for adults need not be 
delayed. Pediatric Phase 1 studies, which require only small numbers of children, would 
generally be started concurrently with, but no later than upon the successful completion of, 
Phase 1 studies in adults. Any needed Phase 2 pediatric studies would be commenced at the 
conclusion of Phase 1 pediatric studies. Phase 1 and, if needed, Phase 2 pediatric studies would, 
therefore, be completed long before adult Phase 3 (efficacy) studies are completed and ready for 
submission to FDA. 

In other words, we are not seeking (nor would we ever seek) that FDA delay the approval 
of drugs proven safe and effective for use by adults. To the contrary, we ask FDA to change the 
paradigm. We ask FDA to operate pursuant to its statutory mandate and require pediatric 
clinical studies, and we ask pharmaceutical manufacturers to comply with the regulations FDA 
promulgates. Only if a manufacturer refuses to comply with these regulations should a new drug 
application be denied. 

II. The Labeling Requirements ofthe FDCA Provide Separate (And Perhaps More 
Flexible) Statutory Authority For Requiring Pediatric Studies 

In addition to requiring that drugs be safe and effective, the FDCA requires that drugs not 
be misbranded. 21 U.S.C. § 331(a) (1994). The FDCA defines a drug as being misbranded if, 
inter alia, its labeling is "misleading in any particular," its labeling does not have "adequate 
directions for use," or its labeling does not bear "adequate warnings against use by children 
where [the drug's] use may be dangerous to health." Id. at §§ 352(a), (f). These labeling 
requirements separately mandate FDA to require pediatric studies when children are foreseeable 
users of the drug. 

a. A drug is misbranded if it fails to reveal the consequences of pediatric use 

Section 502(a) provides that a drug is misbranded if its labeling is "false or misleading in 
any particular." Id. at § 352(a). In determining whether a drug's labeling is misleading, FDA 
must consider not only representations made on the labeling, but the extent to which the labeling 
fails to reveal "material facts." Id. at § 321(n). Material facts include consequences that may 

12 In addition, FDA should revise its current pediatric use labeling regulation. See infra 
(discussing how and why FDA's pediatric use labeling regulation should be revised). 



result from use of the drug under labeled conditions of use, as well as those under "customary or 
usual" conditions of use. Id. As FDA itself has noted, "customary or usual" conditions of use 
include off-label uses, including off-label uses by children.13 

Accordingly, when children are foreseeable users of the drug - i.e., when the 
manufacturer or FDA knows, or has reason to know, that the drug will be prescribed off-label to 
children ~ the drug is misbranded if its labeling fails to reveal information concerning 
appropriate pediatric use. Such information must include that which can only be derived from 
pediatric studies, such as pediatric indications, if any; appropriate pediatric dosage information; 
specific hazards associated with use of the drug in any subsets of the pediatric population; 
differences between pediatric and adult responses to the drug; and other information related to 
the safe and effective use ofthe drug by children. Cf. 21 C.F.R. § 201.57(f)(9)(ii) & (iii) (1996). 

The statement "safety and effectiveness in pediatric patients have not been established" is 
insufficient when children are foreseeable users of the drug. Such a statement fails to reveal 
material facts concerning the consequences ~ be they positive or negative - resulting from use 
ofthe drug by children. See 21 U.S.C. § 321(n) (1994). 

Even an explicit warning, such as "Danger: Do Not Prescribe to Children" would be 
misleading unless supported by data demonstrating actual harm, for, if the drug actually would 
be beneficial to children, a warning against pediatric use would be directly misleading. And if, 
conversely, the drug actually would be harmful to children, a standard, unsupported warning 
against pediatric use would still be misleading, because parents and physicians would know that 
neither the manufacturer nor FDA had the data to support the warning. In the absence of any 
data, physicians would, as they do now, prescribe these drugs off-label when there are no 
available alternative therapies.14 

b. A drug is misbranded if it fails to bear adequate directions for pediatric use 

Section 502(f)(1) of the FDCA provides that a drug is misbranded if it fails to bear 
"adequate directions for use." 21 U.S.C. § 352(f)(1) (1994). The regulations explain that 
"adequate directions for use" mean directions under which the layman can use a drug safely — 

13 59 Fed. Reg. 64240, 64243 (1994). 

14 Indeed, in instances in which a child's life or health is at stake, it is questionable whether any 
unsupported warning can ever be "adequate." Desperate parents and doctors will take any 
potentially useful action they can, unless they know such action is dangerous. FDA cannot be 
cognizant of this desperation, be aware of the ease and frequency of off-label use (indeed, its 
promotion by manufacturers), and pretend that warnings without data will be rigidly adhered to. 
Unless FDA is prepared to revisit its unwillingness to regulate off-label uses, unsupported 
warnings should be considered to be intrinsically misleading. 

8 



under both the conditions for use intended by the manufacturer and the "conditions, purposes, or 
uses for which the drug is commonly used." 21 C.F.R. § 201.5(a) (1996) (emphasis added). 
Indeed, 

if a manufacturer knows, or has knowledge of facts that would give him notice, 
that a drug ... is to be used for conditions, purposes, or uses other than the ones 
for which he offers it, he is required to provide adequate labeling for such a drug 
which accords with such other uses to which the article is to be put. 

Id. at § 201.128 (1996) (emphasis added).15 

Accordingly, if a manufacturer knows or should know a drug is to be used by children, he 
or she is required to provide adequate labeling for pediatric use. The statement "safety and 
effectiveness in pediatric patients have not been established" is again insufficient. When a 
manufacturer knows a drug is to be used by children, existing FDA regulations require that he or 
she provide adequate information ~ as derived from clinical pediatric studies ~ concerning 
pediatric use of the drug. 

c. A drug is misbranded if it does not contain adequate warnings against use by 
children when appropriate 

Finally, Section 502(f)(2) provides that a drug is misbranded if it fails to bear adequate 
warnings against use by children where such use may be dangerous to a child's health. 21 U.S.C. 
§ 352(f)(2) (1994). There is no way a pharmaceutical manufacturer can know whether a drug 
may be harmful to children -- and, if it is, under what circumstances -- unless pediatric safety 
studies have been conducted. Again, statements such as "Danger: Do Not Prescribe to Children" 
are not adequate unless supported by specific data, for, in the absence of such data, pediatricians 
will continue to prescribe the drug off-label.16 Accordingly, when children are foreseeable users 
of a drug, manufacturers must conduct studies to determine whether use of the drug may be 
dangerous to a child's health, as well as to determine what dosage or methods or duration of 
administration may be unsafe in the pediatric population, or subsets of the population. Cf. 59 
Fed. Reg. 64240, 64243. 

15 Interestingly, FDA cited 21 C.F.R. 201.128 in the guidance accompanying its pediatric use 
labeling regulation. In the guidance, however, FDA said that the manufacturer may be required, 
rather than shall be required, to provide adequate labeling for pediatric use. 59 Fed. Reg. 64240, 
64243 (1994). This interpretation in the guidance directly contravenes the language of the 
regulation. 

16 See supra. 



d. FDA must issue new regulations to satisfy its statutory mandate 

The FDCA's labeling requirements - and FDA's own regulatory interpretations -
provide separate authority for requiring pediatric studies. In the absence of such studies, drugs 
for which children are foreseeable users will be misbranded. 

Accordingly, FDA should revise its pediatric use labeling regulation, 21 C.F.R. 
§ 201.57(f)(9) (1996). It should revokê subparagraphs (v) and (vi), which currently permit 
manufacturers to include in theirjabeling the statement_ ŝafety andjffigctiyeness in pediatric 
patie^^ it should requireJigLfo6 l a ^ e ^ the ~ 
recjujrgmentsof subparagraphs (ii) and (iii) for all drugs for which children are foreseeable 
users.'7 ' ~~ 

FDA should also revise its NDA regulations to make clear it will reject an NDA if the 
drug's labekioesjLQlcomply with these requirements. See 21 U.S.C. § 355(d)(7) (1994) (the 
Secretary shall issue an order refusing an NDA if, 'Tiased on a fair evaluation of all material 
facts, [the drug's] labeling is false or misleading in any particular"). In addition, FDA should 
promulgate regulations requiring manufacturers of already-approved drugs, where it is 
established that the drug is being prescribed off-label to children, to revise its labeling in 
accordance with the new pediatric use labeling requirements. FDA should make clear that if 
manufacturers do not comply with the new labeling regulations, it will withdraw the approval of 
the drug's NDA pursuant to Section 505(e).'8 

17 In other words, the label must (a) describe any specific pediatric indications and any specific 
limitations on the indication; (b) provide appropriate pediatric dosage information; and (c) 
describe any need for specific monitoring, specific hazards associated with use of the drug in any 
subsets of the pediatric population, differences between pediatric and adult responses to the drug, 
and other information related to the safe and effective pediatric use of the drug. See 21 C.F.R. 
201.57(f)(9)(ii), (iii) (1996). 

18 See 21 U.S.C. § 355(e) (1994): 
. . . The Secretary may also, after due notice and opportunity for hearing to the 
applicant, withdraw the approval of an application submitted under subsection (b) 
or (j) with respect to any drug under this section if the Secretary finds . . . that on 
the basis of new information before him, evaluated together with the evidence 
before him when the application was approved, the labeling of such drug, based 
on a fair evaluation of all material facts, is false or misleading in any particular 
and was not corrected within a reasonable time after receipt of written notice from 
the Secretary specifying the matter complained of. . . . 

Of course, FDA should give manufacturers sufficient time to conduct pediatric studies before it 
withdraws approval. 

10 
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In the Line for AIDS Drugs, Children Are Last 
D; Ul'KIE MCGINLEY 

i l a / 7 R r p o n e r o t T u r W ^ u l - S T R E C T J O U R N A L 

The revoiutiunao' drug therapies help-
in? many aauli AIDS paliems are unavail 
able to mosl infecled children. 

