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:L~.rPROPOSAL TO ADDRESS THE LACK OF PEDIATRIC LABELING FOR DR.UGS 

BACKGROUND 

Children suffer from most of the same diseases as adults,'~nd, by 
necessity, are treated with most of the same drugs as adults. 
The majority of new drugs and biological p~oducts, however, have 
not been tested in pediatric populations. As a result, prbduct 
labeling frequently Is to provide directloni,for safe ahd 
effective use in children, despite widespread use. An FDA-survey 
of drugs prescribed during 1994 identified the "10 drugs ' 
prescribed most frequently to children without adequate labeling. 
Together, these 10 drugs were prescribed more than 5,000,000 
times. Because of differenc~s in" size and ability to metabolize 
drugs, children require different doses than adults and may be 
subject to dif rentadversereacti~ns. The absence of pe~i~tric 
labeling information thus poses a.serious risk of inappropriate 
dosing and unexpected adverse effects in children. It may,also 
result in ilure to prdvidechildretiwith optimal treatment in 
'cases where physicians are reluctant to prescribe potentially 

toxic drugs, to childien before they have undergone pediatric 

testing. For example, ,a survey by the Pediatric AIDS Foundation 

found that fewer than 10% of children with AIDS were receiving 

protease inhibitors, the newest and'most promising AIDS drugs~ 


In recent yea'rs, FDA has undertaken several initiatives to; 
encourage the voluntary addition of pediatric useinformatfon to 
drug labels. FDA has implemented a "Pediatric Plan" designed to 
focus attention on and encourage voluntary development of ~ 
pediatric data during drug development. FDA has also identified 
the top 10 drugs used in childreri without adequate labeling 
instructions, and has written the manufacturers of thes,e dr:ugs 
requesting __that they submit supplemental applications to add 
pediatric ,use information to their' drug labels. In 1994, fDA 
issued a new 'rule tpat allowed pediatric-use information to' 
appear on labe~ o~the basis of substantially less data th~n 
before, and that~equired manufacturers to survey existing :data 
to determine whether there was sufficient information to support 
pediatric use information in the drug's l~bel. 

These voluntary efforts to increase the amount of pediatrid use 
information in labeling have not· resulted insignificant ga'ins,' 
particularly with respect ~o new drugs e~tering the marketp~ace. 
A comparison of drugs. approved in 1991 and .1996 showed that: 

-approximately 47% of the drugs' approved in'1991 wi th potential 
use in children had pediatric labeling, while 37% of those ' 
approved in 1996 with potential use in children had pediatr~c 
lab§ling. 



FDA is considering proposing new regulations to address the lack 
of pediatric use information by requiring, for,the first time, 
that applicitions for certain riew drug and biologic~ products 
contain pediatri~ data. ,The purpose of the proposed rule would 
be to ~nsure that important new drugs and biologi products 

rry adequate pediatric labeling at the time of, or soon ~fter, 
approval. The pediatric study requirement would be 1 ted to a 
small group of new drugs and biologics: new moleculareritities 
(the most innovative drugs) and biological products that (1) 
would provide a significant therapeutic advant~ge to children 
suffering from the disease or (2) would.be expected to be tised in 
a substantial proportion of ~hildren. Ped{at s could be 

,deferred until after approval if FDA found that it was 
appropriate to delay pediatric studies until sufficient data were 
col ed in adults. The requirement could also be waived 
altogether under certain circumstances. 

The proposed rule might also codify FDA's authority to require in 
compelling circumstances that' manufacturers, of already mark,eted 
drugs and biological products conduct studies to support , 
pediatric use labeling. The circumstances in which'EDA might 
require pediatric studies of a marketed drug would be: (1) ~here 
the drug is widely used in children and the lack of adequate, 
labeling poses significant risks to childreri, or (2) where ~he 
drug offers a significant therapeutic 'advantage to children but 
additional information is needed to permit safe and effective 
use. 

absence of workable penal ties has historically hampered: FDA's 
ability to require pediatric studies., It is inappropriate from a 
public health standpoint to prevent the, marketing of a drug; that 

a clinical benefit to adults simply because the 
manufacturer has failed· to study the drUg in another subgroup of 
the population. FDA is therefore considering a different type of 
penalty for failure .to conduct a pediatric study. FDA woul¢l. tike 

manufacturer to court and pbtain an injunction requiripg the 
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study to be completed. Violation of the injunction would be 
punishable by contempt or fines. 
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De<.:tll11ber I. 1997 

The Honorable Wi.lliam Jefferson Clinton 

The White House 

1600 Pennsylvallia Avenue, NW 

Wasliington, DC 20500 


Dear President CI inton: 

The American Academy of Pediatrics (AAP) reaffirms our support for your 

Administration's eftorts and commitment to advancing th¢ health ofollr nation's 

infants, children and adolescents through the proposed I'egulations to require: 

manutacturers to assess the safety and effectiveness of new and nlready marketed drugs 

and biological products for pediatric patients. These regulations are necessary to ensure 

informed lise of-drugs tor children because, under current regulations. most drugs (:nter 

pediatrics without study in children and \')nly after use in adults. Pediatric dJ:ug testing 

and labeling is a stcp that slwuld be taken wilhout hesItation. 


The AAP does not underestillutre the opposition that might be mounted against the' 

recommendation Ihat all drugs be studied in children ifthe disease occurs in children. 

However, arguments against this position can not pass the "ethics" test. Within the 

proposed rule, tht! FDA secks c,;>mments on ethical is'sues thut may be raised by this 

proposal. Clearly, the most basic ofethical issues is the implication of administering 

drugs and biological products to pediatric populations withollt adequate information. 

This is no greater a medical ethical dilemma than that posed for those who trent 

children; to give a drug with sufficient information on safery and efticacy,'or to 

withhold treatment and let Ijw disease progress unabated. 


Proper studies must be done to ensure that children receive optimal treatm~nt.. 

Currently. only 20 percent of all drugs marketed in the United States have been labeled 

for USe: by infants, children or adolescents. For example, a'sthma is the Jeauing calise of 

hospitalization of children in rhe United States, and commonly affects children younger 


! 	 than age S. Despite that, there is only one asthma drug labeled for use in children 
under the:: age of 6. 

. 	 . . 
The impact ot" these proposed regulations, properly implemented,cannot be 

understate:d. Pediatricians and other h~alth cart: professionals will have a~ailabJe more 


. precise information that takes inlo account various stages of child development so that 

the best drug, at rhe right dos~, can be: prescribed. 


Sincerely, 

~..II :¢t:?."'l....~.~I'Ir~;j/2J.t . '" 

'. Zallga D. F ~p 
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The American Academy of Pediatrics is commined to the anail1ment of optimal physical. 
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December 1,1997 

The President 
The\t'hite House 
Washington, DC, 20500 

Dear Mr. President: 

Having recently submitted our detailed comments on the proposed J:ood and . 

Drug (FDA) rules on testing ofphartnaceutical products for pediatric use, I 

W'Jnt to reiterate our association's strong commitment to your adminiStration's 

efforts to ensure the safety and efficacy of pharmaceuticals for children. 


Children's health care does not command the attention of the health care 
• 1 

market place, because children represent less than 30 percent of the 
population, less thari 15 percent of personal health care spending, a,nd [he' 
poorest segment of society. It is not surprising that only ahom 20 percent of 
all drugs marketed in the United States have been tested and labeled for use by 
children. This lack of focus on children would not be a problem, if children's 
health care needs were the same as aduhs' needs. But, thac is not the case. 

The FDA's proposed rules, along with provisions in the new FDA reform 
legislation, se.ek to ensure the market's focus on children's needs by leveling 
the pla)wg field for manufacturers through federal regulation. As we proposed 
in our v.Tirten commenrs on the proposed ;regulations, :ill drugs shOUld be. 
,presumed to be subject to tesring. A panel of pediatric experts, recommended 
by the American Academy of Pediatrics and others, would be responsible for 
adVising FDA on those instances in which testing of a p:lfticular product would 
not be necessary. And certainly it is our expectation {hat pediatric testing 
rGquirements should not impede the marketing of products for adu]t use. 

The goal of the FDA proposal reflects not only prevailing judgment among
I

pediatric providers hut also the personal commitment of the First Lady and 
yourself to policy that helps every family meet its children's needs for health, . 
education, safety, and securiry. Such a family-cemered commitment is at the 
heart of every children's hospiral's mission of service to i[s comm~Jljry. 

Sincerely, 

~(J.CfOlc@~ 
Lav.Tence A. McAndrews 

<.!Ol Wythe Sreef. Al,,~andda V!\ 22314 An Affili.iCc of the N"r;""I;,II\>,;oci~lilJn of 

(70.~) 6151·1.)5 \-;a(703) 1\J.:4-15!j~ Childr~n's Hospitals & Related Insriruliolls 
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CONTACT: Cheryl Cook or 
' Courtenay Purcell 

213-703-7111( 

iatric AIDS Foundation 

rers Association (PhRMA) 


Safety for Children 


, representatives of 
FDA's prop'osed regulationsto 

ng for children's use. In that 
serious errors, omissions, and 

"0,..,..",.t'1. Today, World AIDS Day, is 
witH AIDS." On this day, the drug 
ad.; 

ticai; manufacturers is not to test 
. The Pediatric AIDS 

reversed: Drugs should be 
to. The proposed FDA regulation 
s ar,guments are without merit.. 
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Response 
Page 2 

ofthe drug industry lobby are, 
is'quoted as saying that the requirement 
safety in children would divert money 
res~arch that IS more beneficial to the 

a,;clear example of the problem. The 
,~ee children as part of the "general 
and their families would find' this 
ely beneficlal,even if the drug industry 

," : 

cost of testing drugs for safety in 
1 million per year. '. 

e nllmber of sick children who stays,ick, ' 
~dverse reactions, the number of 
'SI or the. eight ten thousandths of 

uesof the top ten pharmaceutical 
amount. 

1",,~I~,t!~.". that the current cost of ; 
rug is $500 million. The.costof 

ingly small, in this context, 

,.... , 
. I 

r'\r""''''f'Tlng the safety of children and' 
• I 

, 
.j I 

sighificant risk through the industry 

. s~ As,the American Academy of 


qf uritested drugs "may plac,e more 
w~re administered as part of well
trials;" .' " ;' 

,., 
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children are widely used already. Five 

r ar~ written for the top ten unstudied 

are administered without adequate 


'. 

" 

bli~hed by both HHS and the American 
ut the protection of children in research. 

. a specific waiver if there are 

drug is unsafe in children. 


the: ethics of testing drugs for safety in 
", 

about the ethical treatment of children 
, su~h as the Foundation, the American 

N~tional Association of Children's 
icy Center for Children, Youth, and 

ps ~upport the proposed FDA ~egulation 
opposing. 

e drug industry's continued practice of 
drugs for safety in children, even though 

drugs are given to children.' 'More 
: this practice than would be 

mopitored clinical trials. 

my of Pediatrics' guidelines about 
re~earch have fully addressed the 
to}design safety trials. 

~ 

difficulties in testing. drugs for 
fur~em. ' 

practical difficulties, not just chiidren's 
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~s a spec/fie waiver of the children's 
st'udy is highly impractical and another 
~fforts to develop a pediatric 

) fall. 

pecial formulations for young children is 

hat·special formulations are often a 
Af;gument is applicable only to very 
swallow pills. If problems in formulation 

:tails to do research on children, one 
J ' 

: older children would be routinely 
have largely failed to do research 

of 112. and some have done no research 

a specific waiver of the children's 
sonable efforts to develop a pediatric 

) fail. 

o qelay in drugs for adults. The only action 
ifa~manufacturer fails to do pediatric 

iring them to do it, but no delay in 

, 
. " 
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J'DA Aera TO IlAKB DRUG8 SUER POR eBILDRD 

The 'Food'and Drug 'Administration announced today final 

regulations to provide health care practitioners with specific 

information ,on the safe and appropriate use of new drugs and 

biologics in children. The regulations require that new drugs and 

biologics that are therapeutioally important for children, or 

will be c,ommonly used in children, have. labeling information on 

safe pediatric use. 

Today's announcement marks an important milestone in the 

ad:m.inistration's effort to make drugs safer and more effective 

for ohildren. 

-Our children are the nation's most precious resource and we 

must do everything possible to ensure they qet the best medical 

treatment,~ said President Clinton. -Today's aotion represents 

our continuinq commitment'tow~rdthis goal.~ 

Every year more than half of newly approved druqsand 

-JlOO-

ATTENTION TV BROADCASTERS: Please use open caption for the hearing impaired. 


FPA ON THE INTERNE!: hrtp:llwww.fda.gov/ 
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information on how drugs affect children and what age

appropriate doses are needed. 

MPediatricians and other health care providers will now have 

more specific dosing, information based on. scientific evidence/~ 

said First Lady Hillary Rodham .Clinton. wThis will make 

prescribing medication for children safer and may also lessen the 

number of side effects. w 

The rule also allows FDA to require pediatric testing of 

already-marketed products in certain compelling circumstances 

such as when a drug is commonly prescribed 'for use in children, 

but the absence of adequate labeling could pose. signific~nt 

risks. 

FDA issued a regulation in 1994 simplifying the type' of 

information needed to demonstra~e the safety and effectiveness of 

drugs in children to encourage drug manufacturers to submit 

pediatric data voluntarily for review. While these voluntary 

efforts were helpful, there are still a large number of drugs and 

products without adequate pediatric labeling~ 

"We are committed to ensuring- that health care providers get 

.the best information they need to treat children," said Michael 

A. Friedman, M.D., Acting FDA Commissioner. MBy simplifying the 

information requirements, providing financial incentives in the 

FDA Modernization Act and enacting these new regulations, we have 

taken great strides forward." 

-.0.8
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The final rule allows pediatric data to be submitted 

after a drug has already been approved if FDA has safety concerns 

about testing the drug on children prior to testing it on adults. 