None of Ihe three protease inhibilorS->| 
prescribed lor adults - Roche Holding 
Lid 's Invirase. Abbotl Laboratories' Nor 
virand Merck £• Co.'s Crixivan - has been 
tested widely in children. Lacking pediat­
ric data, the Food and Drug Administra­
tion hasn't cleared Ihe drugs lor use in 
children. While doctors can legally pre 

MEDIC INE 
scribe a drug (or a child without such 
clearance if It has been approved Ibr use by 
adtills. many won't do so in the case ol the 
protease inhibitor!, because ot a paucity of 
i i i lormalion. They worry that incorrect use 
of Hie drugs could be liarinful or make il 
difficult for a child to use a betler. yet to-
IJU developed medication. 

" I ' m frustrated." says Ann Petru. di 
rector ol Ihe pediatric AIDS program al 
Children's Hospital Oakland in California. 
"J don't have any dnsine informauon. I 

ha tre no idea what is a sale dose ora toxic 
one." 

One of her patients is nine-year-old 
Samuel Fox of Newark. Calif. While Sam­
uel appears heallhy - playing soccer, 
scrapping with his older brother - tests 
show that the aniounl of virus in his blood 
is six times higher than it was in March. 

Mostly Out of Reach 
BRAND NAME MANUFACTURER APPROVAL DATE 

Retrovir Glaxo Wellcome Adults. 1987; inlanls and children. 1989 

Videx BdStol-Myers SquiDb Adults and children. Oct 1991 

Hivid Roche Holding Adults only, June 1992 

Zeril firislol-Myers Squibb Adults only. June 1994 

Epivir Glaxo Wellcome Adults, childien and inlanls. Nov. 1995 

Invirase' Rome Molding Adulls only. Dec 1995 

Norvir- Abtioil Uboiaiones Adults only, March 1996 

Crixivan* Meicl. & Co Adulls only, Maich 1996 

Viramune buelinngei Ingellieim Adults only, June 1996 

' I ' I O I H & C mhibilofs Sou/lt: PtaijIuL AIDS fOkjiiajliju fooj inn tliug Aanimmtiittoii 

His mother, Mari lyn, wanls Samuel, who 
is adopted, lo start taking a prolease 
inhibitor. " I t just scares the hell oul of me 
Ihal I'm going tu lose him." site says, hut 
Ur. Petru wants mure information about 
the drugs peiore sne considers pmiint: him 
on one onhe new drugs. 

Of [fie three protease inhibilors. Koclie 
Holding's Invirase was approved lor adults 
last December; Abboll Laboratories' Nor 
vir and Merck's Crixivan were cleared 
early this year. Studies lit adulls showed 
thai the protease inhibitors, when com­
bined wilh existing AIDS drugs, were the 
mosl potent anti-AIDS weapons yel de­
vised. 

Teenagers with AIDS are routinely 
treated with lhe new drugs, but only the 

sickest of the younger children or (hose in 
small scale clinical trials are gelling them. 
Newborns aren't getting the drugs at all. 
Heightening Ihe (nistration ol pediatri 
cians and parents is tlie lacl thai some of 
these trials suggest that (he protease in 
hibiiors may be of great benefii to infected 
children. Just last week, for example, the 
National Cancer Inslilule reported Dial, in 
a small study of children aged six monihs 
lo H years, Atibmi's drug is safe and 
appears io have "a significant antiviral 
effect." 

"There is such a leeling of ontimism 
and hoge among adults, hut n hasn't yet 
been translated inlu hone for children." 
says Michael Kaiser, a New Orleans doctor 
who works with people wilh AIDS. 

How did this happen.' 
The fact is that the protease inhibitors 

are part of a larger picture: Only about SOTt 
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 Ihe 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 lhe nine AIDS drugs that have been 
approved tor adults over the last decade, 
only three nave aisfl been approver [or 
pediatrnTuse: AZT. ddl and s\C~ 

I n l h e case of the protease inhibitors, 
critics contend Ihal drug companies have 
been slow to develop pediatric data be­
cause children make up only a small 
proportion of infecled individuals. Since 
m i . mure than 7.200 children aged 12 and 
under have been diagnosed with AIDS in 
the U.S. compared Willi more Ihan 548,000 
adults, according lo Ihe Cenlers for Dis 
ease Control and Prevemiun. "The alti­
tude of the drug companies is Dial it's not 
economically feasible or profitable be­
cause lliere is a limited numbei of infecled 
chi ldren." asserts Dianue Donovan, a 
resident of (Jueensbury. N. Y.. who adopted 
iwo children who are HIV-positive. 

Abboll, in particular, comes in (or 
tough criticism. Because Norvir was ini 
lially developed as a liquid, making il 
readily ingestible by inlanls and small 
children, it "was the one lhat could have 
been pushed into pediatric studies at a 

Please TIIIV lo Page BIT, Column J 



f In Line for Medicines 
Used to Treat AIDS, 
Children Come Last 

Continuctl From Pnor Bl 
much earlier siaee." says I'liiiip Pizzo. a 
leading AIDS researcher '.vtio is physician 
in chief and cliainnan of Ihe depanment nf 
medicine at Children's Hospital in Rnston. 
"But the company simply didn't push hard 
to put pediatric studies in place." 

Abbott officials vehemently ilcny that 
they actrri too slowly or that the small size 
of the pediatric market has influenced 
their priorities. They say they have fol­
lowed (he prudent course of testin? lhe 
drug extensively on adults first. "We »o 
through a careful process where adults, 
who can ?ive their consent, can partici­
pate: md i.mce '.ve 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 havine preliminary talks with the FDA 
about .iddin? recommended doses for chil­
dren on Nor-'ir's label, and the company 
hopes it will set the go-ahead before lone. 

Merck and Roche ire further behind. 
Merck officials say they are movin? as 
quickly as they can to develop a lUimd 
lhat youn? children can take, but have 
encountered frusiratin? obstacles involv­
ing taste and the way the dru? is absorbed 
in the body. Roche is workin? on a powder­
like pediatric version of Invirase that can 
be sprinkled into a child's milk or formula 
bottle. All three protease makers say they 
are proceeding quickly by historical stan­
dards; in any case, various studies involv-
ing larger numbers of childr»n are likely lo 
begin later (his year or early next year. 

Two olher dm? companies that arc 
workin? on new protease inhibilors. 
Aguurnn Pharmaceuticals Inc. and Glaxo 
Wellcome PLC. plan to seek FDA approval 
(or use by children at the same time (hey 
seek approval for use by adulls. On another 
front, researchers at the University of 
Massachusetts Medical Center have gotten 
encouraging results in tests involving in­
fants given a new mixture ol drugs not 
Including any protease inhibitor. 

FDA Commissioner David Kessler. who 
already has eased the rules on pediatric 
dmu approvals once, says more needs to be 
done to prod companies to develop pediat­
ric data. The Pediatric AIDS Foundation 
backs legislation (hat would give compa­
nies an extra period of market exclusivity 
if they develop the needed inlormatlon on 
the use of their pediatric drugs. 

As for Samuel Fox. he has begun 
speaking out about kids' access to the 
drugs. "Me wanls to do soinethinjr." his 
moiher says. "He's angry right now. We're 
all angry." 

Says Samuel: "I want lo live lo be an 
adult." 



1 0 - 2 1 - 1 9 9 6 1 .•02PM FROM PEDIATRIC AIDS 3103931382 
D, 'a, 

AIDS kids 
By JQl WtCHOfOW • • •. 

Children with AIDS are dying unneceuarily. because 
they can't get tha Hfe-caving medicines, that ugsTestcr-.. 

-ing adulta to robust health, medical experts'cHjunj* 
Doctors and advocates (br children with HIV said dm? 

companlaft are moving too 
slowlr to tatt aad approv« pro-
t«aie inhibitors tor ohlldnn. 

"It's Joit imnjoml," Mid Ar. 
tbur Ammann, reMsrcb dirac 
(or it th« Pediatric AtD3 
Foundation, a nidonal group 
bajivd In California. 

"H*r*'» t jroup of infected 
IndivtduaU — cmlaren — who 
are belxuf dtntttd therapy," ba 
Mid. "Tha dliaaia orcercues 
mora quickly in childrtn. and 
yet they are not benefltlng 
from all tii«»o advances." 

.^Protaaa* Inhibitor* bava 
produced ramariubU r«*ulU 
in adults — in moat eaaea re-
ducina tba HIV firui In a p*-
ti«nt r i blood to the point 
w h t f it la undetectabla.. 
Many adult paUenU who wort 
close to death auddcoly w«r« 
na«tor*d io heaith. 

Manufocturcn of ih« new 
dr\J<», however, have not 
aouiht approval for their uaa 
Tor children. Crtties said thkt'̂  risks of testittx mch t.pow«r-
becaus* they Have been to-* fuldniB. 
cuied on the big profits in the 
lartar adult markeL 

The adult proteaa* inhibi. 
tors can be preaerlbad for 
children by any phyaictan. but 
many doctors b»IW because 
thay don't want tn risk it on 
their young patlente without 
further tasting. On a more 
practical lovol, the adult drugs 
are In pill fonn ind'jnoat chil­
dren cannot ingest them... 

r "Vm personally •nzious to 
see these drugs avaUable fbr 
youca chtldron." said Elaine 
Abrama. director of the pedl-
strie HIV program Harlem 
Hospital Center. 

Only on* of flarlem'r U4' 
«hUd D«Uenta*re«eiv«a the 
drugs. Ahrams ipld. The single 
case waa an cider teenager 
who could b« created aa as 
i d u l t _ _ _ _ • i 

Nllionally, only 96 gf 9M' 
AJDS'{nfected children w«ra 
being treated with the new i 
drufs.'according to 4 survey by/ 
AmmannM inundation. 

fUl dng. 
But Maidonado uid; "A lot 

of this is maricet dnven." 
"I'm sot saying cynically 

that all these jeonla'care 
about la profit but tmy nave ' 
OieirlimiU/'heiaid. 

SUphen Spector, chairman 
of the fedarat program far 
testing AIDS arugs on chil­
dren, said tho drug corapanie* 
are lea own to lag In testing 
dntga for chlldrtn. But, he 
aid. "HIV ia a potentially Ie> 
ttul disease tn children aa 
weU aa adulta. so children 
should no* be Mduded la sar-
lytasUng." 

Koffioan-Laltocha; the fint 
drug company to get approval 
fbr ptoteue inhlbtton, said 
diaiculty converting pUlf to 
powder farm delayed oediat-
riaiesung. 

i Sandni' PallaJ 
LaRocba tailed 
dlatrio approval 
tant prgbiea: 
pediam CUstli 
In January;M^. . 

p. i 

"To be blunt, people ara just 
turning their baefe oo these 
Was." Ammann said. 

U.S Food md Dmg Admlnis-
trstion offlcuU deplore the de­
lay, but s«y 0«y have no 5»wer_, 
to order companie* to speed up'^yj 
the drua testing process. 

"There Ii no regulatory 
power to compel lhe pharma 
ceutical companies to do oedl 
•trie tmls." said Samuel Mal-
donado. who ebain tn FDA 
worMog group on the afftcu 
of pediatric drugs, ^ 

Maidonsdo uid the agency 
has asked drag monufketuren 
to speed efforts to nt th* 
drugs approved for children. 

The companies' said they 
are trytnĝ feut have been de­
layed by dlffleuicy conrerdng 
pills into I liquid or powder 
form (br infintj. • 

Some drug companiai also 
say they tiavo quaima about 
subjecting children'to the 
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BOB EE VARDS, HOST: This is MORNING EDITION. Tm Bob Edwards. 

In the pa 12 months, a new class of anti-AIDS drugs has produced remarkable recoveries in adults 
with the disease. ! eople who once faced imminent death are now looking forward to longer and healthier 
lives. 

But for c-.ildren with ADDS, the future is far less certain. In part two of a series on AIDS, NPR's 
Vicky Que report:. :hat there are many questions about whether these drugs are safe and effective in young 
people. 

VICKY i , UE, NPR REPORTER: It's afternoon in New York. School's out and Lisette Rivera 
(ph), a registered ; ; urse with the St. Mary's Hospital home care program, is making her rounds in the Broax. 

SOUND )F KNOCKING 

LISETTT. RIVERA, REGISTERED NURSE, ST. MARY'S HOSPITAL HOME CARE 
PROGRAM: It's : isette. 

SOUND )F DOOR OPENING 

QUE: A: '.his stop, nurse Rivera is visiting Sara, a pint-sized 13-year-old with rosy cheeks and a 
zest for life, despiu the fact that she's infected with the AIDS virus. After Sara's older sister, her legal 
guardian, ushers is into the living room, Rivera begins to examine the girl. 

RIVERA Let me take Sara's blood pressure, which usually runs about 90 over 60. That's her 
normal. 

QUE: Di essed in a school uniform and tights, Sara looks like your average teenager. But to stay-
healthy and suppress the virus that has racked her body since she was bom, Sara must take more than a 
dozen pills eveiy dw, combinations of antibiotics and anti-AIDS drugs. 

SARA, PATIENT : Well, the Videx I take one-and-a-half teaspoons twice a day. And the Biaxin, 
I take one tablet tvace a day. And 3TC, I take one tablet twice a day. And the Crixivan I take three tablets 
three times a day. 

QUE: C; xivan, Sara's latest drug, is one of a growing class of new AIDS medicines called 
"protease inhibitor." Studies show when these drugs are combined with other AIDS drugs, they can reduce 
the amount of vins in a person's blood to undetectable levels. In the six months that Sara's been taking the 
protease inhibitor ier health has improved dramatically 

SARA: eah, Tm feeling great. I haven't gotten sick, you know, like really bad. Md I haven't 
been in the hospit;.i for like a year. 



QUE: W ::at was it l±e before you starting taking them? 

SARA: h, yeah. I was really, really skinny. I used to always get sick. I used to always cough in 
the night. And I v ouldn't eat at all. And now I'm eating and I don't get sick as fast. And I feel much better. 

QUE: In fact, Sara has gained so much weight in the last few months that she worries that she's 
getting chubby. Et-r relatives hardly recognize her. Stories like Sara's have moved other families to ask 
their doctors to pr<' scribe these drugs for their sick children. But the medicines haven't been fully tested and 
aren't available to : iost children with the AIDS virus, especially the younger ones. 

Forty mu- Jtes away in a tmy Manhattan apartment, Marlene, a single mother, is pulling out 
pictures of her on;* daughter Margarita, who will turn four in February. 

MARLE' E, PATIENT AND MOTHER OF PATIENT: Here, she's like just three and a half. 

QUE: Or . she's adorable. This is Halloween? What was she dressed up as? 

MARLE' E: An angel... 

QUE: C 

MARLE' E: ... an angel with sneakers. 

LAUGH'.. :IR 

QUE: hi. rlene and her daughter are infected with the ADDS virus and Marlene is worried. Over 
the last several mt p.ths, Margarita's health has been slipping rapidly. She's had one ear infection after 
another, has been . ospitalized a couple of times and suffers from severe diarrhea. 

MARLE E: You know, in the past seven months, she has not gained any weight or grown any. 
And it's not -- if she does gain some weight, when she does get sick, she's loses like a third of her body-
weight. That's significant. Imagine losing a third of your body weight in one bout of illness. 

QUE: \ rlene took protease inhibitors earlier this year and her health improved significantly. 
She quit when she developed a kidney stone. Even so, she really wants to get the drugs for her daughter. 
But her daughter̂  doctor refused, saying not enough studies have been done to prove that the drugs are safe 

_and effective for children. 

So Marlcae is trying to enroll Margarita in a research study. If she can't get her into one and 
Margarita's condit m worsens, Marlene says she may try giving her daughter some of her leftover protease 
inhibitors. 

'"" MARLE E: Since Margarita, because of her weight and because of her age, I don't know, I 
figured if I split or.e capsule in three -- but, I mean, Tm not a scientist. I mean, Pm a mom. You know, never 
in my wildest drei:: is did I think, Pd, you know, be confronted or pushed to do something like that. But I do 
have it squirreled i way. 

QUE: D ctors say no matter how desperate parents feel, they shouldn't try medicating their 
children on their < vn. Getting the nght dose is extremely important. Too much of the drug could damage a 
child's liver or kichey and too little could allow the virus to mutate into strains that are resistant to the 
drugs. 



Even dot: jrs who prescribe the drugs struggle to come up with the right dosages. Peter Havens 
(ph) is a pediatric. ..n and epidemiologist who treats children with the ADDS virus in Wisconsin. So far, he's 
put four of his pat .-nts, his sickest ones, on protease inhibitors. 

PETER 1 i AVENS, PEDIATRICIAN AND EPIDEMIOLOGIST: It's been a very frustrating tune to 
see many adults h.: . ing enormous benefit from protease inhibitors and to see these benefits denied to 
children, only bec.iuse appropriate studies have not been done in a timely fashion. And it seems to me that 
one of the major r<* isons that that doesn't happen is because there's no financial incentive for the drug 
companies to do tr. it. 

QUE: Thd number of children with AIDS is relatively small. Children under 12 make up only 
about 7,000 of tht lalf a million AIDS cases that have been diagnosed in this country since 1981. And it's 
estimated that onl about 3,000 of them are still alive. That's why critics like Havens accuse drug makers of 
ignoring the needs of infected children. 

But drug ompanies say coming up with a pediatric formula, something children could take, has 
been difficult. Or.c company, Roche, which makes a protease inhibitor Sequemvir, tried making the drug 
into a liquid. But t didn't work. And many children were put off by the drug's bitter taste. 

Lerod Fi^ier (ph), Roche's medical director, says another reason for the delay is the company 
always tests new t:; ugs on adults first. 

LEROD ISHER, MEDICAL DIRECTOR, ROCHE: You know, you can be criticized for 
bringing a drug to late to patients or too early. And I think we've been criticized both ways. I think that 
certainly, looking backward, it is easy to say that we should have done it earlier. And I would agree with 
that. We should probably have moved ahead earlier. But that's only now that we know of the incredible 
effect of these ner. drugs. 

QUE: B - i as powerful as these new drugs are, they don't work for everyone. 

DIALM • SOUND 

Back in i-e Broax, nurse Lisette Rivera is making her last stop. 

RIVERA It's Lisette. Tm downstairs. I need someone to open the door for me. 

QUE: Ti .s visit is to a girl with full blown AIDS who asked us not to use her name. The last time 
she was in the hospital, over Thanksgiving, was for a severe throat infection. To nurse Rivera's dismay, the 
infection is back. 

RIVERA Let me see, open your mouth. Ah, yeah. Stick your tongue out. 

GIRL, P. >. ITENT: Ohhh. 

RIVERA Yeah. 

QUE: Th.j little girl is painfully thin. She's 11-years-old, but she only weighs 33 pounds. She's 
been on a protease inhibitor for two months; but so far it isn't working. 

What wc-ies her doctors the most is her weight. They want to put her back into the hospital so 
they can put a feê : ng tube into her abdomen to bring up her weight. Her aunt says she just isn't interested 
in food. 



AUNT C i PATIENT: She'll be all day without eating. Then when I do give her food, she starts 
crying and then sh try cry (ph) and she throws it up. That's why she's so skinny. 