FDA, however, will not delay the approval of a drug for adults if 

the pediatric studies are not yet completed. 

Even if the drug is one that is commonly used in children or 

will be therapeutically important for children, the pediatric 

study requirement can be waived entirely if: 

• 	 FDA finds that the product is likely to be unsafe or 

ineffective in pediatric patients, 

• 	 pediatric studies are impossible or highly impractical~ 

or 

• 	 reasonable efforts to develop a pediatric formulation 

have failed. 
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PEDIA~C LABELING RULE 

BAC:~GR?UND. Most drugs and biologi~s entering the marketplace have not been adequately 
tested m children. As a result, product labelmg frequently fails to provide directions for safe and 
effective use in children. Nevertheless, because children suffer from most ofthe same diseases as 
adults, they are by necessity treated with drugs and biologics lacking adequate directions for their 
use. The absence of pediatric labeling information poses a number ofdangers to children, 
including the risk ofundei- or over-dosing leading to ineffective treatment or excessive or 
unanticipated adverse effects. There are many reported examples of serious adverse reactions in 
children exposed to inadequately tested drugs, including seizures and cardiac arrest caused by 
bupivicaine, an anesthetic, and withdrawal syndrome in infants and small children following 
prolonged administration of fentanyl, a pain killer used as an adjunct to anesthesia .. The absence of 
adequate pediatric labeling may also result in failure to provide optimal treatment to children 
because ofthe lack ofappropriate scientific data. For example, a survey on the use of protease 
inhibitors, newest and most promising AIDS .drugs, found that, before these drugs were studied in 
children, fewer than 10% ofchildren with AIDS were receiving protease inhibitors .. 

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

Despite these efforts, the majority ofnew drugs and biological products still enter the marketplace 
insufficiently tested in the pediatric popUlation and the labeling of drugs widely used in children 
carries little or no information on pediatric safety and effectiveness. For example, the 1994 rule 
requiring manufacturers to survey existing medical literature about the pediatric use of their 
products and to add pediatric use information to their l~bels produced only 65 supplements that 
contained adequate labeling information for all relevant pediatric age groups and another 35 with 
adequate labeling for some but not all age groups. 

The medical and patient communities have strongly urged FDA to take effective steps to increase 
the quantity and quality of pediatri~ labeling. 

The agency recognizes that a mixture of incentives and requirements is most likely tolead to 
improved pediatric labeling. The FDA Modernization Act of 1997 (FDAMA) included a 
provision providing financial incentives in the form of6 months of market exclusivity to 
manufacturers who conduct pediatric studies on some drugs. Although Fl)A is hopeful that the 
FDAMA incentives to produce many ~dditiona1 pediatric studies, the agency believes that this 
final rule is still needed to significantly improve the current lack ofadequate pediatric labeling. 
Because FDAMA exclusivity applies only to products that have exclusivity or patent protection 
under the Drug Price Competition and Patent Term Restoration Act and the Orphan Drug Act, it 
provides no incentive to conduct studies on certain categories ofproducts, including most 
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antibiotics, biologics~ and off-patent products. In addition, the voluntary nature of the incentive 
provided by FDAMA is likely to leave many drugs, age groups, and indications unstudied. For 
example, given limited resources to conduct pediatric studies, it is probable that manufacturers 
will elect to conduct pediatric studies on those drugs for which the incentives are most valuable 
i.e., on drugs with the largest adult sales. This may leave unstudied drugs that are greatly need;d 
to treat pediatric patients, but that have smaller markets. Manufacturers may also elect not to study 
drugs that require study in neonates, infants and young children, because studies of these age 
groups are particularly difficult and may require the development ofnew pediatric formulations. 
In addition, FDAMA provides exclusivity to a manufacturer who conducts a requested study, even 
if the results of the study are inconclusive and do not provide useful information on how to use the 
drug in children. Finally, FDAMA does not require manufacturers who conduct pediatric studies 
to put the information gained into their drug labels.· FDA believes that the final rule will address 
many of the gaps left by the FDAMA incentives. Studies conducted under this rule are eligible for 
6 months of exclusivity under FDAMA, if they otherwise comply with the statute. 

PROVISIONS OF THE REGULATION. The final rule requires applications for new drugs and 
biological products to contain sufficient data and information to support directions for pediatric 
use for the claimed indications if they (I) provide a meaningful therapeutic benefit to children over 
existing treatments, or (2) are likely to be used in a substantial number ofpediatric patients. The 
required study can be deferred until after approval if~ for example, FDA finds that it is appropriate 
to delay pediatric studies until sufficient data are collected in adults, or if imposition of the 
requirement )\'ould delay the availability of a new drug for adults. The requirement can also be 
waived if FDA finds, among other things, that the product is likely to be unsafe or ineffective in 
pediatric patients, that pediatric studies are impossible or highly impractical, or that reasonable 
efforts to develop a pediatric formulation had failed. In response to comments, the scope ofthe 
final rule is broader than the proposed rule. The proposed rule would have applied only to "new 
chemical entities" and to never before approved biological products. Many comments argued that 
modifications ofexisting products, may be more clinically significant in the treatment of children 
that the original products. Therefore, the final rule applies to ne}V active ingredients, new 
indications, new dosage forms, new dosing regimens, and new routes of administration. 

The rule would also codify FDA's authority to require~ in compelling circumstances described in 
the regulation, that manufacturers of already marketed drugs and biological products conduct 
studies to support pediatric use labeling for the already approved indications. FDA ~lieves that, 
in exercising its discretion whether to require studies of already marketed drugs, it is appropriate to 
first learn whether manufacturers will undertake the needed studies voluntarily in response to 
FDAMA. Therefore, before exercising its authority to require studies ofalready marketed 
products, FDA intends to give the FDAMA incentives an opportunity to produce new pediatric 
studies. If manufacturers do not take advantage of the incentives, FDA will then reqUire studies 
where there the compelling circumstances described in the regulation are met. FDA expects to 
require studies on about 2 drugs per year. . 

In the event that a manufacturer fails to carry out a required pediatric study, FDA would not seek to 
disapprove or withdraw approval ofthe product, because such an action could deprive adult 
patients of important therapies. Instead, FDA would anticipate seeking an injunction from a 
federal court requiring the manufacturer to conduct or fund the needed studies. 
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PEDIATRIC LABELING Qs and As 

1. What does this rule require? 

Itrequires the manufacturers ofdrugs and biological products that are widely used in children or 
that provide a meaningful therapeutic benefit to children to provide information on the safe and 
effective use of the products in children, including adequate dosing and safety information. The 
information may be required at the time the product is first approved, or may be deferred until a 
short time after approval ifpediatric studies cannot be completed before the drug is ready for 
approval in adults. The rule also authorizes FDA to require manufacturers ofmarketed drugs and . 
biologics to study their products in children in compelling circumstances. . 

2. Why are you doing this now? 

Despite efforts in recent years to address this issue, most drugs still lack adequate pediatric 
. labeling. Every year more than half ofall newly approved drug and biologic products that are 

likely to be used in children lack information to support their safe and effective use in children. 
Thus, when new drugs enter the market, pediatricians lack information on dosing and safety 
necessary to prescribe these products to children who may need them. For products already on 
the market, information is eventually made available to physicians by journal articles, handbooks 
and other references, but usually years after a drug is approved (and even then the information 
isn't available on the label and may not be adequate for some age groups). An FDA survey of 
drugs prescribed during 1994 identified the 10 drugs prescribed most frequently to children 
without adequate label41g. Together, these 10 drugs were prescribed more than 5,000,000 times. 
Over the years, this lack of information has led to under-treatment and to serious adverse events 
in children. 

3. Cantt you achieve the same effect through volUntary compliance? 

FDA has taken a number of steps in recent years to address inadequate pediatric labeling, 
including issuing a rule in 1994 requiring drug manufactures to survey existing data and determine 
. whether those data are sufficient to give information on how to use a drug in pediatric 
populations. These attempts at voluntarily compliance have not worked, as illustrat~d by the fact 
that the majority ofdrugs important to children still lack adequate pediatric labeling: In response 
to the 1994 rule, FDA received approximately 430 supplementary applications for label changes, a 
small fraction of the total number ofproducts on the market. Over half of the supplements 
submitted simply requested the addition of the statement "Safety and effectiveness in pediatric 
patients have not been established." Many others requested minor wording changes or submitted 
unorganized, unanalyzed collections of possibly relevant data. Only 15% of the small number of 
supplements received (approximately 65) provided adequate pediatric information for all relevant 
pediatric age groups, and another 8% (approximately 35) provided adequate pediatric information· 
for some but not all relevant age groups. 

4. How many comments were received on the proposal and what did they say? 
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FDA received 55 comments on the proposed rule from pediatricians, parents, medical s~cieties, 
organizations devoted to specific diseases, and the pharmaceutical industry. The comments from 
the pediatric and medical communities and from parents supported the rule, and sought to. 
broaden its coverage. Many of the comments from the pharmaceutical industry opposed the rule 
as unnecessary and beyond FDA's legal authority, although a few supported it. 

5. 	 What changes have been made in the final rule? 

In response to comments that the scope of the proposal did not cover those drugs that 
would be of most importance to children, the rule now covers new active ingredients, indications, 
dosage forms, dosing regimens, and routes ofadministration. FDA has also responded to many 
comments seeking creation of a panel ofoutside pediatric experts to oversee implementation of 
the rule by agreeing to create such a panel and to seek its advice on a range of issues related to 
the rule. 

6. . 	 Will this requirement hold up drug approvals? 

No. FDA will not delay the approval of drugs that are ready to be approved for adults even if 
studies in children have not been completed. The rule provides for other methods of ensuring that 
the p~diatric studies are completed in a timely way. 

7. 	 Given the fmancial incentives for pediatric studies in the FDA Modernization Act of 1997 
(FDAMA) to encourage voluntary compliance, why is this rule necessary? 

FDA believes that a combination of incentives and requirements provides the best hope for . 
improving pediatric labeling. Although FDA is hopeful that the FDAMA incentives will 
encourage many new pediatric studies, those incentives are likely to leave a number of important 
drugs and age groups unstudied. For example, given limited resources to conduct pediatric 
studies, it is probable that manufacturers will elect to conduct pediatric studies on those drugs for 
which the incentives are most valuable, i.e., on drugs with the largest adult sales. This may leave 
unstudied drugs that are greatly needed to treat pediatric patients, but that have smaller markets. 
Manufacturers may also elect not to study drugs that require study in neonates, infants and young 
children, because studies of these age groups are particularly difficult and may require the 
development of new pediatric formulations. In addition, FDAMA provides exclusivity to a 
manufacturer who conducts a requested study, even if the results of the study are inconclusive and 
do not provide useful information on how to use the drug in children. Finally, FDAMA does not 
require manufacturers who conduct pediatric studies to put the information gained int~ their drug 
labels. FDA believes that the final rule will address many of the gaps left by the FDAMA 
incentives. Studies conducted under the rule are entitled to 6 months of exclusivity under 
FDAMA if they otherwise satisfy the terms of the statute. 

8. ,Have children been at risk in the past? 
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The lack of adequate pediatric labeling has resulted in the use ofmany products that have only 
been tested for adults, causing an increased risk of inappropriate and unexpected adverse effects. 
(For example, there were deaths that resulted in neonates from chloramphenicol, an antibiotic. 
Other cases in which inadequately studied drugs have resulted in serious adverse effects in 
pediatric patients include ·1) seizures and cardiac arrest caused by bupivacaine toxicity, a local 
anaesthetic; 2) development of colonic stdctures in pediatric cystic fibrosis patients after exposure 
to high·dose pancreatic enzymes; 3) hazardous interactionS between erythromycin, an antibiotic, 
and midazolam, a short term anaesthetic; 4) teeth staining from the antibiotic tetracycline; 5) 
nuclear jaundice, a skin condition caused by sulfa drugs; and 6) withdrawal symptoms following 
prolonged administration of fentanyl, a pain killer used as an adjunct to anesthesia in infants and 
small children. These cases occurred from the 1950's through the 1990's.) Also, sometimes· 
useful drugs not have been used in children because their effects in children were uncertain. 

9. How many drugs that are commonly used in children lack this data? 

FDA estimates that over one-halfof the drugs approved in the past six'years that had potential 
. usefulness in kids had no pediatric labeling at the time ofapproval. 

10. What kinds of drugs' are commonly missing pediatric data? 

Drugs such as anti-asthmatics, steroids, drugs to treat gastrointestinal problems, strong pain 
medications, antidepressants, anti-epilepsy drugs, and antihypertensives commonly lack 
appropriate pediatric labeling. 

11. What drugs now have the best pediatric data? 

Vaccines and antibiotics are the most adequately labeled drugs for children. 

12. How many products will be affected by the rule? 

FDA estimates that about 80 drugs and biological products will be studied in children under this 
. regulation per year. (FDA estimates that a large proportion of these would probably have been 
studied voluntarily under the FDAMA incentives, although perhaps not as early.) The rule also 
gives the agency authority to review drugs already on the market to determine which ones should 
have pediatric studies. FDA intends to see whether manufacturers respond to the FDAMA 
incentives for conducting pediatric studies on marketed drugs before imposing any requirements 
on this category of products. 

13. Does this regulation cover all drugs? 

It covers all drugs and biological products that are used in a substantial number ofpediatric 
patients or that will provide a meaningful therapeutic benefit to children. Ifa manufacturer shows 

3 




FDA/OFC OF con. 
11/25/98 WED 15:54 FAX 301 443 5930 

14l 007. 

that a drug will not be used in a substantial munber ofpediatric patients and will not provide a 

meaningful therapeutic benefit to children, the pediatric testing requirement will be waived. 


FDA Will also waive the requirement if (1) the drug is likely to be unsafe or ineffective in 
children; (2) it is impossible or highly impractical to study the drug in children, because, e.g., the 
pediatric population is too small or geographically dispersed, or (3) reasonable efforts to develop 
a pediatric formulation (ifone is needed) have failed. . 

·14. How will these waivers work and won't they make the regulation meaningless? 

The waivers are only intended to be used in those cases in which the drug would not be widely 
used and would not represent a meaningful benefit over existing treatment or where the studies 
are impossible or highly impractical or pose undue risks to pediatric patients. 

15. 	 What do doctors do when they don't have adequate pediatric safety and effectiveness 

information? 


Many physicians rely on referenced pediatric handbookS for dosing and use information. (This 
information mayor may not be based on adequate testing.) Others are reluctant to prescribe 
certain products to children without adequate pediatric labeling on the product. 

16. 	 Why haven't companies provided this information in the past? . 

Some companies do provide this information. However, pediatric labeling has not been required 
until now. Lack of familiarity with pediatric studies, need for a pediatric formulation~ and cost 
may account for the lack ofadequate pediatric inform~tion. 

17. 	 Would pediatric study participants' lives be at risk if they are entered in studies before all 
the data on adults are collected? 

Pediatric patients will not be enrolled in studies \Ultil enough data on the drug have been obtained 
in adults and in animals so that the risk to the pediatric patients does not outweigh the potential 
benefits. Children are currently entered into studies of some drugs, for example of antibiotics, 
before the drugs are approved in adults. The considerations that will detennine when enough data 
have been collected in adults to begin pediatric studies \Ulder the rule are the same as those 
currently used in deciding when to begin studies in children. The timing of pediatric studies will 
depend, among other things, on the type of drug being studied, the severity of the disease for 
which it will be used, the availability ofother adequate treatments, and what is known about the 
safety ofthe drug. 

18. 	 How much will this cost drug manufacturers? 

The costs ofpediatric studies will be less than 1% of the total costs of developing a drug. 
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Although some drugs may require more than one study, e.g., for different pediatric age groups, 
FDA estimates that an individual pediatric study costs between $100,000 to $150,000. FDA also 
estimates that if a company must produce a pediatric formulation, the new formulation an average 
of $1,000,000. .FDA estimates that the total annual industry costs will be approximately $47 
million per year (for an industry with domestic U.S. sales in excess of $66 billion per year). FDA 
also estitnates that the benefits ofthe rule will exceed $100,000,000 in reduced health care costs . 
for children. . 

FDA has also developed a rough estimate that the FDAMA incentives will be worth 
approximately $350-$400 million/year to the pharniaceutica1 industry. 

19. 	 Will drug prices increase as a result of this regulation? 

Because the cost ofpediatric studies to manufacturers is expected to be small, it is anticipated that 
there will be no significant price increases to patients. . 

20. 	 What kind of "legal action" can FDA take to force companies to provide this data on 
approved drugs? 

FDA can go to court and ask the court to order the company to comply with the regulations. If 
the company does not comply, the court can impose penalties. 

21. 	 Why doesn't it cover medical devices? Do we not have this kind of problem with medi~al 
device pediatric data? 

. Once the agen,cy gains experience in requiring pediatric studies for drugs and biologics, it will 
assess the need for such labeling for devices. 

22. 	 What kind of improvement can we expect in our children's health as a result of this 
regulation? 

We expect safer and more effective medicines for children. The primary benefits expected are the 
reductions in avoidable adverse drug reactions and under or over treatments that would result 
from better informing health care practitioners about whether, and in what dosages, a given drug 
was safe and effective for use in children. 

23. 	 When will this regulation go into effect? 

The rule becomes effective 120 days after publication in the Federal Register. Manufacturers of 
new drug and biologic products. who are required to conduct studies under the rule will have 2 
years from the date of publication to comply with the pediatric study requirement. FDA will not 
delay the approval of any applications otherwise ready to be approved for adults while awaiting 
the submission of pediatric studies required under the rule. 
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24. 	 When can parents expect that infonnation to support safe and effective use of products in 
children will become available? 

We believe that, in some cases, the infonnation already exists and the drug companies merely 
need to analyze and compile it. In these cases, the infonnation can be made available on the 
labeling of the products fairly quickly. In other Cil$es, studies need to be conducted. Under the 
requirements ofoqr 1994 regulation, where the effects of the product and the disease for which it 
is indicated are sufficiently similar in both adults and children, the studies needed can be done 
within one year. 

6 




.....,.-: {,I' J ' ' , 0 ••.. ~ Vt"-Aoof L S 

Alan F. Hohner 
President 



Alan F. Holmer 
PRESIDENT 

,November 13, 1997 

Dockets Management Branch 
Food and Drug Administration 
HFA-305, Room 1-23 
12420 Parklawn Drive 
Rockville, MD 20857 

Re: Docket No. 97N-0165 Pediatric Patients; Regulations Requiring 
Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biologic 
Products; Proposed Rule 

Dear Sir or Madam: 

The Pharmaceutical Research and Manufacturers of America (PhRiYfA) represents 
the country's leading research-based pharmaceutical and biotechnology companies, 
which are devoted to inventing medicines that allow patients to lead longer, happier, 
healthier and more productive lives. Investing nearly $19 billion a year in discovering 
and developing new medicines, PhRMA companies are leading the way in the search for 
cures for children and adults. 

As discoverers and developers of innovative pharmaceuticals, but also as parents 
and as responsible citizens, we want to see more and better medicines developed to help 
and heal children. The pharmaceutical industry has a fundamental commitment to this 
goal. 

PhRMA commends the Agency for initiating the 1994 rule, then extending the 
application of some of the concepts in the 1994 rule, and for recognizing the importance 
of periodic FDA/sponsor discussions about potential pediatric use at each stage of drug 
development. 

Pharmaceutical manufacturers are responding to the FDA's current, flexibl,e . 
system, which is built mainly on the Agency's December 1994 pediatric rule. Indeed, 75 
companies are now developing 146 new drugs that have been or will be studied in , 
children. Nineteen of the 20 new drugs that were approved last year and that may have 
potential for pediatric use, have been or will be studied in children. In addition, 
manufacturers have responded to the December 1994 rule bY'submitting more than 200 
supplements for changes in labeling to include more pediatric use information. 

Congress, in the just-passed "Food and Drug Administration Modernization and 
Accountability Act of 1997," has made clear that an incentive approach is the appropriate 
manner to address this issue. Accordingly, we urge the FDA to follow Congressional 
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direction and to allow the effect of the December 1994 rule and the new statutory 
incentive to be fully realized. 

In light of the recently passed pediatric labeling incentive provision, and the 
ongoing testing and deVelopment of medicines for use in children, we question whether a 
government mandate is justified. Moreover, we believe that such a mandate might, in 
fact, be counterproductive. Requiring that clinical studies be conducted concurrently in 
adults and children could delay drug development time and approvals for adult 
populations. Mandates also may increase development costs and discourage sponsors 
from pursuing higher risk projects. 

In addition, PhRMA doubts whether FDA has the legal authority to require a 
sponsor to study and label a medicine for any age group, or for any indication, for which 
the sponsor does not choose to market the product. Despite the FDA's references to 
various sections ofthe Food, Drug, and Cosmetic Act (FDCA), PhRMA doubts that the 
FDCA authorizes the FDA to require that manufacturers conduct pediatric studies either 
for new compounds or for drugs already on the market. FDA staff members, including 
former Commissioner Kessler, have stated that the FDA does not have "the authority to 
require manufacturers to seek approval for indications which they have not studied.'" 

Nevertheless, despite the signifiqmt industry response to current FDA pediatric 
policies and the Agency's knowledge o(the incentive provisions in the bills before 
Congress, in August the FDA issued this Proposed Rule. We believe the Proposed Rule, 
while well-intentioned, contains several provisions that are counter to its goal to help 
children. Instead, they may divert resources from needed scientific study of other 
medicines in children and may actually put children who participate in some clinical trials 
at increased risk for minimal benefit. We believe that the objectives addressed by the 
Proposed Rule could be better achieved by establishing aflexible, science-based 
approach to increasing the information about uses of drugs in children: 

As currently drafted, the Proposed Rule would require testing of new medical 
. compounds in children: 

• 	 before safety in adults has been studied adequately; 
• 	 before effectiveness in adults has been established; and 
• 	 in young children and neonates without adequate information about the effects 

of the drug in older pediatric patients. 

Remarks by David A. Kessler, M.D., at the Annual Meeting of the American Academy of Pediatrics 
(October 14, 1992) at I. 
I 



Dockets Management Branch 
Docket No. 97N-0165 
November 13, 1997 
page 3 

The best approach to efficient, safe pediatric clinical trial design should be based 
on scientific knowledge of a new drug's metabolism and clearance from the body in 
adults, as well as other adult pharmacokinetic, safety, and effectiveness information. 
Earlier studies in children might be appropriate for life-threatening diseases, unique 
pediatric indiCations (e.g., surfactant), or compounds in a class of drugs already well
studied in children (e.g., some antimicrobials). This approach, however, mandates a 
flexible, not a fixed, schedule for sponsors to develop pediatric formulations, dosing , 
information, and testing. 

Those who argue for testing in children concurrent with adult testing focus on the 
"benefits" to patients of new treatments without, we believe, an appropriate recognition 
that clinical trials of new medical compounds pose risks. By presuming that all, or even 
many, compounds should be tested in children before there is evidence of safety and 
effectiveness in adults, the Proposed Rule would needlessly place many children at risk. 
We expect that parents, even those anxious for a treatment and a chance for a cure for a 
child, will ask for scientifically- and medically-based reasons for clinical trials. The 
Agency acknowledges this in its discussion of the possibility that some compounds that 
would be tested in children under the Proposed Rule would not be approved for 
marketing for either children or adults. The FDA should work with sponsors on an • 
ongoing basis to ensure that studies are begun only when the medical and scienti'fic . 
information justify the exposure to risk in this vulnerable population, based on the 
perceived or likely benefit. : 

The Proposed Rule also establishes rigid age division~ for required studies. 
Scientific issues, not mandates, should guide the decisions about appropriate age 
categories, depending on the nature of the compound being studied. Thus, the method by 
which the compound is cleared from the patient's body must be considered in light of 
whatwe know about physical development in neonates and infants. The ability to 
measure the study end-points in very young children must also be considered. 

In addition, the Proposed Rule is inconsistent with requirements in Canada, 
Europe, and Japan. Under the regulatory systems in Canada, Europe, and Japan, pediatric. 
studies are, in general, not conducted until considerable infonnation about the 
compound's safety and effectiveness in adults is well-studied,. When sponsors in these 
regions begin pediatric testing, the guidelines direct that studies begin with older 
children, moving later to younger children and infants. PhRMA recommends that the 
FDA harmonize its pediatric initiatives with the Canadian, European, and Japanese. 
requirements, working with the International Conference on Harmonization (ICH) or 
other international body. 

In spite ofour serious reservations about the Proposed Rule, we are submitting 
extensive and detailed comments. We believe that efforts to improve information about 
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medicines for children are important, and we submit these detailed comments for this ' 
purpose. lfthe FDA feels compelled to issue this rule in final form, these comments are 
intended to make the rule more workable and more likely to help children and other 
patients. 

While we have concerns with the details of the Propose4 Rule and do not believe 
that the Agency needs to finalize it, the research-based pharmaceutical industry is deeply 
committed to improving the health of children by working with the Agency and othec 
public and private entities and organizations to increase the information available to 
pediatricians about the safe and effective uses of prescription drugs for children. 

We commend the FDA for its initiative in holding a public hearing on October 27, 
1997, and scheduling the formulation workshop for next spring. We urge the FDA to 
accept the unanimous recommendation ofthe witnesses at the October 27 joint FDA
AAP public hearing on the Proposed Rule and appoint an advisory committee of parents, 
the American Academy ofPediatricians, the Pediatric Pharmacology Research Units 
funded by the National Institutes ofHealth, pediatric pharmacologists, representatives of 
the pharmaceutical industry, and the FDA to identify the specific diseases for which 
pediatric medicines are especially needed and those already-approved drugs for which 
pediatricians need labeling information. The FDA should then work with industry and 
other organizations to develop creative ways to obtain the needed labeling informati.on for 
already-approved products. 

The pediatric incentive provision in the "Food and Drug Administration 
Modernization and Accountability Act of 1997" directs the Secretary ofHealth and 
Human Services to consult with experts to establish and prioritize a list ofdrugs for 
which pediatric information is needed .. We believe involvement ofPhRMA, the 
representative .of the research-based pharmaceutical industry, is essential to the success of 
this effort. We urge the Secretary to convene a group as quickly as possible. 

Finally, we want to raise an issue for which nO'easy answer is apparent and which 
is addressed only indirectly in the Proposed Rule - off-patent or unpatentable drugs. We 
share the concern that, where appropriate, pediatric labeling be developed. Many off
patent brand-name drugs face significant generic competition, limiting the range of ; 
incentives available to the FDA to encourage sponsors to conduct studies to develop 
information about uses of the drugs in children. We do want to collaborate with the, 
Agency and others to find a solution to this challenging problem. The American 
Academy of Pediatrics can assist the Agency in developing a list of such drugs for which 
the pediatric community feels additional dosing information is important. The federally 
funded Pediatric Phannacology Research Units (PPRUs) ofthe National Institutes of 
Child Health and Development (NICHD) would be a logical resource to address this list 
and fmd creative ways to develop, or assist others to develop, tile infomlation needed. 

http:informati.on
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We want to work with the FDA to accomplish the shared goal of expanded 
information about new and already-marketed drugs. But we reiterate our position that' 
voluntary cooperative efforts will be, and have been, more successful than mandatory 
regulations. 

We would be happy to meet with any FDA staff to work on any of these 
suggestions. PhRMA appreciates the opportunity to comment on this important Proposed 
Rule. 