QUE: Waat happens when you try to eat? 

GIRL: hi - stomach is full. 

QUE: Y ur stomach feels full. So you just don't feel like eating, is that it? 

GIRL: N.i. 

GIRL Bl JINS TO CRY 

QUE: A-- she begins to cry, her aunt gently picks her up and cradles her in her lap. She's tired, she 
explains, of all the doctors, shots and medicines. The girl's aunt read about protease inhibitors in the 
newspaper and be^ed Rivera to help enroll her niece in a research study so she could get the drugs. 

And ever, -.hough the medications haven't worked so far, she plans to continue giving them because 
there is nothing e! -c. 

Tm Vick; Que reporting. 

EDWAR: )S: Tomorrow, NPR's Mandalit del Barco reports on .AIDS in the Latino community in 
Los Angeles. 

<Dateline: Vicky .me, New York; Bob Edwards, Washington, DC> 
<Guest: > 
<High: In Part Tv. j of our week-long series, NPR's Vicky Que reports on the issue of whether to give 
children some of i ,e new AIDS-fighting drugs. Protease inhibitors have proved very effective so far in 
adults, but remain .mproven in children.> 
<Spec: AIDS; Dix'ases> 
<Copy: Content End programming copyright (c) 1996 National Public Radio, Inc. All rights reserved. 
Transcnbed by Fe.ieral Document Clearing House, Inc. under license from National Public Radio, Inc 
Formatting copyn^t (c) 1996 Federal Document Clearing House, Inc. All rights reserved. No quotes from 
the materials cont. ncd herein may be used in any media without attribution to National Public Radio, Inc. 
This transcript m£; not be reproduced in whole or in part without prior written permission. For further 
information pleas, contact NPR's Office ofthe General Counsel at (202) 414-2040.> 
<End-Story: ProU' :se Inhibitors and Children> 
• 
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.c The Associated Press 

By LAURAN NEERGAARD 

Associated Press Writer 

WASHINGTON (AP) - Rosemary Johnson finally 
powerful new AIDS drugs. But she was still in to; 
her sick daughter the same medicines because no 
would affect children. 

felt healthy thanks to 
ment ~ unable to give 
one knew how they 

Since none of the three new and potent medicinejs revolutionizing AIDS 
care is yet approved for child use, pediatricians ind parents have begun 
struggling on tlieir own to determine safe doses - fearing that otherwise 
the children will die waiting as drug companies st 

"I looked over to my daughter and thought, vHow 
to save my life and not my daughter's?'" Johnson, 
government AIDS experts last week. ""We are not 
die without a fight." 

Under a pediatrician's care, Johnson's 9-year-old ncjw 
handful of children nationwide taking one of the new 
doing well. "I want other children to have this chance 

Drug makers say they're working hard to get the 
protease inhibitors, to children. They have studie 
on everything from liquid formulas to drug "sprinkles 
mix into applesauce. 

The drug companies say children spit out earlier 
they were too bitter. And the companies had projjlems 
drug absorption. 

tudy the question. 

could 1 sit here and try 
of Baltimore, angrily told 

going to let our children 

is one of just a 
drugs. So far, she is 

" Johnson said. 

new drugs, called 
planned for early 1997 

that parents would 

liquid formulas because 
getting the right 

/~ Still, "in hindsight, perhaps we should have moved forward to get some 
experimental data" sooner, said Dr. Miklos Salgo 9f Hoffman LaRoche, 
maker of the first protease inhibitor, saquinavir. 
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The issue doesn't just touch AIDS. Eighty percent 
sold with no information on how safe or effective 
children. 

A little more than 10,000 of the nation's half a mi 
been in children and teen-agers. Some 3,156 children 
teens are still alive and in need of medicine compared 
thousands of adults. 

But doctors say it's unethical to ignore children jjist because there are 
fewer victims. 

of prescription drugs are 
they might be for 

Ilion AIDS cases have 
under 13 and 1,452 
with tens of 

r SSAIDS kills children just like it kills adults," said 
Hopkins University's Children's Center. She wants 
AIDS medicine in children as soon they test adultjs 

^ scientific practice. 

Nancy Hutton of Johns 
drug makers to test new 
, changing decades of 

Of the nine AIDS drugs sold, four of the oldest a:e approved for children. 

But the new protease inhibitors are so effective for adults that 
pediatricians want to use them in children. They just don't know how. The 
Pediatric AIDS Foundation surveyed over 950 chi|d patients and found 
only 74 taking proteases. 

N S I had parents who said, "Well, I'll just give my dhild some of mine,' 
Hutton recalled 

That's dangerous, because the wrong dose can 
Hutton furiously sought early data from drug makers 
doses of ritonavir, the only liquid protease sold, fqr six 
including Johnson's 9-year-old daughter. 

cau|se drug resistance. So 
to calculate her own / 

ix very ill children, j 

A few months later, all six children are doing we 
that she doesn't know how long the effect will last 

Of the three proteases: 

Merck & Co. began child testing indinavir in July 

12/2/96 America Online: TheDFami]y 
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1, although Hutton warns 
or what is the best dose. 

1995, hoping to seek Food 

Page 2 



12-02-1996 4:58PM FROM DELAURENTIS 310 394 3423 P. 4 

a i and Drug Administration approval for children 
But one formula didn't dissolve properly in child 
Adult-sized capsules did fight HIV in children's 
they do in adults nor for nearly as long. Childrer 
drug too fast, theorizes Merck's Dr. Paul Deutsch, 
child's dose. 

Ritonavir was created as a liquid for children, but Abbott Laboratories 

d adults simultaneously, 
en's stomachs, 

bliod, but not as much as 
probably metabolize the 

who is hunting a better 

ts before testing children, 
years between ritonavir's 

says it believes in ensuring a drug is safe in adu 
something it says couldn't be done in the three 
discovery and its sale. A study in 46 children unlveiled last summer 
suggests 500-800 milligrams a day is safe and may fight the virus; 
confirmatory studies begin by spring. 

Not only did Roche's liquid saquinavir taste bitter, 
blood properly. So Roche created tiny "sprinkles" 
children would swallow in applesauce, providing 
they crunched ihe bits. Testing begins by spring. 

The FDA's outside scientific advisers issued a sterh 
makers last week not to seek approval for any 
least preliminary data on children. 

But the FDA says the only way to enforce that is 
AIDS drugs without child data — unfair to despefat 
the medicines. 

FDA pediatriciaa Sam Maldonado says angry parents 
Their activism, she says, "creates more pressure 

it didn't dissolve into 
of saquinavir that 

ust mild bitterness if 

warning to drug 
more AIDS drugs without at 

to refuse to approve new 
e adults also awaiting 

have more clout, 
than we can." 

AP-NY-12-02-96 I451EST 

Copyright 1996 The Associated Press. The informjation 
AP news report may not be published, broadcas 
distributed without prior written authority of Th 
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Toddlers Taking Many Drugs, Mostly Untested 
By ELYSE TANOUYE • • •.-

Staff Reporter 0/ T H K W A U L S T H B B T JOURNAL, 

American parents have a very free 
hand in giving over-the-counter drugs to 
their young children even though many of 
the most popular children's remedies, 
especially <?ough and, cold , medications, 
may not work, a new study says. 

The study, led by researchers at tlw 
\ . Centers for Disease Control aptf Preven-

NAj/tion, found that 54% of all three-year-olds 
iNihad been given some over-the-counter 

</ p medication during just one month in 1991. 
Cough or cold medications had been used 
by two-thirds of the children who received 
over-the-counter drugs. But the few tests 
conducted on these medications in chil­
dren have found the drugs didn't pro­
duce any benefit, the researchers noted. 

The children's over-the-counter cold 
remedy market has been growing fast, 
wilh sales .rising about 25% a year to $170 
million in 1993, estimates Kathryn Griffie,. 
manager of the health care practice at 
Kline & Co., a market research firm in 
ruirfield, N.J. The top-selling cough and 
cold medications in 1993 were Dimetapp 
Elixir, Triarninic, PediaCare and Chil­
dren's Tylenol Cold, Ms. Griffie says. 

Despite the widespread use of over-the-
counter drugs for children, industry and 
government officials acknowledge that the 

I i t I.-. •; / : .4!l 

m MEDICIN u^mmkM 
drugs largely haven't been tested1 in chil­
dren to determine efficacy. The Food and 
Drug Administration doesn't require drug 
makers to test drugs In children-as it does 
for adults - before putting them on the 
market, in part because of ethical ques­
tions. .- /' ' • : • 

"Given that there's little data to show 
cough and cold medicines are effective, 
and given there may be side effects pro­
duced by these medicines in infants and 
children, it doesn't make sense to use these 
medicines for . . . benign and frequept 
infections like the common cold," says 
Anne Gadomski, a researcher at the 
Mary Imogene Bassett Hospital In Cooper-

1/slown, N.Y., and a pediatrician. "Without 
^Jffilinical trials, there's no way of knowing 

1 Vhat dose is appropriate or,effective [in 
children),''she says,, 

In an editorial accompanying the study 
in today's issue of the Journal of the 
American Medical Association, Dr. Ga­
domski suggested that "the high use rate 
of these medications may be a tremendous 
waste of money and may unncessarily 
expose children to toxicity." 

In addition to ethical issues, little drug 
testing is done on children because many 

Children's Medications 

4:'.' :i 
$185 

CaM praparalion . 20 f 170 

30 

pediatricians have been reluctant to par­
ticipate In such studies, the FDA says. 
Drug research often Involves drawing 
blood and other uncomfortable procedures 
that are hard to explain to childi en. "Chil­
dren have been called jokingly the thera­
peutic orphans of OTC and prescription 
drugs; we just don't have the informa­
tion," says Michael Weintraub, head of the 
FDA's over-the-counter drug division. 