Sincerely, 

;I&..., r.- IJI.~ 
Alan F. Holmer 

Attachment 
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The Pharmaceutical Research and Manufacturers ofAmerica (PhRMA) represents 
the country's leading research-based pharmaceutical and biotechnology companies, 
which are devoted to inventing medicines that allow patients to lead longer, happier, 
healthier and more productive lives. Investing nearly $19 billion a year in discovering 
and developing new medicines, PhRMA companies are leading the way in the search for 
cures for children and adults. As pharmaceuticaJ developers, but also as parents and as 
responsible citizens, we want to see more and better medicines developed to help and 
heal children. The pharmaceutical industry is committed to this goal. 

PhRMA concurs. with the Agency's goai to lay the groundwork for the ongoing 
and prospective development of pediatric labeling for drugs and biologics and commends 
the Agency for initiating the December 1994 rule and then extending the application of 
some of the concepts in the 1994 rule, particularly with respect to the extrapolation of 
efficacy for similar disease indications across ages (supported by phannacokinetic and/or 
pharmacokinetic/pharmacodynarnic studies). It'is also to be commended for its 
recognition of the importance of FDA/sponsor discussion, at each stage of drug . 
development, about potential pediatric use. The Proposed Rule contains many helpful 
suggestions and approaches to address the unique problems posed by pediatric drug 
development. 

The FDA has, in cooperation with the American Academy ofPediatricians, 
scheduled a workshop for early in 1998 to address the multitude of issues involved in 
development of pediatric formulations for prescription drugs. In light of the difficulties 



Dockets Management Branch 

Docket No. 97N~0165 


November l3, 1997 

page 2 


some manufacturers have encountered in attempting to develop pediatric formulations, 
this workshop will be an important step toward the Agency's goal of more pediatric 
information for prescription drugs. 

These comments begin with several general comments of aspects of the Proposed 
Rule and other alternatives that PhRMA recommends that the FDA explore. Those are 
followed, beginning on page 15, with Specific Comments in response to questions posed 
by the FDA in the preamble to the Proposed Rule. 

Pediatric Use of Prescription Drugs is Important to the Research~based Pharmaceutical 
Industry 

One indication of the pharmaceutical industry's attention to pediatric labelipg and 
new products for the treatment ofdiseases in pediatric populations is the number of new 
drugs in development. In a 1997 survey, published as New Medicines in Development for 

. Children, PhRMA reports that 75 companies are developing 146 new medicines for 
children, including 36 for cancer, the leading disease killer of children; nine for AIDS, 
the prime cause of death among young children in some cities; and five for cystic fibrosis, 
the most common fatal genetic disease affecting children and young adults. All 146 
medicines have been or are being tested in children. All of the 75 companies developing 
these medicines intend to seek the Food and Drug Administration's approval for pediatric 
use of these drugs. 

A survey published by PhRMA in 1990 reported that 114 new drugs in 

development were aimed at pediatric populations. There has been a 28 percent increase 

from 1990 to 1997 in the number of new drugs in development for pediatric uses .. 


A review of the 53 new drugs that the FDA approved in 1996 reveals that 20 have 
easily recognized potential for pediatric use. Of these 20, four already have FDA· 
approved pediatric labeling; fourteen have pediatric studies planned or in progress; one is 
switching to being sold over-the-counter. For only one of these 20 drugs, the sponsor has 
no immediate plans for pediatric labeling activities. 

Significant Progress in the Past Five Years Belies the Need for New Requirements 

. ) 
In publishing this Proposed Rule, the FDA faile<;l to take sufficient credit for the 

results of its recent initiatives. These initiatives already have had a major impact on 
companies and the Agency, although the direct effect.oIl; pediatricians arid patients has 
not yet been fully realized because the development of II;ew medicines and indications is a 
deliberate and time-consuming process. Nevertheless, ¢e initiatives are stimulating the 
development ofmore labeling information for children -+ as even an updated version of 
the data cited by the FDA to justify the proposed rule shows - and should be given more 
time to work before the Agency changes direction and resorts to a mandatory system. 
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The FDA's initial steps were voluntary, reasonable, and flexible, encouraging the 
Agency and a drug sponsor to plan and work cooperatively on an individual drug for a 
specific disease during the development process. They included the December 1994 
pediatric labeling regulation and implementation of a "Pediatric Plan" by CDER and 
CBER to spur voluntary development of pediatric data during development and after 
approval of a new drug. 

There is still considerable work to be done to take full advantage of the December 
1994 rule. For already-approved products, the 1994 rule directed manufacturers to 
review existing data and submit appropriate supplemental applications by April, 1997. 
The supplements were to indicate that either (1) existing data support additional labeling 
information for children, or (2) a labeling statement should be provided that safety and 
effectiveness have not been established in pediatric patients. Now the FDA needs to 
devote the resources necessary to complete the review of supplemental New Drug 
Applications submitted in response to the December 1994 rule. 

According to the Pink Sheet, I the FDA has estimated that pharmaceutical: 
manufacturers have submitted 200 supplemental NDAs in response to the 1994 rule. It is 
not clear how many ofthose would result in inclusion of pediatric use information in 
product labeling. In an informal survey, PhRMA members reported that they had 
reviewed the medical and scientific literature for, on average, 20 products. Based on the 
information obtained during the reviews, companies had submitted an average of 3 
supplemental applications to add information about pediatric use of the product, 
excluding supplemental applications to add a statement that information on pediatric use 
was not available. : 

To date, the FDA has responded to some, but not all ofthose supplemental 
applications. The FDA and the drug's spopsor may sometimes have different 
interpretations of the evidence available from the medical literature, which would 
explain, in part, why the FDA did not receive as many supplemental applications to add 
pediatric use information to product labeling as the Agency anticipated. 

PhRMA recommends that the FDA complete the task it has already undertaken in 
response to work it has imposed on manufacturers. Only when that task is substantially 
complete will the Agency be able to determine whether there is a need to impose new 
requirements on manufacturers and new risks on children who might be recruited for 
clinical trials as a result of this Proposed Rule', 

F-D-C Reports - The Pink Sheet, September 1, 1997 at T&G-9. 1 
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In view of the attention to expanding the labeling information about pediatric uses 
of new and already-marketed drugs, PhRMA questions the need for a regulation that 
mandates testing of drugs and biologics in children and questions whether the Agency has 
done the requisite risklbenefit and costlbenefit analyses to justify so broad a proposal. 

Unfortunately, the Proposed Rule takes no cognizance of the current industry 
effort in pediatric clinical trials. Instead, thi-ough use of 1994 IMS America, Ltd. 
prescription drug usage data, it incorrectly implies that physicIans are bereft of 
information about how to accurately prescribe for their pediatric patients. To the 
contrary, extensive pediatric prescribing information, typically in the product labeling, is 
or soon will be available for most of the 10 drugs that the FDA reports "were most 
widely prescribed for pediatric patients," a crucial fact omitted in the Federal Register 
notice. Specifically: 

• 	 Albuterol Albuterol is labeled as a pediatric inhalation solution at two strengths for 
use for age two and older and as an aerosol for children age four and older. All these 
formulations received approval from FDA before the publication of the Proposed 
Rule. 

•. 	 Phenergan® - Labeling for this treatment for allergic reactions is being reviewed and 
revised based upon specific correspondence between the FDA and the sponsor. 
Current labeling includes information on children under the "Dosage and 
Administration" section, and provides information for use in children within 
comments under various subsections. The "Precautions" section also addresses 
children. 

• 	 Ampicillin - Although pediatric use information for this antibiotic is not included in 
the package insert, every pediatric and standard medical reference contains extensive 
dosing information for children on all Ampicillin dosage forms. This information is 
widely known within the pediatric and family medicine communities. . 

• 	 Auralgan® - As a drug with an exemption under the grandfather clause, this topical 
anesthetic has no NDA on file to which labeling changes can be made. From a 
researcher's point ofview, it is interesting to consider what type of clinical safety, 
efficacy, or pharmacokinetic studies FDA would desire for a topical anesthetic in a 
glycerine vehicle that has been safely marketed for more than forty years. 

• 	 Lotrisone® - The "Precautions" portion of the label for this treatment for topical 
infections contains a section on "Pediatric Use" and a clear statement that 
"Lotrisone® Cream use in diaper dermatitis is not recommended." The statement is 
there because potent concentrations of the active ingredient would be harmful to 
infants and young children. 
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• 	 Prozac® - Initial studies of this product in depressed pediatric patients are nearing 
completion. 

• 	 Intal® Labeling for this asthma treatment provides for use of the nebulizer solution 
in children age two and older and the metered dose inhaler (MDI) for children age 
five and older. The nebulizer solution is the preferred method of administration for 
Intal® in children younger than 5, as the MDI is not always easy for a young child to 
use correctly. Intal® Nebulizer was developed for use in the young pediatric 
population for this specific reason. 

• 	 Zoloft® - Labeling for this anti-depressant provides for pediatric use to treat 
obsessive compulsive disorder on October 10, 1997. 

• 	 Ritalin® - The labeling for this treatment for attention-deficit disorders and 
narcolepsy provides for use in children age six and above. Evaluation of available 
data for children under age six is in process. 

• 	 Alupent® - Revised labeling for this asthma treatment was approved by FDA in 
February, 1997; one dose of the syrup formulation is approved for children 6 and over 
while another syrup dose is approved for children 12 and over. 

This impressive overall record, PhRlV1A believes, shows that substantial progress 
is being made in providing more pediatric labeling information and that the FDA's 
December 1994 rule has been on the right track. 

The FDA's Pediatric Initiatives Should Not Mandate that Children be Exposed to 
Unnecessary Risks 

Principle of Graduated Risk - The FDA has, in its estimate of the costs of the 
Proposed Rule, acknowledged that its mandate approach would expose children to 
clinical testing ofcompounds that do not eventually gain the FDA's approval for use in 
any population. The FDA estimates that 30 percent of the children who would b~ 
exposed to drug testing under the Proposed Rule would be needlessly put at risk. . 
PhRMA urges the FDA to consider the implications of that statement and reconsider 
whether there are other ways to encourage the development of pediatric use information, 
ways that do not expose such a large number of children to unnecessary clinical trials. 

Indeed, it would seem to be unethical, except when the drug is intended to treat a 
disease specific to young children, to begin pediatric studies before enough adult safety 
and efficacy data have been accumulated for the drug or biologic sponsor to make a 
decision that the compound is likely to be approved for use in adults and that the sponsor 
should, therefore, proceed with development of a New Drug Application. In the interest 
of protecting infants and small children? it would be appropriate for the FDA to 
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encourage studies in adolescents and older children prior to involvement of infants and 
small children. To do otherwise would expose thousands of children to test substances 
unnecessarily. An Institutional Review Board would be likely to raise questions about a 
proposed study that focused on young children without adequate information about the 
effects of the drug in older children, except for drugs to treat conditions unique to 
children. 

The best approach to efficient, safe pediatric clinical triai design should be based 
on knowledge of a new drug's metabolism and clearance, adult pharmacokinetics, PKlPD 
relationships, and adult safety and efficacy (therapeutic index). Ascertainment of adult 
dose and PK relationships should, in general, form the basis of initial pediatric dos'e 
selection. In some instances, the available evidence may indicate that pre-clinical studies 
would be needed before the sponsor could consider whether the drug could be used in 
young children. Earlier studies in children might be appropriate for life-threatening 
diseases, unique pediatric indications (e.g., surfactant), or compounds in a class of drugs 
already well-studied in children (e.g., some antimicrobials). In other words, PhRMA 
urges the FDA to flexibly apply the knowledge generated by developmental 
pharmacological science to the study of compounds in young children. 

Because of the potential for diagnostic, therapeutic, or ethical misadventure, 
special consideration must be given to the design of clinical trials in children. The 
decision about whether to structure the trial to compare the drug to placebo or to some 
other treatment option requires careful review; outside consultation may be appropriate. 
Many technical problems may be encountered, such as difficulties in giving injections, 
drawing frequent blood samples to collect trial data rather than for treatment purposes, 
fright, and separation from parents and famlly or familiar surroundings. It is likely that, 
for medications other than vaccines, only small numbers of children will be available to 
participate in a clinica! trial. FDA may need to adjust its expectations in terms of size of 
the clinical trials or acceptable statistical evidence. For diseases for which several 
products are already approved, researchers conducting studies for different products may 
find themselves competing for the same patients; a rational process to identify the drugs 
for which pediatric studies are actually needed would avoid this potential problem. 

PhRMA urges the FDA to retain the principle of graduated risk, which requires 
that manufacturers not expose pediatric patients to clinical trial risks, for drugs to be used 
in adults, until adequate information is available about the compound's safety and 
effectiveness in adults. Thus, the Proposed Rule should not mandate when pediatric 
studies should be started. Without a mandate for the start ofpediatric studies, the FDA 
would have no need for a formal waiver system to excuse sponsors from the need to start 
pediatric studies early in the development process. 

Children are not a Single or Simply-divided Subpopulation - nor can they be 
divided by rigid application of age categories. As physicians recognize, premature 
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infants present different pharmacologic and clinical trial issues than do full term infants. 
The same is true of a 13-year-old who is well into adolescence versus an immature 13
year-old whose puberty is delayed. 

To support its Proposed Rule, the Agency identified examples of past problems, 
most from the 1950's. These dated examples provide little insight into current pediatric 
pharmacology issues. For example, the Proposed Rule at page 43904 implies that 
chloramphenicol cannot be used in neonates when, indeed, it can be used if the dose is 
correct. Similarly, quinolones are used safely and effectively in children with cystic 
fibrosis and children with chronic urinary tract infection? Information concerning these 
unique uses, however, is more frequently obtained by physicians from case reports ,in the 
current literature than from the package insert label. Thus, practicing pediatricians have 
access to dosing and use information, although the information in the medical literature 
may not meet the FDA's criteria for data that a drug's sponsor can use to support a, 
supplement to change the drug's labeling. 

Clinical Studies in Small Populations May Be Unwise - PhRMA questions the 
wisdom ofmandating trials in small population subsets. When the FDA suggests that 
100,000 prescription uses might constitute a "significant use," without looking at that use 
in the context of the total disease population and lor the population of the age range cited, 
the FDA may be proposing to require studies in very small groups. In many disease 
states there is the possibility that a prescription may have one or more refills within a 
year's time. For example, a patient using an asthma drug may receive several 
prescriptions during the course of the year. Thus, 100,000 prescriptions may represent 
only. 25, 000 patients. To require studies in such small subgroups sets an unwise 
precedent that could considerably harm the public health and the very groups the Agency 
is trying to serve. The FDA must recognize that no amount of labeling will ever cover all 
uses of all medicinal products in all population subgroups. 

The decision whether pediatric studies are needed should turn on the question 
whether there is an unmet medical need for a drug to treat a specific disease or condition, 
not the number of "uses" identified by physicians in an IMS survey. To address this 
question for already-marketed drugs, PhRMA recommends that the FDA convene an 
Advisory Committee, as unanimously recommended at the October 27 public heating. 

. Clinical studies in small populations, such as children in a specified age range, 
may also require extra time and expertise to complete. For young children, some 
researchers may need to define new endpoints, because of the difficulty of obtaining 

See, e.g., Poole, M.D., "Quinolones in the pediatric patient," Ear Nose and Throat Journal, 72: 162, 
1993; Orenstein, D.M., Pattishall, E.N., Noyes, B.E., et aL, "Safety of cipafloxacin in children with cystic 
fibrosis," Clinical Pediatrics, 32:504-6, 1993. 

2 
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some outcome measures, i.e., yourig children may not be able to describe their symptoms. 
With small populations, recruitment of study participants often requires more than the 
usual number of trial sites. Successful trials may require changes from the FDA's normal 
definitions ofwell-controlled clinical trials. PhRMA recommends that the FDA work 
with sponsors to identify the information needed for pediatric labeling, approve 
innovative clinical trial designs, and recognize the increased time that may be necessary 
to conduct pediatric studies. 

The legal issues that accompany any clinical trial are compounded with pediatric 
trials. Parental informed consent may be found by future courts not to be binding,' 
allowing adults to sue years later for injuries allegedly incurred from participation, in 
pediatric trials. Manufacturers are understandably reluctant to assume the risk of 
litigation years in the future for trials involving compounds that the FDA has not yet 
approved for adult indications. Thus, the FDA should not mandate tliat pediatric studies 
be undertaken early in the drug development process. 

Pediatric Formulations May be Difficult to Develop - As Dr. Clemente stated at 
the October 27 hearing, for some drugs the process of developing acceptable pedil;l.tric 
formulations may pose multiple problems. Improved compliance can be obtained if the 
pediatric formulation reduces the frequency of dosing, simplifies the method of 
administration, improves the side effect profile, and improves the taste. Indeed, the 
importance of taste was highlighted in an informal survey ofPhRMA member 
companies. They reported that taste and palatability were the most difficult aspects of 
developing a pediatric formulation. The second most frequently-cited problem was 
achieving stability. 

In the informal survey, responding companies reported that it took from 5.months 
to four years to develop a pediatric formulation for one or more products. The estimates 
of the cost of that work ranged from $500,000 to $3.5 million. While the longer time and 
higher cost figures are clearly for products that pose formulation difficulties, they do 
highlight the need to adjust requirements and time schedules to the realities of individual 
medical compounds. 

The Proposed Rule is Inconsistent with International Requirements 

Contrary to the approach of the Proposed Rule, which could potentially delay 
approval of important drugs in the adult population if a sponsor did not conduct a 
concurrent pediatric study program, or commit to a post-approval pediatric study 
program, the Agency should follow the lead of the regulatory agencies in other regions. 
For example, the European Committee for Proprietary Medicinal Products (CPMP), in 
their "Clinical Investigation of Medicinal Products in Children," makes several· 
statements about the timing ofpediatric studies but clearly states that, "Clinical trials in 
children will usually follow completion of adult Phase III trials." In addition, the CPMP 
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document establishes different age categories for testing from the categories FDA, 
presents in the Proposed Rule. This difference could force sponsors engaged in global 
drug development to conduct duplicative studies, unnecessarily exposing additional 
children to test products. 

Likewise, in Canada, for drugs with an adl;llt use, the presumptIon is that clinical 
testing will occur after the development of evidence of safety and effectiveness in adults. 
The 1997 draft guideline states that: " 

For therapeutic products under development where it is anticipated that 
children of various age categories may use the product, the emollment of 
children may proceed in late Phase III clinical trials, following the 
documentation of substantial evidence of safety and efficacy in adult 
patients. By this stage it is expected that all preclinical toxicologic studies 
would be completed.3 

In Japan, a guideline issued by the Ministry of Health and Welfare in 1992 directs 
•

that, in general, studies in children should be excluded from Phase I and Phase II trials. 
In addition, when clinical trials are to be conducted in children, the trials should begin 
with older children and then be extended to younger children and infants. The exception, 
of course, is for drugs intended to treat a disease occurring only in infants, when they 
would of necessity be the focus of the clinical trials. 

PhRMA recommends that the FDA harmonize all of its pediatric initiatives with 
the Canadian, European, and the Japanese requirements and hold implementation pf the 
Proposed Rule in abeyance until the International'Conference on Harmonization (ICH), 
or other international body, can harmonize pediatric study guidelines globally. 

Incentives Will Accomplish FDA's Goal 

Congress, in the just-passed "Food and Drug Administration Modernization and 
Accountability Act of 1997," has made clear that an incentive approach is the appropriate 
manner to address this issue. The pediatric labeling provision in the "F ood and Drug 
Administration Modernization and Accountability Act of 1997" provides an incentive 
six months of additional market exclusivity - for sponsors that conduct pediatric studies 
requested by the fDA. It also directs the Secretary ofHealth and Human Service~ to 
consult with experts to establish and prioritize a list ofdrugs for which pediatric . 
information is needed. We believe involvement ofPhRMA, the representative of the 

Canadian Department of Health, Therapeutic Products Directorate Guideline: Inclusion of Pediatric 
Subjects in Clinical Trials, "New Therapeutic Products under Development" (August 1997 Draft) at 6. 
3 
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research-based pharmaceutical industry, is essential to the success of this effort. We urge 
the Secretary to convene a group as quickly as possible. 

In addition, PhRMA has grave concern that the "stick" approach reflected in the 
Proposed Rule will in fact be counter-productive and not achieve the goal we mutually 
share. It is conceivable that the rigidity of the Proposed Rule will require another level of 
bureaucracy simply to deal with reasonable deviations from the requirements, such as 
waiver requests. PhRlvIA urges the Agency instead to adopt aflexible approach that 
adapts the Agency's pediatric information goals to the three general classes of products: 
new drugs, already-approved drugs with significant market protection, and off-patent 
drugs, as well as the unique characteristics of each product and each disease. The' 
General Considerations for the Clinical Evaluation of Drugs in Infants and Children, 
published in 1977 by the U.S. Public Health Service, reinforces this posture and states, 
"Flexibility in approach is essential to permit the necessary modification according to the 
nature of the drug and its intended use, and the age of the patient." 

For new drugs, a flexible approach would be characterized by early and frequent 
dialogue between the Agency and the sponsor on pediatric development plans for the 
specific product. The Agency should not withhold approval for adult uses as a 
mechanism to encourage or require. sponsors to conduct pediatric studies. The current 
practice, where the reviewing officer tracks pediatric development plans with the sponsor, 
has been well-received in the pharmaceutical industry and has been an effective tool in 
stimulating pediatric drug development. In an informal survey of PhRlvIA member 
companies, they report that for the large majority of products, the decision to pursue one 
or more pediatric formulations was made during drug development, not after submission 
of the application for an adult indication. Thus, the Agency's success over 'the past three 
years in adding pediatric drug development for new compounds demonstrates the strength 
of a cooperative, not mandatory, approach. 

For already-approved products, the FDA's current approach should be continued 
and strengthened, as authorized by the incentive in the "Food and Drug Administration 
Modernization and Accountability Act of 1997." Resorting to the development of a 
mandatory regulation and, presumably, to the courts to remove a product as misbranded if 
the manufacturer does not submit a supplemental application with pediatric data, or delay 
of approval of a new drug for adult use, is wasteful of resources for industry and the FDA 
and accomplishes little for the children we want to help and protect. The FDA's existing 
rule, however, may need some fme-tuning. In some circumstances, the FDA and the 
drug's sponsor may have different interpretations of the evidence available from the 
medical literature. These different interpretations may explain why the FDA did not 
receive as many supplemental applications to add pediatric use information to product 
labeling as the Agency anticipated. It is not clear what the .FDA would do if its reviewers 
concluded that the medical literature did, and the sponsor concluded that the literature did 
not, support pediatric use labeling. Product liability concerns might lead the sponsor to 
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err on the side of caution in proposing to add pediatric use information. On the other 
hand, the results ofan informal survey of PhRMA member companies may illustrate the 
other side of this complex situation. At least three companies have had one or mor,e 
pediatric supplements rejected by the FDA. 

Because of the differences in circumstances for already-approved products with 
and without significant remaining patent or market exclusivity protection, the FDA will 
need to apply different incentives and approaches to develop pediatric labeling. For off
patent products, the FDA will need to work with multiple groups to facilitate 
development of pediatric use information. Below, PhRMA proposes one alternative. 

Appropriate incentives are more likely to achieve our common goaL We 
encourage FDA to be as creative in stimulating sponsors through appropriate incentives 
as the Agency has in times past been in relying on the threat of punishment. Incentives 
might include increased product exclusivity, the promise of shorter review times for 
pediatric supplements, or the granting of priority review status for the adult NDA 
application when the pediatric studies/plans meet the FDA's criteria. Exemption from 
User Fees for pediatric supplements, as noted in the Proposed Rule, is also an appropriate 
~~. I 

The FDA notes at page 43903 of its Proposed Rule that it already has authority to 
provide incentives to manufacturers that seek approval for labeling for pediatric uses. 
These incentives include 3 years of market exclusivity under sections 505(c)(3)(D)(iii) 
and G)(4)(D)(iv) of the Food, Drug, and Cosmetic Act (FDCA), 21 USC §§ 355(c) 
(3)(D)(iii) and G)(4)(D)(iv), and 7 years of exclusivity under the Orphan Drug 
Amendments, FDCA § 527, 21 USC § 366cc. PhRMA recommends that the Agency 
consider creative ways to use its existing incentives to encourage manufacturers of 
approved products to submit supplemental applications for pediatric labeling, as I 

appropriate for particular drugs, and to encourage manufacturers submitting New: Drug 
Applications to work with the Agency to determine whether, when, and how to collect the 
information to support pediatric labeling. 

An Alternative for Off-Patent Products 

For new products under development, the FDA has a close working relationship 
and can provide incentives for sponsors to conduct pediatric studies to gain pediatric 
labeling. In contrast, for marketed products that are offpatent, the original sponsor's 
financial resources and incentives for additional investment have been diminished by 
generic competitIon. As a result, the incentives available to the Agency are more limited. 
PhRMA suggests a multi-step process. The American Academy ofPediatrics can assist 
the Agency in developing a list of such drugs for which the pediatric communitY, feels 
additional dosing information is important. The federally funded Pediatric Phaqnacology 
Research Units (PPRUs) of the National Institutes of Child Health and Development 
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(NICHD) would be the logical resource to address this list and find creative ways td 
develop, or assist others to develop, the information needed. PhRMA stands ready to 
work with the FDA, the American Academy ofPediatrics and the PPRUs to develop the 
list ofpriority drugs and to find ways to ensure that the necessary information is collected 
to expand the drugs' labeling to include information about pediatric uses. ' 

Such an alternative may be especially important because a mandate in'a final rule 
that sponsors of already-approved products develop pediatric use information would 
impose an enormous start-up burden on researchers and clinical trial faci1ities~ While the 
Proposed Rule at 43911, in the discussion ofcost estimates, projects that only two 
already-approved drugs per year would require additional data, the Proposed Rule does 
not note how the Agency identified that number or how the Agency intends to identify 
the specific already-approved products each year that would require additional data: 

An Appeal Mechanism Would Facilitate Agency-Sponsor Communication 

The FDA's 1994 rule and the "Pediatric Plan" direct sponsors and the FDA ito 
discuss the possibility of pediatric uses, and pediatric studies, at various steps in the drug 
development process. The 1994 rule and the "Food and Drug Administration 
Modernization and Accountability Act of 1997" provide incentives for sponsors to : 
conduct pediatric studies and seek supplemental approval for labeling changes to include 
pediatric uses for already-approved products. In all of these situations, sponsors and the 
FDA are working to develop pediatric use information. However, sponsors may 
encounter problems on the way to that goal, such as difficulties in deVeloping pediatric 
formulations. We can also anticipate that sponsors and FDA staff will sometimes 
disagree about the nature or importance of those problems. When such disagreements 
occur, they can most readily be resolved if the Agency has an appeal mechanism through 
which they can routinely be addressed. 

PhRMA recommends that the FDA ensure that a mechanism exists by' which 
sponsors can appeal reviewers' decisions arising from efforts to implement th.e pediatric 
labeling goals. Arguably, the appeal should not be to the FDA staff member's supervisor, 
but to a group with a broader view, a group that understands the general need for pediatric 
use information, the specific need for pediatric use information for the compound (i.e., 
whether this represents a new treatment for an untreated condition or simply another 
treatment option), and the difficulties inherent in developing pediatric use information. 
An appeal mechanism involving a group with a broader view ofpediatric uses of drugs 
would also allow for consistency in application of appeal criteria across reviewing 
divisions. In light of the confidential nature of the communications between the Agency 
and the sponsor of a new compound, the appeal mechanism must be structured to protect 
the sponsor's confidential information. Alternatively, the FDA could apply the ch~n-of
command appeal mechanism already established in its general operating procedures. See 
21 CFR § 314.103. 
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While an appeal mechanism would add to the Agency's workload, PhRMA' 
anticipates that a limited number of appeals would be filed and that resolution of the first 
few appeals would provide guidance to the Agency and the industry, further limiting the 
number of instances where the Agency and the sponsor disagree about the need for 
pediatric studies. 