In the next few months, however, the 
FDA will formally explore whether and 
how to conduct clinical trials using chil­
dren, he noted. 

In the meantime, Dr. Weintraub said, 
"all we can offer the mothers and fathers 

who are treating the children is the label: 
We say, be very careful, be sure the child 
needs the drug, make sure to give the drug 
according to the dose on the label." 1 

One of the few drugs that has been well 
tested on children is acetaminophen; 
which studies have shown does reduce 
fevers and relieve pain in children, the 
researchers note. Tylenol, which contains, 
acetaminophen, was used by two-thirds of! 
the children in the study who took non-pre-i 
scription drugs. ! 

"Nonprescription, over-the-counteri 
cough and cold medicines offer safe and 
effective relief of symptoms," says the 
Nonprescription Drug Manufacturers As-j 
sociation, an industry trade group. A1-; 
though OTC drugs don't cure, relleyintf 
symptoms is "a useful goal," it adds in a 
statement. , 

Whitehall-Robins, a unit of American 
Home Products Corp. and maker of Robi-
tussin and Dimetapp, said in a statement, 
"We note that our cough/cold medications 
have a long history of safe use and 
consumer acceptance." 

Although over-the-counter medications 
are generally considered to be safe, the 
CDCP researchers point out that they can 
cause adverse side effects. Parents could 
also overdose their children. iThay note 

Please Turn to Page B6, Column 2 
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1 to the parents of HIV-infected c h i l d i W l I want you 

2 to t^dk to the chil<±r^n, some of tne voices you/hear 

3 njzJw. 

4 I / w a n t you / C o t a l k to /rf lV-infected 

5 pregnant woihen, and I *mnt you to exp^lciin to them wh] 

6 they arer the only/ones denied theee new l i f e - s a v i n g 

7 drugs': And them I want you tc / look at them/as they 

8 get s i cker ^nd s i cker and escjzflain why i n tjixs epidemic 

9 t h e i r I j ^ e s are l e s s important than^6thers. Thank 

10 you/ 

11 CHAIRMAN HAMMER: Thank you. 

12 The next speaker i s Bonita Judan from the 

13 AIDS Policy Center f o r Children, Youth, and Families. 

14 MS. JUDAN: Mr. Chairman and members of 

15 the advisory committee, my name i s Bonita Judan, and 

16 I am the mother of a three-year-old, and we both l i v e 

17 i n Atlanta, Georgia. 

18 I come before you today f i l l e d with hope 

19 and fear, and to ask for your help i n two areas. I 

20 hope you w i l l advance drugs l i k e r e s c r i p t o r that have 

21 shown early hope to improve the l i v e s of people l i v i n g 

22 with HIV and AIDS. I also hope that you w i l l 

2 3 recognize that a majority of children and pregnant 

24 women with HIV are not receiving promising AIDS 

25 therapies l i k e protease i n h i b i t o r s or r e s c r i p t o r 
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1 because pharmaceutical companies have been slow t o 

2 determine how safe doses and actual ways that children 

3 can take these drugs, therefore, these drugs have not 

4 been approved by the FDA fo r children and pregnant 

5 women. Without FDA approval, children and pregnant 

6 women do not have r e a l hope t o use these drugs. 

7 As a woman l i v i n g with HIV, I have been 

8 greatly helped by the l a t e s t advances i n AIDS 

9 treatment. In my case, the combinations of new AIDS 

10 drugs has given me new hope that I w i l l be able to 

11 have a healthier l i f e with my son and our family. 

12 This has been the case f o r several women 

13 I know, both i n Atlanta and around the country. 

14 However, as drugs l i k e r e s c r i p t o r are being developed, 

15 approved, and d i s t r i b u t e d t o people with HIV and AIDS, 

16 there are thousands of people who are not being 

17 allowed t o share my hope of a healthier l i f e . These 

18 people are our children l i v i n g with HIV and AIDS, as 

19 well as pregnant women. 

2 0 Of the nine drugs that have been approved 

21 f o r use i n HIV i n f e c t i o n , only three have been 

22 approved f o r use i n children, yet women and children 

23 are the fastest growing group of people i n the country 

24 t o be affected by HIV and AIDS. 

25 How then can companies who have a long 

SAG CORP. 
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1 h i s t o r y of making drugs that can be safely used by 

2 children develop and ask fo r a drug to be d i s t r i b u t e d 

3 to the community when i t has ignored a v i t a l part of 

4 the community? How can these companies and the FDA 

5 say that the number of children with HIV and AIDS i s 

6 too small to create a t r i a l on drugs f o r them? How 

7 can these companies turn a b l i n d eye to the thousands 

8 of children with HIV r i g h t under t h e i r noses? 

9 As many other woman who has been helped by 

10 the combination therapies of protease i n h i b i t o r s with 

11 ZDV or ddl or ddC, they a l l ask why these treatments 

12 cannot be given to t h e i r children who have HIV. No 

13 one can give them an answer except to say they are not 

14 approved f o r children as of yet. 

15 Mr. Chairman and members of the committee, 

16 I am here today to t e l l you that no mother i s going t o 

17 allow her c h i l d t o suffer and die i f there i s a 

18 treatment that has helped her with her i l l n e s s . 

19 Mothers on t h e i r own are giving t h e i r children these 

20 new drugs. Unfortunately, they and t h e i r providers do 

21 not know what i s a safe dose or what i s the best form 

22 i n which to take the drugs because the companies have 

23 not performed s u f f i c i e n t c l i n i c a l t r i a l s to children. 

24 These companies have waited u n t i l a l l the 

25 data i s complete i n the adult population before they 

202/797-2525 
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1 began to study children. This has allowed thousands 

2 of children to die before they were able to t r y a new 

3 hope f o r l i f e . While the children are ge t t i n g these 

4 new AIDS drugs via t h e i r mother, then what i s the 

5 problem? 

6 I t i s one thin g to have a l i f e - s a v i n g new 

7 drug l i k e r e s c r i p t o r be created. I t i s another t h i n g 

8 to have the drug actually i n your hands. Women and 

9 children have four ways to access AIDS drugs; cash out 

10 of pocket, insurance program either private or 

11 Medicaid, state AIDS drug assistance program, or the 

12 ADAP or pharmaceutical company studies. 

13 These drugs, however, are very expensive 

14 and there are not too many women who can a f f o r d t o pay 

15 thousands of dollars each month f o r drugs alone. 

16 Insurance programs and ADAP programs require that a 

17 drug be approved by the FDA fo r use by women and 

18 children before they w i l l pay f o r the drugs. 

19 Otherwise, the state has to o f f e r to pay for the drug. 

20 A mother has to hope that her state w i l l 

21 have enough money to provide these drugs. In my case, 

22 I am on a drug study with saquinavir. I f I weren't on 

23 t h i s study, I wouldn't be able to af f o r d the drug 

24 because Georgia's Medicaid program does not pay f o r 

25 saquinavir, and I don't q u a l i f y f o r the ADAP program. 
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1 Even worse, since protease i n h i b i t o r s have 

2 been approved by the FDA for children, these drugs are 

3 not part of the Medicaid or ADAP program f o r children. 

4 This i s not f a i r . This i s not r i g h t . This i s f l a t 

5 out wrong. Why are mothers having to watch the l i f e 

6 die out of t h e i r children's eyes, while mothers 

7 themselves are given a new lease on l i f e ? 

8 Why are l i f e - s a v i n g treatments only being 

9 developed f o r those over 18? How are we to have a 

10 nation of healthy adults i f our children do not — are 

11 not given the chance to grow i n t o healthy adults? 

12 We a l l hope fo r the day that there w i l l be 

13 a cure f o r HIV and AIDS. We a l l hope that mothers 

14 w i l l not have to watch t h e i r children die from HIV. 

15 We hope that r e s c r i p t o r w i l l continue to help people 

16 with HIV and AIDS l i v e healthy l i v e s . We hope tha t 

17 r e s c r i p t o r w i l l be part of the treatment plans f o r a l l 

18 people with HIV and AIDS. 

19 We also hope that resc r i p t o r w i l l be the 

20 l a s t AIDS drug that comes before the FDA f o r approval 

21 without dose and safety information f o r a l l children. 

22 I believe that when drugs are i n t r i a l s and being used 

2 3 f o r adults, i t should happen the same f o r kids as 

24 w e l l . Thank you. 

25 CHAIRMAN HAMMER: Thank you. 
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1 and careful monitoring of untested combinations. 

2 While Pharmacia and Upjohn has bee(h responsive t o the 

3 a c t i v i s t cx^mmunity on the isjETue of drug i n t e r a c t i o n 

4 studi^eO other companies/lfave not. 

5 / The FDA /tiae an opportunity to take/ a 

6 leadership r o l e / I n assuring that pharmaceutical 

7 companies cooperate with the ydommunity and/with other 

8 members o f / t h e i r industry to address JLhxs important 

9 issue. / Act Up Gpaden Gate w i l l continue to 

10 investigate the Lssue of drug/interactions. i f the 

11 FDA f a i l s to address t h i s srituation, then i/tf w i l l be 

12 l e f t to a c t i v i s t s such as ourselves to dpr so, drug-by-

13 drug, co^ftjination-by^-combination. xfhank you. 

14 CHAIRMAN HAMMER: Tj*ank you. 

15 The next speaker i s Deborah Scheer. 

16 MS. SCHEER: Good morning. My lovely and 

17 wondrous son, D i l l o n , and I l i v e on the Russian River 

18 i n Sonoma County i n northern C a l i f o r n i a . Sonoma 

19 County has the largest population of people l i v i n g 

20 with AIDS i n any r u r a l county i n America. I chose t o 

21 l i v e there because my son has HIV, and I f e l t t h a t the 

22 services i n the community would help support both of 

23 us. 