PhRMA offers to work with the FDA to develop alterriatives for such an appeal 
mechanism. 

FDA Lacks Legal Authoritv to Impose a Mandate for Pediatric Labeling 

PhRMA questions, as do many others, whether FDA has the legal authority to 
require a sponsor to study and label a medicine for any age group, or for any indication, 
for which the sponsor does not choose to market the product. Despite the FDA's 
references to various sections of the FDCA, the FDCA does not authorize the FDA to 
require that manufacturers conduct pediatric studies either for new compounds or f~r 
drugs already on the market. 

· Indeed, an individual thoroughly knowledgeable about the FDCA, former 
Commissioner Kessler, explicitly acknowledged that the FDA does not have the authority 
to require sponsors of new drug applications to include pediatric uses in proposed 
labelirig. 

, Despite the ardent desire of the FDA to increase pediatric indications, I 
· need to acknowledge the limits of FDA's authority. It is our job to review 
drug applications for the indications suggested by the manufacturer. We 

· do not have the authority to require manufacturers to seek approval for 
indications which they have not studied .... Thus,· as a matter of law, if an 

· application contains indications only for adults, we're stuck.4 

Dr. Kessler's statement represents a consistent position for the Agency. As far back as 
1967 the FDA said: 

· It should be noted that the burden of proving the safety and effectiveness 
· of a new drug - or of new uses of an already approved drug - rests on the 
manufacturer. It is the manufacturer who chooses the indications to be 
investigated and determines the dosage level for which he will seek FDA 

· approvaL It is the duty of the Food and Drug Administration under the 

Remarks by David A. Kessler, M.D., at the Annual Meeting of the American Academy ofPediatrics 
(October 14, 1992) at 1. 
4 
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law to decide that proposed usages and levels are both safe and effective, 
based on the data submitted by the manufacturer.5 

As to new drugs, the FDCA provides only for Agency reviews of applications 
filed by industry. The FDCA requires the FDA to determine whether a drug is safe and 
effective for the use(s) that the manufacturer proposes in the labeling that the 
manufacturer submits with the application. FDCA § 505(b)(1), 21 USC § 355(b). The 
FDCA does not authorize the FDA to require manufacturers t6 submit proposed labeling, 
and therefore to conduct studies of the compound's safety and effectiveness, for uses not 
selected by the manufacturer. 

As authority for this Proposed Rule as applied to new drug applications, the FDA 
cites its authority to prohibit misleading product labeling. The FDA then asserts that a 
new drug's label would be misleading if it did not include material information abput the 
drug's use under "customary or usual" conditions of use. It is not clear how the Agency 
proposes to know a drug's customary and usual conditions of use before a drug is legally 
marketed. The manufacturer knows the uses for which it intends to market the product, 
because the manufacturer has identified those uses in its proposed labeling. The : 
manufacturer does not know - indeed, is not able to know - what uses may, over time, 
become "customary and usual" within some portion of the medical profession. 

As to already-approved drugs, the FDCA authorizes the FDA to take action 
against a product when its labeling is false or misleading. In this Proposed Rule the FDA 
defines "misleading" to include the absence of material information about both labeled 
uses (uses intended by the manufacturer) and customary and usual conditions of use 
("off-label" uses, according to the FDA). The Agency argues that if the manufacturer 
knows of an off-label use of its product, the manufacturer h~ an obligation to provide 
adequate directions for that off-label use. But this argument would encompass much 
more than pediatric uses, because manufacturers may learn of a variety of off-label uses, 
ranging from use by a single physician to use throughout a me4ical specialty. 

The Agency clearly can't require that manufacturers conduct studies of all off
label uses they become aware of, just because those uses are customary and usual within 
some group of physicians. The FDA does not have the authority to restrict physicians to 
the uses approved by the FDA and developments in medical treatments occur wh,en 
physicians try varied treatments. Even with unlimited resources, manufacturers can't 

. study all the varied uses that physicians might make ofprescription drug products. And 
resources are not unlimited. Such a requirement would force manufacturers to divert 

~ The next statement reiterates the point: "Thus, when a new.drug passes into the hands of the physician, 
the package insert information he receives is based on data the manufacturer has submitted to the Food and 
Drug Administration as his proof that the drug is safe and effective in the uses for which the manufacturer 
wishes to market the drug." John Jennings, M.D., "The Rx Label: Basis for all Prescribing Information," 1 
FDA Papers 15-16 (November 1967). . 
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resources for vital research and development programs into studies of off-label uses; even 
when the uses encompassed by the original research and development program might be 
particularly promising for the treatment of life~threatening diseases. 

The FDA also asserts that, because the FDCA grants it authority to issue 
regulations for the efficient enforcement of the Act, the Agency has authority to impose 
on a drug's. manufacturer new requirements for studies for uses not intended by the· 
manufacturer. PhRJ.\1A notes that this argument would vastly expand the Agency's' 
authority; the Agency's grant of authority to enforce the FDCA does not include a grant 
of authority to enforce requirements beyond those imposed by the FDCA ' 

Specific Comments (Section headings are copied from the Proposed Rule, with citation 
to page numbers.) 

III. Results of Actions to Date and Need for Additional Steps (pg. 43902) 

"...comment on whether there are other ways to assure that manufacturers 
reliably conduct pre- or post-approval studies in pediatric patients." (pg. 43902) 

PhRMA questions whether the FDA is encountering problems with manufacturers 
conducting agreed-upon studies, either before or after the FDA has approved a product 
for use in adults. The Proposed Rule asks for assistance:on assuring that manufacturers 
comply but does not describe the Agency's present experience with manufacturers; 
compliance. 

The most effective way to assure that manufacturers reliably conduct appropriate 
pediatric studies is for the Agency to continue its present policy of working individually 
and flexibly with sponsors throughout the drug development process. In addition, it 
would be helpful if the Agency narrowed the focus of its efforts to classes of drugs where 
there is a more urgent need for pediatric dosing data. PhRMA recommends that the FDA 
convene an Advisory Committee, as recommended by the witnesses at the October 27 
FDA-AAP public hearing. We note that the provision of incentives in the form of 
increased product exclusivity, priority review for drugs with a compelling need for 
pediatric information, and waiver of user fees will assistin achieving the goal underlying 
the Proposed Rule, more extensive pediatric use information for more prescription drugs. 

PhRMA recommends that FDA substitute for the Proposed Rule a more flexible 
approach under which it would work with each NDA sponsor to develop an acceptable 
plan for clinical trials, if warranted, and provide incentives for development of data to 
support supplemental NDAs for marketed products. Once the Agency and the sponsor 
agree that such studies are worthwhile, the Agency could follow the progress of the 
pediatric clinical trials as part of the Agency's Phase IV tracking program. 
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V. 	 Description of Proposed Rule (pg. 43902) 

A. 	 Scope (pg. 43903) 

" ...comment on whether the requirement should apply more broadly, e'.g., to 
applications for minor chemical variations of approved products, new indications, 
new dosage forms or new routes of administration ..• " (pg. 43903) 

New routes of administration and new dosage forms will necessitate supportive 
bioequivalence data, as they do now. It may be particularly important to consider 
pediatric studies when a new formulation is developed that would be uniquely suited to 
children, such as a chewable tablet or a liquid that contains no alcohol. 

Other than those situations, the Proposed Rule should not be applied to minor 
changes in approved products. It would be a waste of FDA resources to review and the 
pharmaceutical industry's resources to prepare and submit supplemental applications if 
the Agency were to apply a rigid policy to all minor changes. Because many changes 
would apply in the same manner to adult and pediatric uses, flexibility is essential when 
dealing with minor changes to approved products. 

B; 	Not-Yet-Marketed Drug and Biological Products (pg. 43903) 

3. 	 Sections 314.S0(g){2), 314.81{b){2){vii), and 601.27{b) - Deferred 
, Submission and Postmarketing Reports (pg. 43904) 

":.. the circumstances in which FDA should permit deferral." (pg. 43904) 

A variety of factors make it inappropriate and unreasonable to delay drug development or 
approval for adults until pediatric labeling could be approved concurrently. These factors 
include: 

• 	 The pediatric population with a specific disease may be quite small in comparison to 
the adult cohort for whom the drug is intended - so small that enrollment and 
completion of the pediatric trial cannot be accomplished in parallel with the adult 
program. 

• 	 If the natural course of the adult and pediatric disease are sufficiently different, it 
may be impossible for the pediatric and adult study programs to progress at the same 
pace. 



Dockets Management Branch 
Docket No. 97N-O 165 
November 13, 1997 
page 17 

• 	 There are drugs for which analytic tools and clinical methodologies cannot be easily 
adapted to the pediatric population. 

• 	 The development of drugs which have complex pharmacokinetic properties (e.g., 
nonlinear properties) in adults will usually have to progress more slowly in pediatric 
patients. For example, if the pharmacokinetic properties of a compound are 
nonlinear, it is not possible to extrapolate from the adult dose range information to 
determine doses for pediatric age groups. 

• 	 There are drugs for which the scope and nature of nonc1inical studies only support 

clinical studies in adults. 


• 	 Because of the difficulties in development ofpediatric formulations for some 
compounds, the degree of need for pediatric information about a drug should be 
reviewed when two or more attempts to develop a satisfactory pediatric formul~tion 
have been unsuccessful. 

• 	 There are drugs for which unique drug-drug or drug-food interactions (e.g., dnig

milk interactions) in the pediatric popUlation confound the drug development 

process. 


" ... comment on factors that should be considered in determining whether a 
product is among those that should be studied in adults before children." (pg. ' 
43904) 

Unless there is compelling evidence to the contrary, studies in children shoUld 
always be deferred until reasonable evidence of safety and efficacy of the test agent in 
adults has been established. This principal of graduated risk means that, by and large, 
pediatric studies will not be initiated until the end of adult Phase II or Phase III studies. 
The exceptions would be: 

• 	 Where the disease in children is life-threatening and alternative therapy is lacking. 

• 	 Drugs developed specifically for the treatment of diseases in children, or primarily 

for pediatrics but with a limited adult use as well. 


• 	 Drugs intended for both adult and pediatric use and without major safety limitations, 
e.g., topical anesthetics, certain anti-infective drugs. 

• 	 Drugs in classes that are already well-studied in children. 

• 	 Drugs for which a large amount of off-label use is anticipated. 

I 
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" ...comment on the types of evidence FDA should examine to ensure that 

deferred studies are carried out in a timely fashion." (pg. 43904) 


If the FDA institutes an adequate tracking system for the progress of pediatric 
studies and continues to meet periodically with the sponsor to discuss the progress of the 
pediatric program, the Agency will have adequate assurance that deferred studies <;lIe 
being carried out in a timely fashion. There is neither need;nor rationale, for 'new rules 
in this area. An initial discussion of whether the sponsor has plans for pediatric studies 
should be included in the pre-IND meeting. The clinical development plan within an 
IND should contain a statement of whether, and when, the sponsor will consider the 
possibility of pediatric uses, formulations, doses, and whether PKlPD studies or ~ore 
extensive clinical trials are needed for pediatric populations. There should be a progress 
report on initial activities, such as formulation, at the End-of-Phase II meeting and, if 
appropriate, further discussions between the Agency and the sponsor on the need to 
conduct pediatric studies. 

4. Sections 314.50(g)(3) and 610.27(c) --Waivers (pg. 43904) 

" ...comment on the proposed grounds for waiving the pediatric study 
requirement and whether additional grounds may exist,such as whether cost should 
justify waiver of the pediatric study requirement." (pg. 43905) 

The FDA proposes to create considerable unnecessary work as well as,. the 
potential for conflicts with sponsors by creating a situation in which the Agency 
mandates pediatric studies and then must be the arbiter of numerous waiver requests. 
Certainly there is justification for a waiver if the pediatric formulation problems are 
extensive; if the cost of the pediatric studies is prohibitive; if the proposed studies expose 
the sponsor to excessive liability; if there are unique safety risks in children; and if-the 
compound is novel and lacks a body of evidence on safety. FDA should not place itself 
in the position of making a cost jUdgment about specific drug products, except for the 
larger costlbenefit analysis of weighing the adverse impact in the adult population fUld to 
the public health at large if a drug approval benefiting the adult popUlation is delayed in 
deference to a limited pediatric use. Market incentives will drive the pharmaceuticill 
industry to pursue pediatric studies and will obviate the need for Agency involvement in 
this area, other than to monitor progress. 

If the FDA proceeds with a waiver system, the amount of work required by' 
manufacturers and the Agency would be decreased if the Agency were to identify 
diseases that are not likely to occur in children, Le., prostate cancer, or classes of drugs 
not likely to be used in children, and grant blanket waivers for those drugs. Such a: 
blanket waiver would, ofcourse, need to include an exception process when the Agency 
determined, as the drug moved through the development process, that the evidence' 
indicated that the drug might be useful to treat a disease that occurs in children. 
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PhRMA recommends that the FDA not devote resources to creation of a system 
for waivers, which would require staff, development of regulations or, at a minimum, a 
guidance, and operation of a submission tracking system. Those resources could more 
productively be spent reviewing supplemental applications for pediatric labeling for, 
approve4 products. 

" .... comment on defining the term 'meaningful therapeutic benefit.'" (pg. 
43905) 

FDA has already defined this term in the Accelerated Approval Regulations, 21 
CFR § 314 Subpart H. The reality is that a "meaningful therapeutic benefit" must be the 
decision of the sponsor. In today's costly drug development environment, and in an 
intensely competitive marketplace, the anticipation that a compound will provide a • 
"meaningful therapeutic benefit" is an important factor in the decision to proceed with 
product development. Compounds that might provide a "meaningful therapeutic benefit" 
are the only ones that have a chance for success. In the final analysis, however, health 
care providers should be the arbiters of the therapeutic benefit of a particular compound. 
Only after the product is on the market, and sometimes only after the product has been 
available, and used, for a period oftime, is it possible to determine whether the 
compound actually provides a "meaningful therapeutic benefit." The Agency is ill~ 
advised to establish itself as the arbiter on this issue at any time in the life of a drug. 
product,'but especially not at a time when information from the drug's use by health care 
providers is not yet available. 