24 As i t ' s happened, we've been embraced and 

25 surrounded by many people with deep compassion and 
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1 d i r e c t i o n . Our new friends are proactive and f r o n t 

2 runners with the r e l a t i v e l y new HIV treatment 

3 therapies and from the studies done with adults and 

4 the new drugs. Their doctors are informed about the 

5 drugs' efficacy, dosing, side e f f e c t s , et cetera, and, 

6 therefore, are better able to help t h e i r patients make 

7 treatment decisions. Their doctors understand v i r a l 

8 load t e s t i n g results and use i t as an important 

9 diagnostic t o o l i n keeping the virus under co n t r o l . 

10 With the v i r a l load t e s t and a combination 

11 therapy, our friends are doing a l o t better. Through 

12 the passing summer, D i l l o n and I watched our friends 

13 f e e l stronger and more hopeful. For many of them i t ' s 

14 the f i r s t time since t h e i r diagnoses that they are 

15 thinking about t h e i r future and the p o s s i b i l i t y of 

16 growing old. 

17 I t was t r u l y a joyous summer, and D i l l o n 

18 and I enjoyed and shared the excitement with our 

19 friends. But then came the end of the summer, and I 

20 learned that our children and t h e i r families can't, 

21 and don't, have the hope that the adult community has. 

22 Our children have only three drugs approved f o r 

23 ped i a t r i c use. This i s less than one-third the 

24 a v a i l a b i l i t y f o r adults. 

25 The drug that we want approved today, 
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1 delavirdine, w i l l be the tenth drug to use by HIV. 

2 However, even t h i s drug doesn't have any p e d i a t r i c 

3 data. And while they've been doing v i r a l load t e s t i n g 

4 on children f o r a while, the pe d i a t r i c HIV doctors 

5 haven't been informed of t h e i r findings and what t h i s 

6 means i n children. 

7 My son, D i l l o n , i s a bri g h t and active 

8 c h i l d with few symptoms thus f a r . He had a wonderful 

9 summer, and I hope he has many, many more. But D i l l o n 

10 has already l o s t several friends, young friends, and 

11 a foster baby brother to HIV. And at the end of t h i s 

12 summer, I learned that three of Dillon's closest 

13 friends, Sam, Josh, and Sammy, had r i s i n g v i r a l loads 

14 and t h e i r CD4 counts were dropping. 

15 Sam's mother shared with me her 

16 conversation with his doctor. The doctor was crying 

17 with her over the results of the lab t e s t s . What 

18 could possibly make t h i s doctor cry? Could i t have 

19 been that she didn't have new drugs to t r e a t Sam? He 

20 had already exhausted the only three drugs available 

21 to him. Or perhaps i t was her fear of t r e a t i n g Sam 

22 with drugs that have not yet been tested on kids and, 

23 therefore, she could have been taking an incredible 

24 r i s k with his l i f e . Or was i t that she could see his 

25 end coming because she had nothing t o o f f e r him, and 
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1 i t was tearing her apart. 

2 Josh's parents, another fr i e n d of D i l l ' s , 

3 have chosen not to disclose his diagnosis t o him to 

4 protect him from additional stress i n his already 

5 complicated l i f e . His mother has been f r a n t i c over 

6 the l a s t couple of years. Josh has a T-cell count of 

7 under 40 and a r i s i n g v i r a l load. I'm sure t o ease 

8 his mother's absolute dread. Josh's doctor r a r e l y 

9 points t o the fact that they r e a l l y don't know what 

10 v i r a l load results mean i n children, and that 

11 c l i n i c a l l y he looks great, so don't worry. 

12 Well, I need to ask would, or could, a 

13 doctor who i s t r e a t i n g a c h i l d with leukemia t e l l his 

14 mother that though the lab tests were showing disease 

15 progression, not to worry because the c h i l d looks 

16 great. I don't think so. 

17 Josh deserves, and needs, combination 

18 therapy, but his doctor won't put him on any of the 

19 other f i v e or six approved drugs because they haven't 

20 been tested f o r dosage, side e f f e c t s , and effi c a c y i n 

21 children. 

22 The grandmother of another one of Dillon's 

2 3 friends, Sammy, drives him eight hours a month f o r lab 

24 test s . She returns home with h o r r i f y i n g results and 

25 with the same treatment that has been f a i l i n g t o stop 
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1 the virus from further destroying his immune system. 

2 Sammy i s a bri g h t and be a u t i f u l six-year-old boy who 

3 goes to the schools i n his community and ta l k s about 

4 HIV, how i t impacts him and how the students can 

5 protect themselves. 

6 He and his grandmother are well known and 

7 loved i n t h e i r community. L i t t l e Sammy i s a hero, and 

8 i t looks l i k e he i s going to die. 

9 My son i s strong and healthy r i g h t now. 

10 I love him with a l l my heart, but love w i l l not stop 

11 the v i r u s . I can't protect him alone, and I need your 

12 help. We had a chance to love a l i t t l e baby, Jus t i n . 

13 A l l my love could not protect him from HIV. HIV 

14 claimed his l i v e on his f i f t h month birthday, and with 

15 so few treatment options f o r children, D i l l o n i s not 

16 walking f a r behind Sam and Josh, Sammy and Just i n . 

17 Without major changes i n our whole system 

18 now, we are s e t t i n g up D i l l o n and his friends and many 

19 other children f o r very, very short l i v e s . This i s 

20 unacceptable to me and families across the nation, l e t 

21 alone a l l the families from other countries who look 

22 to the United States f o r therapies and d i r e c t i o n . 

23 Even i f you could be persuaded to act now, s t a r t 

24 making changes now, I hope to God i t ' s not too l a t e 

25 f o r Sam and Josh and Sammy. 
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1 We need six d i f f e r e n t things to happen t o 

2 save Sam, Josh, Sammy, D i l l o n , and a l l the other HIV-

3 positi v e children. One, we need safety studies i n 

4 children to begin immediately upon preliminary 

5 efficacy data i n adults, regardless of formulation. 

6 For example, i f a company doesn't have a suspension, 

7 i t can s t i l l s t a r t research f o r young children who can 

8 swallow p i l l s and capsules. 

9 Two, our children need equal and early 

10 access to promising therapies to expanded access 

11 programs such as compassionate use and p a r a l l e l track. 

12 Three, we need industry sponsors t o 

13 approach the FDA for revised labeling as soon as 

14 safety data i s available on any pediatric population. 

15 We want conditional approval given to drugs — excuse 

16 me. 

17 Four, we want conditional approval given 

18 to drugs when a sponsor seeks approval without 

19 pe d i a t r i c data. 

20 Five, using e x i s t i n g technology, 

21 pharmaceutical sponsors should seek more palatable 

22 suspensions or ways of making them more t o l e r a b l e , 

23 especially i n young children. 

24 And six, so that pediatricians w i l l have 

25 a better understanding of the p r a c t i c a l application of 

5 AG CORP. 
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1 v i r a l load results as a monitoring t o o l , the Secretary 

2 of Health and Human Services should convene a task 

3 force to compile, i n t e r p r e t , and disseminate e x i s t i n g 

4 ped i a t r i c v i r a l load data. 

5 On behalf of my son and a l l the children 

6 with AIDS i n America, I thank you f o r your a t t e n t i o n , 

7 and urge you to address these issues with speed and 

8 compassion. 

9 CHAIRMAN HAMMER: Thank you very much. 

10 The /next presenter i s Emily Gordon, 

11 di r e c t o r of t h / Just Kids Foundation. 

12 /fiS. GORDON: ^ank you. The /Just Kids 

13 Foundatioj/ i s a group q£ mothers, caregivers, and 

14 health ^are professionals dedicated to /improving the 

15 q u a l i f y of l i f e f o r HIV-positive childiyen adolescents. 

16 Our/goal i s to ed/cate and empower /parents so that 

17 tttey can provide/their children w i t l / t h e longest l i v e s 

18 possible. 

19 //e have an extensive/telephone support and 

20 peer support group,we have monthly meetings, we have 

21 empowered parents to the point where they can speak 

22 out a/id organize at in t e r n a t i o n a l conferences, at 

23 comndinity advisory boards/, at ACTG meetings, and I had 

24 helped today to be able to bring one of the parents to 

25 /speak to you rather than myself. Her name i s Sandra 

202/797-2525 
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February 23, 1996 

The Honorable David Kessler, M.D. 
Commissioner 
Food and Drug Administration 
5600 Fishers Lane, Room 1471 
Rockville, MD 20857 

Dear Commissioner Kessler: 

We have been informed that Abbott Laboratories will be 
testifying before an advisory committee of the Food and Drug 
Administration on February 29,1996, on behalf of its drug, 
ritonavir, a protease inhibitor. We have also been informed that 
Abbott will present no data on HIV-infected newborns, infants, or 
pregnant women. While we will join in celebrating any advance in 
therapy for people with AIDS, we are profoundly disappointed 
that once again the youngest patients with HIV infection will be 
left out of such progress and that they will be forced to run the 
risk of needless infection, illness, and death because of a lack of 
will by industry and regulators alike. 

We emphasize that this is not a matter of convenience or | 
academic interest. The delay in approving AZT for use in pediatric \ 
populations delayed the eventual ground breaking research 
showing that the administration of the drug to pregnant women 
and their infants could prevent infection in these infants. We 
estimate that this delay alone resulted in 3,000 unnecessary 
infections in children. Most of these children, if not all, will 
ultimately die of this progressive disease. This is over and above 
the number of infected children who died prematurely because the 
drug was not available for their use. Since all accounts make it 
appear that protease inhibitors like Abbott's are even more 
potent than AZT, the failure to develop indications for pregnant 
women and infants will perpetuate and enlarge these tragedies. 

This is wrong. 