" ...comment on wHat should be considered a 'substantial number' of 
pediatric patients." (pg. 43905) 

fDA's logic is unsound in its approach to defining a "substantial number" of 
pediatric patients. Drug development for a disease with a patient population of200,000 
or less, but of the entire US :population, is eligible for "orphan" status in an FDA review. 
Development of an orphan product is the choice of the sponsor. In the area of pediatrics, . 
FDA ha·s "tentatively concluded that 100,000 or more prescriptions or uses per year;in all 
pediatric age groups would be considered a substantial number." In many disease states 
there is the possibility that a prescription may have one or more refills within a year; s 
time. For example, a patient using an asthma drug may receive several prescriptions 
during the course of the year. Because the FDA used data that is several steps removed 
from the number ofpatients using the drug per year, the FDA's proposal may be ba~ed on 
inflated estimates for its suggested number of 100,000 prescriptions per year. This means 
that the population deemed to constitute "substantial use," and for which studies and 
labeling will be mandatory by regulation, is less than halfof that in which the sponsor 
might seek orphan drug status for elective development. Even though the total universe 
of children in the US is smaller than the universe of people in the US, it makes no sense 
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to use a smaller group for purposes of mandatory pediatric testing than is used for' 
application of the incentives for orphan drug development. 

As an alternative to regulating the process through specific numbers and rigid 
criteria, PhRMA urges the Agency to work collaboratively with the American Academy 
of Pediatrics Committee on Drugs to delineate when clinical testing in pediatric p*tients 
is needed, and with the product sponsor on how these goals will be best achieved.; 

" ...comment on these methods of assessing expected pediatric exposure and 
on the specific numerical threshold suggested." (pg. 43905) 

See comments immediately above. 

"...comment on whether it (FDA) should codify its authority to require the 
manufacturers of marketed drugs to conduct pediatric studies, and if so, the 
circumstances under which the agency should exercise that authority." (pg. 43905) 

PhRMA believes that the FDA cannot codifY its authority to require pediatric 
studies, because, as discussed in the general comments, the Agency lacks such authority. 
The evidence is that the FDA, through its recent increased emphasis on pediatric studies, 
has already stimulated a significant increase in the number ofpediatric pharmaceutical 
development programs planned and in progress within the pharmaceutical industry. 
Furthermore, the FDA already has at its disposal adequate means to encourage sponsors 
to initiate a pediatric development program, when one is indicated. 

" ... comment on the proposed grounds for waiving the pediatric study 
requirement for already marketed drugs and biological products and whether 
additional grounds may exist, such as whether cost should justify waiver of the 
pediatric study requirement." (pg. 43905) 

Physicians caring for children use relatively few ofthe hundreds of drugs and 
biologics currently marketed. The FDA should appoint an Advisory Committee, 
inCluding representatives of the Academy of Pediatrics Committee on Drugs, to identify 
those marketed products that require additional pediatric information and should then 
engage the Pediatric Pharmacology Research Units sponsored by the National Institutes 
of Child Health and Development to develop the required information. Under this 
approach, a waiver for all other products would not be necessary. 

There is no incentive for the originating sponsor ofa marketed product wliose 
patent life is limited or gone to expend resources on additional studies. For drugs near 
the end of their patent life, patent extension, as in the case oforphan drugs, might be an 
alternate approach that provides an incentive for sponsors to do the requisite studies. If 
the Agency were interested in exploring such an incentive, PhRMA would be happy to 
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meet with the Agency to consider legislative options, recognizing that the FDA does not 
have the delegated authority to grant patent extensions. 

As previously noted, the FDA should not place itself in the position of having to 
make cost decisions to grant a waiver. 

" •.. defining the term "very significant illness." (pg. 43906) 

There is no satisfactory definition of the term "very significant illness," fro,m 
either a personal or a regulatory perspective. It could conceivably be defined by number 
of patients, by number of prescriptions, by length of illness, by potential threat to life, by 
rate of increase of the disease in the general population, or some combination of these and 
other factors. Ultimately, no definition will be completely satisfactory and dialogue with 
the product sponsor, rather than definition of the term, will be a more productive 
approach. 

D. Studies in Different Pediatric Age Groups (pg. 43906) 

" ...comment on the issues raised by requiring studies in this age group . 
(neonates and young infants)." (pg. 43906) 

The Agency must realize that the vast majority of drug use in the premature and 
the neonate populations is for disease processes not easily extrapolated from the adult 
indication, or even from the disease as it exists in older children. Very little neonatal use 
of drugs will fit within this Proposed Rule. If the goal is to include use information for 
these very young infants and neonates in product labeling; other approaches need to be 
developed. 

Age ranges for PK studies should be based on the application of knowledge of the 
ontogeny of clearance pathways for the drug, not on arbitrary age categories. . , 
Understanding of specific pathways of clearance from in vitro drug metabolism studies 
and studies in adults should be applied to planning PK studies in children. For PD or 
clinical trials, validated end-points and the ability to assess these by age should be . 
determinant of how studies are done, rather than by applying arbitrary age definitions. 
Measures like blood pressure may be easier to assess across ages than measures requiring 
patient participation, such as FEV1. The 1994 rule may be helpful because itallows 
extrapolation ofeffectiveness data from older children, along with PK data, across: 
pediatric age ranges where effectiveness may be more difficult to assess in younger 
children. 

PhRMA is opposed to the exposure of infants and young children to new cnemical 
entities (NCEs), for the same indication as for adults, before adult dose selection, safety 
and effectiveness data enable the manufacturer to make a go/no-go decision for the 
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development of the product. Only in the circumstance where the drug is specifically 
targeted to a pediatric indication (such as surfactant in the newborn), or where the : 
condition being treated is devastating or life threatening and no other therapy exists, 
would exposure of pediatric patients to a new drug, in the absence ofadult dose selection 
and a well-advanced adult development program, be warranted. To do otherwise w~uld 
unnecessarily expose children to a drug with a relatively high chance ofbeing withqut 
benefit to them, or to society as a whole. 

E. Pediatric Formulations (pg. 43906) 

" •.. comment on whether it is appropriate to require a manufacturer to. 

develop a pedia.tric formulation and, if so, the circumstances in which it would. be 

appropriate to impose such a requirement." (pg. 43906) 


Under the American economic system, the government does not determine ~hat 
products a manufacturer must produce and market, and for whom they must be marketed. 
Therefore, the FDA does not have the authority to require a manufacturer to market a 
product for pediatric use. If the Agency were to successfully demonstrate that a I 

significant public health problem exists and that all attempts to develop a voluntary 
solution have failed, then the Agency and other public health agencies could consider 
options that might be available. To date, however, such a situation has not occurred. 
Take the AIDS crisis, for example. Members of the pharmaceutical industry have been 
active since the early days in research and development of drug products. Research: on 
the use of a drug in adults was essential to the development of a drug to prevent the 

. transmission of the virus from mother to fetus, thereby drastically curtailing the inc~dence 
of pediatric AIDS cases. In addition, companies have been working to develop pediatric 
formulations of products approved for adult use. Several of those formulations (e.g!., 
Retrovir, Epivir, Videx, and Ritonavir) have already been approved by the FDA. I 

As previously stated, a flexible FDA approach with ongoing interaction on • 
pediatric issues between sponsor and Agency, and appropriate incentives, will gain: 
requisite pediatric dosing information more rapidly and more successfully than will: rigid 
regulation. . 

" ...comment on the appropriate design and methodology ofsuch 
measurement" (benefit of the final rule). (pg. 43906) 

"(1) Quantify the societal costs ..." (pg. 43906) 
" ... (2) assess the proportion of these costs that would be eliminated by the 

new information that would result from the rule." (pg. 43906) i 

A costlbenefit analysis is an appropriate approach in assessing the value ofanew 
therapy, a new health care program, or a new Proposed Rule. In the pharmaceutical 
industry, however, and in the health care field in general, the costlbenefit analysis is 

I 
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performed before the new intervention is tried. PhRMA strongly urges FDA to an~wer 
these questions before the Agency considers proceeding with this Proposed Rule. 

The FDA should consider the costs to patients waiting for new life-saving 
medicines if finite company research resources are diverted from the search for new 
therapies to conducting pediatric clinical trials for limited, and possibly inappropriate, 
uses of existing products. 

Pediatric patients participating in some of that research would inappropriately be 
exposed to the risks of drug trials when manufacturers make the decision that the clinical 
trial data do not support submission of a New Drug Application, or the FDA makes the 
decision that the data submitted in the New Drug Application do not support approval for . , 

marketing. In addition,the time and attention of medical personnel involved in pediatric 
clinical trials would be diverted from trials involving drugs already on the market, or for 
which there is agreement that the drug will be approved for marketing. In such 
circumstances, the manufacturer's drug development resources would have been diverted 
unnecessarily. 

PhRMA also notes that an additional societal cost, seldom noted in FDA 
calculations, is the increase in Agency staff resources to review the inevitable requests for 
waiver and deferral, as well as the data and the associated submissions in support of 
pediatric labeling of both new and already-approved products, and the associated ' 
potential for delay in review of New Drug Applications for uses in adults. Some portion 
of the FDA's resources would be diverted from review ofpediatric supplements to the 
review of waiver requests. Even if the resources were diverted from something other than 
the review ofpediatric supplements, implementing a mandatory rule and then developing 
a waiver program represents a misallocation of the Agency's resources. 

In addition, part of the costlbenefit assessment must include the cost to industry of 
complying with the Proposed Rule. In the Federal Register notice, the FDA has grossly 
underestimated these costs, as noted in PhRMA's response to OMB on this issue, which 
is attached to this submission. Also included as part of the cost to industry, but which is 
not included in the PhRMA comments to OMB, is the cost of potential liability resulting 
from pediatric clinical trials, especially trials involving compounds that are not 
subsequently approved for marketing to adults. While there have not, to date, been: many 
claims against manufacturers from participants in clinical trials, the FDA's propos~d 
mandate for pediatric clinical trials early in drug development can be anticipated to 
increase the number of claims. 

F. Ethical Issues (pg. 43906) 

"... ethical issues raised by this proposal." (pg. 43907) 
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The American Academy of Pediatrics Guidelines for the Ethical Conduct of 
Studies to Evaluate Drugs in Pediatric Populations addresses quite well the major 
concerns surrounding pediatric clinical trials. As previously stated, introduction of,NCEs 
to children, without substantial safety and effectiveness data in adults, is in many 
instances not ethical and may preclude the possibility of manufacturers conducting ;the 
simultaneous drug development programs set forth in the Proposed Rule. 

G. Remedies (pg. 43907) 

" ...comment on appropriate remedies for failure to conduct a required 
pediatric study and the circumstances, if any, in which the agency should deny or 
withdraw approval of a drug product." (pg. 43907) 

PhRMA agrees with the FDA proposal to require sponsors to file informati~n 
pertinent to pediatric studies and pediatric labeling changes in the annual report. 
Accumulation of this information, along with an adequate tracking system within the 
FDA to follow the progress ofpediatric studies and labeling claims, could preclude the 
need to finalize this Proposed Rule. 

In reality, as the Agency noted in the Federal Register notice, FDA currently has 
adequate authority to take action against approved products as "misbranded" if the· 
Agency genuinely believes that lack ofpediatric information in the label misbrands the 
product. PhRMA disagrees, however, that the absence of pediatric use information: 
causes a drug product to be misbranded. 

VII. Implementation Plan (pg. 43908) 

" ...comment on the proposed effective date and proposed compliance ~ate." 
(pg.43909) 

Pending NDAs should be granted a full waiver and should be treated as marketed 
products under the Proposed Rule. When the Agency proposes a compliance date of 15 
months for new product applications submitted on or after the effective date of the Final 
Rule, the FDA needs to clearly state what constitutes "compliance." If compliance is the 
initiation of discussion with FDA concerning the sponsor's proposed pediatric plari, 15 
months is adequate. If compliance means completion of the p'ediatric studies, 15 months 
will usually be inadequate. If compliance means completion of pediatric studies an;d 
completion of the Agency's review of the supplemental application, 15 months will 
almost always be inadequate. The special difficulties of pediatric clinical trials militate 
against any regulation designed to force manufacturers to conduct and analyze such 
studies under arbitrary time deadlines. It is certainly not in the interest of children that 
manufacturers rush through clinical studies involving children to meet an arbitrary . 
deadline established by the regulatory agency that purports to be protecting children. 
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X. Analysis of Impacts (pg. 43909) 

c. 	Cost of Studies (pg. 43911) 

"...comment on the estimate that four new formulations would be required 
per year." (pg. 43911) , 

The estimate that only four drugs per year will require new formulations is 
difficult to understand. The FDA example at 43911 focuses on 14 new drugs per year 
with some potential pediatric use that were available only in tablet or capsule form at the 
time of approval. Manufacturers of 4 of these 14 new drugs have since developed 
suspensions and FDA concludes that, "It seems reasonable, therefore, to assume that, of 
the 14 new drugs per year estimated to require additional pediatric research, about 4 
might require new formulations." The Agency's assumption implies that the other 10 
drugs will not require reformulation but can be studied in children in tablet or capsule 
form. This seems highly unlikely. 

The study of drugs and biologics in children normally requires pediatric , 
formulatioris, and often more than one formulation. Some companies have spent millions 
of dollars in the pursuit of a single pediatric formulation and some have given up ,the 
pursuit after mUltiple efforts to develop a pediatric formulation have failed. As Dr. 
Clemente noted in his statement to the October 27 FDA-AAP public hearing, the ,task of 
developing a new formulation is time-consuming, expensive, often frustrating, and may , 
require unique skills and knowledge. The FDA estimate of four new formulations per 
year reflects a misunderstanding ofeither the reasons for the need for pediatric 
formulations or the problems involved in pediatric formulation work. ' 

D. 	Other Impacts (pg. 43912) 

" .. :comment on the best means to obtain adequate and timely pediatric 
information without slowing the process for bringing new drugs to market." 
(pg.43912) 

The best means to obtain adequate and timely pediatric information without 
slowing the process for bringing new drugs to market is to: 

1. 	 Work closely with the sponsor from the start of the drug or biologic developt:nent 
process to ascertain (1) if there is a reasonable expectation that this product vyill have 
extensive use among children, (2) what type ofpediatric study program will be 
needed, and (3) how and when the pediatric formulations and studies and resultant 
labeling will be accomplished. 



Dockets Management Branch 
Docket No. 97N-0165 
November 13, 1997 
page 26 

2. 	 Be flexible in crafting a pediatric study program that recognizes the unique aspects of 
the drug or biologic and the pediatric age continuum. 

3. 	 Monitor the study program's progress and inform sponsors ifprogress is lagging. 

4. 	 Stimulate sponsors to comply through tangible incentives that help off-set the 
considerable expense of pediatric testing, e.g., expedited review of the adult NDA, 
patent extension, market exclusivity, and relief from user fees. 

Summary 

In evaluating the Proposed Rule, PhRMA urges the FDA to consider carefully the 
following: 

• 	 The FDA's emphasis on pediatrics, resulting from the December 1994 rule and from 
the Agency's current practice, has, in fact, successfully increased the industry's drug 
and biologic development for children. The Proposed Rule is unnecessary. 

• 	 A flexible Agency approach, combined with newly-enacted market exclusivity :md 
other incentives, will best achieve the goal of improving the information available to 
those who care for children. ' 

• 	 PhRMA urges the FDA to retain the principle of graduated risk, which requires that 
manufacturers not expose pediatric patients to clinical trial risks, for drugs to be'used 
in adults, until adequate information has been developed about safety in adults. 

• 	 The timing ofpediatric studies must not be mandated but, as with the provision just 
passed by Congress, developed cooperatively between the sponsor and the FDA. 
Timing will depend on multiple factors, including the nature of the disease in adults 
and children, its seriousness, the availability and effectiveness ofother treatment 
options, and the difficulties in developing a pediatric formulation and designing. 
pediatric clinical trials. 

• 	 The proposal to force a sponsor to study drug usage in populations as small as 
100,000 prescription uses sets a dangerous precedent potentially damaging to the 
public health by diverting significantresearch resources away from drug research that 
is more beneficial to the general public. 

• 	 Pediatric studies and pediatric formulations may be, and often are, technological~y 
difficult, time consuming and expensive. The FDA cost estimates are grossly 
inadequate and misleading. PhRMA urges the FDA to consider carefully the 
conclusions of the formulation workshop scheduled for 1998 to address problems 
associated with pediatric formulations of medical compounds. 
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• 	 Any FDA actions involving pediatric labeling, including a Final Rule if the Agency 
decides to proceed with one, should be hannonized with pediatric study requirements 
internationally and allow for the continued increase of sponsors' voluntary pediatric 
programs. 

• 	 The Agency should accept the unanimous recommendation of speakers at the Gctober 
27 FDA-AAP hearing of the pediatric labeling Proposed Rule and convene an I 

advisory group of parents, the American Academy of Pediatricians, the Pediatric 
Phannacology Research Units funded by the National Institutes of Child Health and 
Development, the phannaceutical industry, and the FDA to identify the specific 
diseases for which pediatric medicines are especially needed and those already,
approved drugs for which pediatric studies are needed. PhRMA offers to assist the 
FDA in any way we can to convene such a meeting as soon as possible. 

• 	 PhRlvlA doubts that the FDA has the legal authority to mandate that sponsors ~onduct 
clinical trials or seek approval of labeling for indications or population subgroups 
beyond those proposed by the sponsor in the New Drug Application. 

* * * * * ** 

PhRMA appreciates the opportunity to comment on this important Proposed Rule 
and is eager to work with the Agency toward the goal of improved health for all citizens, 
children and adults. 

Enclosure 
John D. Siegfried, M.D., PhRMA letter to GMB, dated 
September 15, 1997 



John D. Siegfried, M.D. 
OEP\JTY VICE PIlESIOENT 


REaU!.AlOR'f AND SCIENTlI'1C AfFAIRS 


September 15, 1997 

Office of Information and Regulatory Affairs 

OMB 

New Executive Office Bldg. 

725 17th Street", N.W., Room 10235 

Washington, D.C. 20503 

Attn: Desk Officer for FDA 


RE: 	 FDA Proposed Rule "Requiring Manufacturers to Assess Safety and 
Effectiveness of New Drugs and Biological Products in Pediatric Patients," 62 . 
Fed. Reg. 43900 (August 15, 1997) 

Dear OMB Desk Officer for FDA: 

The Food and Drug Administration (FDA) has published a proposed r~le that 
would require manufacturers to conduct, and report to the FDA, studies of the safety 
and effectiveness of drugs in pediatric populations. 62 Fed. Reg. 43900 (August 15, 
1997). In that proposed rule, the FDA sets forth its estimates of the annual burden of 
the reporting requirements on manufacturers. Id. at 43909. The Pharmaceutical 
Research and Manufacturers of America (PhRMA) is pleased to submit these 
comments on the FDA's estimates of the reporting burden that would be imposed by 
this rule, if it were promulgated as proposed. 

These comments relate to the FDA's estimates of the annual reporting burden, 
as required by the Paperwork Reduction Act of 1995. PhRMA will provide cqmments 
on the substance of the FDA's proposed rule to the FDA within the 90-day cqmment 
period that the FDA has provided. 

While the 30-day comment period to OMB has not provided sufficient time for 
PhRMA to conduct more than a very cursory survey of its member companies, PhRMA 
has obtained from some members estimates of the time that would be required to 
complete the annual reports proposed by the FDA. 

, 
The FDA has underestimated the time required to comply with the annual 

reporting requirements. This underestimation of the reporting time affects the Agency's 
estimate of both the burden on manufacturers to submit reports and the burden on the 

. Agency to review and evaluate the information to be submitted. PhRMA urges the 
OMB to direct the FDA, first, to prepare a more accurate estimate of the repo,rting 
burden and, second, to review the level of resources that the Agency would be required 
to allocate to reviewing and making use of the information that would be submitted if 
this proposed rule were to be promulgated as a final rule. 

Pharmaceutical Research andManufacturers ofAmerica 
1100 Fifteenth Street. NW. Washington, DC 20005 • Tel: 202-835-3547 • FAX: 202-835-3597 
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One specific estimate may illustrate the FDA's underestimation of the ~nnual 
burden. The FDA proposes, in § 314.50(d)(7), that each manufacturer submit, as part 
of a New Drug Application, an "integrated summary of the information (the clinical 
pharmacology studies, controlled clinical studies, or uncontrolled clinical studies, or 
other data or information) that is relevant to the safety and effectiveness and benefits 
and risks of the drug in pediatric populations," with references to the full descriptions of 
such studies. The FDA estimates that, each year, 150 maf.lufacturers would submit 
such an integrated summary and that it would require 8 hours for a single cOITrpany to 
compile the summary information. Thus, the annual reporting burden, according to the 
FDA, would require 1,200 hours. 

The FDA assumes that only brief summaries will be needed because full 
descriptions of clinical studies conducted by or for the manufacturer will already have 
been submitted in the New Drug Application (as required by § 314.50(d)(3)) and that all 
other relevant information, i.e., information from one or more searches of the published 
literature, will have been submitted in the New Drug Application (as required by § 
314.50(d)(5)). However, as the manufacturer prepares the New Drug Application, 
specifically the section on possible pediatric use for the drug, if the manufacturer has 
not conducted clinical studies, the manufacturer will have to review and summarize all 
independently-conducted clinical studies published in the medical literature. To follow 
the letter as well as the spirit of the FDA proposed pediatric rule, all of those studies 
would have to be read, evaluated, summarized, and reported, at least for the first such 
annual report following the effective date of the rule. 

One company estimates that, to date for one pediatric reporting project, medical 
staff have spent at least 118 hours reviewing the medical literature and summarizing 
the findings. This represents a 150 percent increase over the FDA's estimate: of time 
required to complete this reporting task. In other words, the FDA's estimate of 1,200 
hours should be increased to approximately 18,000 hours. In addition, the company 
used a contract research firm to find, sort, read, evaluate and summarize the findings 
from a thorough literature search. If the time burden of the contracted work WE3re 
added, the burden could be increased at least ten-fold from the FDA's estima~e. 

The FDA's estimate for the annual reporting burden for other reporting: 
obllgations are equally unrealistic. For example, the FDA proposes that mam~facturers 
submitting New Drug Applications for new molecular entities submit "data ... adequate 
to assess the safety and effectiveness of the drug product for the claimed indications in 
pediatric popUlations." Proposed § 314.50(g)(1). The FDA estimates that 10 
companies per year would be submitting New Drug Applications for new molecular 
entities.. This is another underestimation, even if this number is combined with the 
FDA's estimate of the number of manufacturers requesting deferral of the submission of 
pediatric safety and effectiveness data, proposed § 314.50(g)(2), discussed below. The 
number of New Drug Applications for new molecular entities has increased for each of 
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the past three years, from 22 in 1994, 28 in 1995, to 53 in 1996. Only if the FDA uses 
the lowest number in the 1990s, 22, would its estimate of 19 companies submitting 
pediatric use data or requesting deferral of submission of such data be reasonable. 
Likewise, the FDA has estimated that a single manufacturer would require 16 hours to 
prepare the report of the data supporting the safety and effectiveness of the drug for 
that indication for the pediatric population. But clinical study data, .or data fro'm 
published literature, can't be summarized quickly. Two working days for one:staff 
member may be sufficient for an FDA reviewer to review the summary of the pediatric 
data; it is not sufficient time to create the summary. 

The FDA has proposed that manufacturers submitting New Drug Applications 
could, under some circumstances, request that they be allowed to "defer submission of 
some or all assessments of safety and effectiveness ... until after approval of the drug 
product for use in adults." Proposed § 314.50(g)(2). The FDA estimates that 9 
manufacturers submitting New Drug Applications in any single year will request a 
deferral of the submission of pediatric study data, and that it will take each ' 
manufacturer 8 hours to complete the submission requesting the deferral. Again, this 
may be an unrealistic estimate of the number of manufacturers submitting New Drug 
Applications who will need, for any of several reasons, to requestdeferral of , the 
submission of pediatric data. Likewise, the estimate that a manufacturer could prepare 
a request for a deferral within 8 hours is completely unrealistic. For manufacturers that 
have encountered difficulties in developing an acceptable pediatrip formulation, the task 
of describing the problems encountered in the formulation effort could, by itself, take 
more than one staff working day. 

The FDA's estimates also include annual post-approval reporting, and the 
Agency has substantially underestimated the reporting burden. For example, in § 
314.81 (b)(2)(i), the FDA proposes to require companies marketing approved drugs for 
which pediatric data have not been submitted to the FDA to file pediatric information 
annually for each such drug. The annual report would including ir;tformation about 
"whether new studies in the pediatric population ... have been initiated" and "an 
estimate of patient exposure to the drug product, with special reference to the pediatric 
population." The FDA estimates that 650 such reports would be required a~nually. It 
is hard to determine whether that number represents the number of manufacturers who 
would be required to file such reports (assuming reports would be required of both 
innovator and generic companies) or the number of drugs for which such reports would .. 
be required. If the estimate is for the number of drugs, it might be realistic; PhRMA 
reports that the FDA has approved for marketing approximately 290 new molecular 
entities in the past 11 years. Once again, however, the FDA's estimate of the number 
of staff hours, 1.5, to prepare such a report is unrealistic. Just the collection of 
information about the extent of use of the drug product would require more than 1.5 
hours. While a manufacturer would have information about the number of units of a 
drug shipped to wholesalers, the manufacturer would not routinely have information 
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about how many of those units were dispensed for pediatric use. Thus, the 
manufacturer would have to consult one or more other sources to compile that 
information for reporting to the FDA. 

The FDA has also underestimated the time required for the annual reporting of 

the "analysis of available safety and efficacy data conducted or obtained ... in the 

pediatric population and changes proposed in the label based on this information." § 

314.81 (c). The Agency has estimated that 650 respondents would spend 1.5 rours 

each year preparing such reports. While, as noted above, the number of respondents 

might be accurate, the time estimate is very low. It is completely unrealistic for an 

agency with any claim to scientific expertise to estimate that a staff member could 

summarize the results of safety and effectiveness studies in a pediatric population in 

1.5 hours, let alone report proposed labeling changes based on the summarized 

information within the same 1.5 hours. Even multiplying the FDA's time estimate by 10 

results in an unreasonably low time estimate of 15 hours. 


Because the FDA has both underestimated the number of manufacturers that 
would be required to submit reports in any year under the proposed rule and 
underestimated the time required to prepare such reports, the FDA's estimates of the 
annual reporting burden that would be imposed. by the proposed rule are substantially 
.underestimated. PhRMA urges the OMB to return the proposed rule to the FDA with a 
request that the FDA provide a more realistic estimate of the annual reporting burden. 

The Pharmaceutical Research and Manufacturers of America represents the 
country's leading research-based pharmaceutical and biotechnology companies, which 
are devoted to inventing medicines that allow patients to lead longer, happier, healthier 
and more productive lives. Investing nearly $19 billion a year in discovering and 
developing new medicines, PhRMA companies are leading the way in the sea~ch for 
cures. 

Sincerely, ()- .. 

Q1-h~ ~. -.d1-4: p~
/ J6hn D. Siegfried, M.D. Jt/(
Vi : . 