It is not simply wrong in the case of Abbott's drug; it is wrong in 
case after case after case of AIDS and non-AIDS treatments in 
trial and before the FDA. We are at a loss to explain how this 
problem remains unsolved. 

C O - F O U N D E R S : S u s a n D e L a u r e n t i s / E l i z a b e t h G l a s e r / S u s a n Z e e g e n 
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In a meeting of the National HIV Task Force in October 1994, 
the FDA publicly committed to requiring a pediatric plan from all 
pharmaceutical companies developing drugs for serious and life-
threatening diseases in children. This mechanism clearly has 
failed. 

In other settings you have publicly committed to reducing 
approval requirements for pediatric indications as a means of 
inducing industry to conduct the limited trials necessary for 
pediatric indications. This incentive has also clearly failed. At the 
White House Conference on AIDS in December, you also 
acknowledged that efforts had been made by the agency to ensure 
that pediatric data were gathered. At that time, you yourself 
acknowledged that this effort had failed. 

A most critical need for potent anti-HIV therapy exists in 
pregnancy and the population of infants under three months of 
age. As President Clinton has said, the elimination of HIV 
infection in children is an achievable goal and is among the 
highest priorities for the Administration—and obviously for the 
pediatric HIV/AIDS community. 

The specific failure of Abbott Laboratories to conduct its own 
trials or even provide ritonavir for pregnant women, newborns, 
and infants, after repeated requests from pediatric investigators, 
is particularly difficult to understand. Abbott Laboratories and 
its subsidiaries have extensive expertise in infant formulas, 
nutritional products and drugs; a market with over three billion 
dollars in sales. With their stated commitment to pediatrics, they 
should be able to initiate studies in infants in sufficient time to 
include data for an NDA, especially since the requirements have 
been abbreviated. ^ 

We request that the final approval by the FDA of ritonavir be 
made contingent upon the submission of an obstetric and 
pediatric protocol which includes pregnant women, infants and 
newborns and the identification of investigators who will perform 
the necessary studies. This requirement will not delay approval of 
the drug for adults, but it will demonstrate that both the FDA and 
Abbott recognize the right of women and their infants to 
lifesaving therapy in a timely manner. We believe that this is our 
only course, in view of the failure of the FDA to elicit a pediatric 
plan for pregnant women, newborns, and infants, the failure of 
Abbott to make ritonavir available to pediatric investigators to 
study these populations, and the subsequent, continued, and 
already inevitable loss of life and health of HTV-exposed and 
infected infants. 



We also request that you meet with us at your earhest 
convenience to discuss requirements, incentives, and structural 
changes that will prevent this problem from recurring in infants 
with HIV, with other infectious diseases, with cancer, and with 
other life-threatening and^erious conditions. The status quo is 
unacceptable. 

Sincei 

mr J.^CnmaiJli, M.D. 
Director M. Research 
Chairman, Health Advisory Board 
Pediamc AIDS Foundation 
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Public Testimony to FDA Drug Advisory Committee 
November 22,1996 
Gaithersburg, Maryland 
Arthur J. Ammann MD 

I want to begin by reminding this committee that the FDA is the result of the Federal Food, Drug and 
Cosmetic Act established by congress in 1938. It followed the tragic deaths of 107 children from the 
ingestion of an unsafe drug. Congress mandated that drugs for use in children be safe. It was not their 
intent to exclude children form access to life saving drugs. Further, the FDA has recently stated, "...an 
application for marketing approval should contain data on a reasonable sample of patients likely to be 
given a drug once it is marketed. This conclusion, stated explicitly in a guideline on the need for data in 
both genders, applies equally to age subgroups, including pediatric and geriatric populations. FDA may 
refuse to approve an application that fails to contain sufficient information to determine whether the 
product can be safely and effectively used in populations likely to receive it." (FR December 13, 1994, _ 
64243.) 

Now I want to show you the scoreboard for approval of drugs to treat HIV infection in infants, children 
and pregnant women since the very first anti retroviral drug was approved. 

AZT was approved for adults in 1987. After a two year delay it was approved for children, ddl was 
approved for both adults and children in 1991, proving that drug development could be performed 
simultaneously in adults and children, but to this day, now four years later, approval for infants, the 
youngest of the population affected, .has not been obtained even though clinical studies have shown 
that ddl is more effective than AZT. ddC was approved for adults in 1992 - - but not approved for 
children. D4T was approved for adults in 1994 - - but not for children. There was a ray of hope in 1996 
when 3TC was approved for adults and children simultaneously. Now in 1996 we have witnessed an 
explosion of approvals for the greatest number and the most powerful antiretroviral drugs in the 
history of the HIV epidemic. And they have been approved in record time for adults - - but not for 
children. Saquinavir was approved for adults in 1995 - but not for children. Ritonavir was approved for 
adults in February, 1996 - - but not for children. Indinavir was approved for adults in April, 1996 - - but 
not for children. Nevirapine was approved in June 1996 for adults and yet, in spite of 4 years of studies 
in infants and children - - it was not approved for them. And today, you are reviewing delaviridine 
with data only in adults. In less than one year this advisory committee will have approved five of the 
most potent antiretroviral drugs in history while none has been approved for children. The score since 
1987? Ten life saving drugs approved for adults. For children , three. The children of this nation and 
the world have lost in game of survival. And the gap increases by the months. And what of the score for 
HIV infected women who are pregnant and who neither wish to see their disease progress by 
withholding unapproved drugs nor to have an infected infant - only one approved drug - - AZT. Their 
choice? Stay on effective combination therapy to control their disease during pregnancy and risk 
unknown effects on the fetus, stop effective therapy for themselves and risk progression of disease or 
development of viral resistance, or abort their infant. 

v How many children are being denied life saving anti-HIV treatment? We have just completed a survey^ 
of over 950 children, eight years of age and older, who were infected at birth. Only 74, about 10%, were 
on a protease inhibitor. The news from the International AIDS Meeting in Vancouver reporting — 
dramatic recovery of immunity and long term suppression of HIV with combination therapy is 
meaningless to our HIV children who are relegated to monotherapy or the least potent drug 
combinations. Yet, their virus is the same in infants and adults and their outcome without treatment 
the same - - death. What is different about children is that they die faster and that they cannot access 
drugs to treat HIV - - because most of the pharmaceutical companies have failed to do the required 
studies and the FDA has failed to require them and the pediatric ACTG has failed to move quickly in 
performing phase 1 studies. And if the thousands of the children of this nation cannot access these 
drugs, then tens of thousands of children in other countries who look to us as a compassionate nation 
cannot access them either. As a result, tens of thousands of children will become infected and die each 



year and tens of thousands of children already infected will progress rapidly to death. Everyday 
physicians refuse to prescribe unapproved life saving drugs. And every day insurance companies refuse 
to reimburse for off label use when physicians decide to take the risk and prescribe these drugs. You can 

^and must change this. Pregnant women and infants and children cannot remain therapeutic have-nots. ^ 

Today you can begin to solve these ethically and therapeutically unacceptable circumstances. You are 
here to review the data for a drug to treat HIV. You are responsible for determining whether a drug 
which is to be used in all populations, and I quote from the Food Drug and Cosmetic Act statutory and 
regulatory document, "contain data on a reasonable sample of patients likely to be given a drug once it is 
marketed." And in the FDA's own words, this applies "equally to pediatric populations." You have no 
option but to recommend enforcement of these rules. HIV-infected children and pregnant women cannot 
be the only population denied life saving drugs, denied compassionate use, denied entry into drug 
lotteries. 

We, the pediatric HIV/AIDS community, are trying to do everything we can. We are talking to 
pharmaceutical companies. We present recommendations to right people for solutions. We participate 
in advisory committee meetings such as this. We made the needs known before the right people at the 
National Task Force for AIDS Drug Development. We support incentives for pharmaceutical 
companies. We supported the Better Pharmaceutical for Children Act. We have made the needs known 
to you. 

Today we have five specific recommendations for you. First: approve this drug for use in adults. Second, 
as a condition of approval for use in adults, require pediatric safety and pharmacokinetic data for 
phase 4. Third, if the company does not perform the required pediatric studies, go to court to seek an 
injunction requiring them to do so. Fourth, review all ongoing drug research for which you have given 
permission for human trials. When you find a drug that has potential pediatric use for a chronic or 
serious life threatening condition, review the research plan to see if the company is making adequate 
progress toward having pediatric safety and pharmacologic data at the time it seeks approval. If it 
does not, initiate warnings to the company that you will not be able to grant approval for adults only. 
Fifth, require that all compassionate use protocols for drugs which have a pediatric use include infants 
and children. 

Commissioner Kessler, Dr. Valentine, members of the advisory committee, FDA staff, members of the 
pharmaceutical industry, members of the academic community - -1 want you to take these 
recommendations seriously. I want you to talk to the parents of HIV-infected children. I want you to 
talk to the children. I want you to talk to HIV infected pregnant women. I want you to explain to them 
why they are the only ones denied these new life saving drugs. And then I want you to look at them as 
they get sicker and sicker and explain why, in this epidemic, their lives are less important than 
others. 



- i n 

l^frj' ^ZM Encouraging 
Drug Testing in Children 



T 
JL esting drugs in children 

is more complicated than in adults. 

Paula Botstein, M.D., is deputy director of FDA's Office of 
Drug Evaluation I. As a pediatrician, she takesjnore than a 
casual interest in the development and testing of drugs for 
children. She was recently interviewed on this subject by 
Lawrence Bachorik, a speech writer in FDA's Office of Pub­
lic Affairs. An edited text of that interview follows. 

Q. Dr. Botstein. the FDA has been fo­
cusing more attention recently on drugs 
for children. Why is that1 

A. There's a simple answer to your 
question: Pediatricians are infiltrating the 
FDA. 

Q. fLaughing) Perhaps. But what's 
the real reason1 

A. It's that phildren need medicines. 
Some drugs have already been well stud­
ied and approved for use in adults. To 
use one of these drugs for the same dis­
ease in children, it's important to figure 
out what doses work best in kids and 
what kinds of adverse reactions are likely 
to occur. 

Qther drugs are.for diseases specific to 
children, and these need adequate and 
well-controlled studies of their effective­
ness and safety. 

Q. Can you tell me about the current 
situation? Are there lots of drugs ap­
proved for adulis that arc perhaps not 
well understood or well labeled for use 
in childien? 
A. The majority of drugs have been 
studied in adults ;ind labeled for use in 
adults. Their physician labeling includes 
ii disclaimer (hat says safety and effec­
tiveness have not been esiahlisheil for 

I use in children. That's the usual and 
common situation. 

Q. So it's much more often the case 
that drugs have not been studied in chil 
dren? 
A. That's right. Even a drug like mor 
phine, which is a standard, necessary-
pain medicine, has not had explicit label 
inc for use in children. 

Q. Why haven't these drugs been 
studied in children? 
A. In 1963, Dr. Harry Shirkey coined 
the phrase "therapeutic orphans'" to de­
scribe children. Shirkey was alluding to 
the plight of children for whom many 
drugs have, not beeri studied. The reason i 
for this are complicated. Pharmaceutical 
firms have had little incentive to studv 
drugs for use in children because the 
population—and therefore the financial 
return—is likely to be small. Moreover. 
testing drugs in children is more compli­
cated than in adults. Pediatric drug trials 
are often done in children's hospitals anc 
may be more involved because people 
take pains to make sure that parents and 
children understand what's going on. 
Children are less likely than adults to be 
used as "norman volunteers in clinical 
trials; most children in trials have the | 

Paula Botstein, M.D. 

disease in question. 
People are more reluctant to use a drug/ 

in children if there is no potential benefit 
to the specific child. 

Q. But is this really a problem? Why-
can t physicians simply give a child less 
of a particular drug than would he given 
an adult? 
A. It's not lhat simple. Young chil­
dren may metabolize or absorb drugs at a 
different rate from adults, and therefore a 
suitable dose is difficult to estimate froni 
the >i/e of the children. The same is true 
for older adults, compared to younger 
.ulult-. In recent years. FDA has paid 
niori1 altention to establishing specific 
dov:ii:e> lor elderly patients, and wc are 
now Joiii'j the same for children. 

/ / M i L i c i " ' / • ' • ' / 



I ii the past year ar two, we 

' have seen a definite increase 

in the number of new drugs 

approved specifically for 

children. 

Q.' So how do pediaa icians know the 
proper dose of a drug if it is not specifi­
cally labeled for use in childien? 
A. That question goes to the heart of 
w hy FDA is encouraging clinical trials in 
children. 

The answer is that there is no standard 
source of inlonmation. Pediatrics text­
books usually give drug dosages, but the 
source and reliability of the information 
are seldom specified. Mostly, pediatric 
doses of drugs that have not been for­
mally studied in children are simply es­
tablished by experience. Some drugs are 
used all the time in children. Anesthesia 
drugs would be a good example. They 
may not be labeled or approved specifi-
calTv for children, but children routinely 
need major surgery. So physicians build 
up ilie experience in using the dnigsTTt's 
not tne ideal way. 

Q. You'\4 established that many 
drugs currently approved f o r use in 
adults are not specifically labeled fo r use 
in children. But you mentioned a second 
categoiy of drugs—new drugs specifi­
cally for childhood diseases. 
A. Children have various types of dis­
eases, the most common kind being 
acute infectious diseases—for which 
they need antibiotics, anti-fungal agents, 
and anti-viral agents. Some antibiotics 
are in fact studied and labeled for use in 
children—for meningitis or otitis media 
[middle ear infection], for example— 
w hile they are being studied for adults. 
But other major antibiotics, such as 
piperacillin or metronidazole, have no la­
beling for use in children. 

Q. What arc some oilier types ofpedi-
an ic diseases /or which adequate testing 
f f drugs in children might be an issue? 
A. In addition to the acute diseases. 

there are the chronic diseases of child­
hood, such as seizure disorders. Children 
also can have congenital diseases, such 
as cystic fibrosis and enzyme deficien­
cies. 

Q. Are the drugs.on the market.with-. . 
out labeling for pediatric ihdicatidiif be-' 
ing used illegally? 
A. No, doctors may legally use ap­
proved drugs for whatever uses they 
think appropriate, according to their 
medical judgment. 

Q. As a pediatrician, you must he con-
ccr/ied. What s ort of tilings is FDA doing 
to make more drugs availahle for chil­
dren:' 
A. We 're doing a miniber of things to 
be active in this area. As we meet wilh 
drug companies to discuss the drugs they 
aie siiKlvinc. wc aie encouranins: them to 

test those drugs in children when appro­
priate. We are finding lhat companies are 
often responsive to the need. We are 
changing our internal procedures to fos­
ter the availability of new drugs for 
youngsters. We routinely ask our FDA 
drug review divisions to sift through 
their INDs [the formal requests to test a 
new drug] to identify drugs that might 
show particular promise in children. It is 
these drugs with potential pediatric uses 
that we encourage drug companies to de­
velop for children, either before or after 
approval for use in adults. 

We have created what we call a "pedi­
atric page" as part of our review of new 
drug applications. This is a summary of 
what is known about the drug from the 
perspective of pediatrics: whether it has 
been tested in children, what uses are 
promising, and the like. It's basically a 
management tool, so that FDA's own 
people will think more in terms of drugs 
for children—and to explore this poten­
tial with the drug sponsors. 

Q. Titose steps might help with drugs 
now under development and testing. 
What about drugs already on the mar­
ket? . ' 
A. " We have a way of dealing with 
that. too. Currently, according to the 
regulations, no drug may be labeled for 
use in children unless it has been sub­
jected to "adequate and well-controlled 
studies" in children. But the regulations 
also give FDA the authority to waive that 
requirement, if (here have been adequate 
and well-controlled studies in adults. 

Q. Under what circumstances will 
FDA consider grunting flu's waiver? 
A. We have specific criteria. First, (he 
disease has lo be the same in adults. -
Then, the drua must have been well slud-
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Pcrimps thc most impor­

tant thing parents can do is 

to consider allowing their 

own child to participate in 

clinical drug testing. 

ied in adults. To use the drug appropri­
ately in children, you need to have infor­
mation on dosing and on adverse reac­
tions, which may be different in children. 

Q. Are iliere any recent examples? 
A. We have granted two waivers of 
controlled trials in children. The first 
one, granted in 1990. was for AZT 
(zidovudine, or Retrovir), which had 
been previously approved for treating 
AIDS in adults. In January of 1991. we 
granted a waiver for ondansetron—a new 
drug for nausea and vomiting from can­
cer chemotherapy—in children at the 
same time we approved it for use in 
adults. 

Q. Is this kind of waiver permanent '.' 
A. Yes. for these drugs. We granted 
the waivers because we thought there 
was adequate information from available 
sources to givejdosing for children and 
for appropriate use of these medically 
important drugs. 

Q. Thc FDA recently proposed a 
regulation requiring drug firms to in­
clude a "geriatric use" section in drug 
labeling for physicians. W ould some­
thing like that workfor children's drugs 
as well? 
A. Absolutely. We are already at 
work on proposed regulations that would 
revise the present pediatric use section in 
physician labeling for all new drugs to 
allow use of information that is not from 
controlled trials—if we think it appropri­
ate. The waiver is an interim solution. 

Q. Have the FDA's increased efforts 
begun to pay off? 
A. We are very encouraged. In the 
past year or two. we have seen a dclinilc 
increase in the number of new drugs ap­

proved specifically for children. FDA ap­
proved two new drugs for pediatric dis­
eases in 1990, and we have alread> ap­
proved one (his year. Exosurf is a pulmo­
nary surfactant for respiratory distress 
syndrome.in newborn babies. Adagen is 
an enzyme, ADA, to replace an enzyme 
missing in children with a-severe immu­
nodeficiency. Chemet is an oral drug for 
treatment of lead poisoning in children. 
FDA has classified all three as important 
new therapies. 

We are seeing a burst of pediatric stud­
ies: other drugs for pediatric diseases are 
being studied or are close to approval. 

Q. Do you sec any ureas where there 
is a particular need? 
A. One in particular .stands out: drugs 
for new borns. Wuh the advent ol ueoua-
tal inicnsivc-caie units ami increased sur­
vival of tiny babies, wc ;IIC seeing ilk-

need for new drugs to treat these small 
creatures. One success involves the pul­
monary surfactants, drugs that help the 
sun i\al of premature infants whose 
lungs have not yet fully developed. Phar­
maceutical manufacturers have been vig­
orous in developing surfactants. We at 
FDA have considered it important to 
make these life-saving therapies avail­
able as rapidly as possible. We approved 
two treatment INDs for therapy before 
approval, and the first surfactant was ap­
proved for marketing in a near-record 
five months alter an application was sub­
mitted. 

Q. Dr. Botstein. what shoidd parents 
do if they have any questions about 
drugs their children are taking ? 
A. If parents have any questions 
about drugs, such as the proper dosage 
or possible side effects, they should al­
ways cheok with their physician or phar­
macist. 

Q. Can parents do anything to help 
make more drugs available for children ? 
A. Perhaps the most imponant thing 
the\ can do is to consider allowing their 
own child or children to participate in 
clinical drug testing if the opportunity is 
available. People often think of the prac­
tical difficulties—such as the need to 
draw blood samples—of studying drugs 
in the young. But we have found that 
parents are often eager to have their chil­
dren participate, especially if they feel 
they can help family members or olher 
children. • 
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