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Good Morning. [ am Ralph Kauffman, MD, Professor of Pediatrics and Pharmacology at the
University of Missouri, Kansas City and Director of Medical Research at the Children’s Mercy
Hospital in Kansas City, Missouri. [ am pleased to be here this morning on behalf of the American
Academy of Pediatrics, an organization representing 50,000 pediatricians dedicated to the health,
safety, and well-being of infants, children, adolescents, and young adults. I spent 16 years as either
a member of or consultant to the American Academy of Pediatrics Committee on Drugs, including
four years as Chairman. I should also add that [ currently serve as a member of the Pediatric
Advisory Committee of the US Pharmacopoeia. [ have devoted virtually my entire professional
career to the development of medications for the safe and effective treatment of diseases affecting
infants and children.

A critical issue and a high priority of pediatricians for the past 30 years has been the approval and
labeling of medications for use by infants, children and adolescents. It is shocking to note that few
drugs -- only approximately 20 percent of all drugs marketed in the United States -- have been
labeled for use by infants and children. Eighty percent or more of drugs approved since 1962 have
been approved and labeled for use in adults with a disclaimer in the labehno that they are not
approved for use by children. ¢ rm TH T s T R

Approval of a drug for human use requires proof of efficacy and safety for its specific intended use
in human beings established by well controlled clinical trials. Once approved for specific
indications, the drug is labeled for interstate commerce. The labeling contains the approved
prescribing information including indications. contraindications, precautions, warnings, adverse
reactions, and dosage recommendations.

The Kefauver-Harris amendments to the Food and Drug Act passed in 1962 require that drugs be
demonstrated by well-controlled studies to be effective for their intended uses as well as safe. While
this provision has been applied to approval of drugs for use by adult patients it has not been extended

p use by infants and children in the labeling of a majority of drugs”This is particularly ironic since ™

several key Food and Drug statutes were passed in the aftermath of therapeutic catastrophes ™. =~ =
involving children. The tragic deaths of 107 children from ingestion of elixir of sulfanilamide _ 4. ~~.
brought about the passage of the Federal Food, Drug and Cosmetic Act of 1938, and later the tragic " ~%. - -
malformations of infants caused by maternal use of thalidomide during pregnancy led to the 1962 e
Kefauver amendments to the Act. e Py E
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Lack of pediatric labeling does not mean that the drugs are necessarily harmful, ineffective, or << .. e
contraindicated in children but simply that the clinical trials which satisfy the FDA requirements for =~ .. :
| pdabeling were not conducted in children. Because of this, children have not shared in therapeutic
(tg;ivances to the extent adult patients have nor have they been provided the same protections afforded
adult patients under the 1962 Kefauver-Harris amendments to the Food and Drug statutes. Though
there has been modest progress in the labeling of marketed drugs for pediatric use, it remains
sporadic and incompletely addressed.

Many reasons have been advanced for not studying and labeling drugs for use by children and

adolescents, but the leading issues are regulatory impediments, economic disincentives, and
e
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reluctance on the part of the FDA to make studies in children a requirement for a new drug unless
the primary use of the drug will be in children. With the exception of antibiotics, medications for
fever, vaccines, and a few other therapeutic categories, pediatric use represents a relatively small
segment of the total market for a drug. Companies frequently are reluctant to expend the additional
time and resources to do pediatric studies with little promise of additional market potential.

CHILDREN ARE NOT SIMPLY SMALL ADULTS

It is important to understand why drugs must be studied in children to establish their safe and
effective use in children. In other words, why can’t studies in adults provide sufficient information
for use of a drug in children? No animal model or study in adults adequately predicts the effect of

rugs on children of various ages and stages of development. The dynamics of growth and
maturation of various organs, the changes in metabolism throughout infancy and childhood, changes
in body proportions, and other developmental changes resultin significant differences between
children and adults. As a result, the elimination of drugs from a child's system, the dosage required
and the safety and effectiveness of a pharmacologic agent need to be studied at critical
developmental stages in the pediatric population.

Even within the pediatric population there is great diversity. There may be a need to study the same
drug in several pediatric groups (i.e., neonates, infants, young children and adolescents) in order to
determine drug efficacy, dosing, toxicity, and appropriate formulations for each subpopulation.

OFF-LABEL USES OF DRUGS IN CHILDREN AND ADOLESCENTS

An off-label use, also known as an "unapproved" use of an approved drug, refers to a use that is not
included or that is disclaimed in the approved labeling. It is important to emphasize that
"unapproved use" or "off-label" use does not imply an improper or illegal use. Indeed, this off-label
use may represent the only, or best, treatment available for a specific illness in a child.

As mentioned, only a minority of currently marketed drugs have undergone pediatric clinical trials
and have approved labeling for use in children. These include common antimicrobial agents,
medications for fever, vaccines and some asthma and allergy medications. However, most drugs
used to treat illnesses in children have never been formally tested or approved for pediatric use and
ack even basic dosage recommendations for children in their labeling. These include such routinely
used medications as dopamine (used to treat shock), cisapride (used to treat abnormal regurgitation
\|fof stomach contents in infants and small children), ketorolac (the only available injectable non-
V) "narcotic pain reliever), midazolam (used as a sedative and to treat convulsions), and adenosine (used
L to treat life threatening abnormal heart beats).and the list is much longer.

~ Lack of studies to support labeling of the majority of drugs for use by children places the physician
caring for children in the untenable position of either prescribing without adequate labeling or
denying pediatric patients access to important therapeutic agents. When confronted with this
dilemma the physician invariably elects to prescribe a medication without'adequate pediatric
labeling. As a result, off-label use of medications has, by default, become an established standard
of care for children. From the patient's perspective, infants and children frequently are exposed to
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medications without the benefit of adequate studies to document safety and efficacy or establish
doses appropriate for their age.

A related problem is that medications not approved for use by children are not manufactured in
dosage forms which can be readily administered to children. For example, many medications are
provided in capsule or tablet forms which cannot be swallowed by small children and are not
available in small enough dosage increments to give the proper dose to children.

CHILDREN REMAIN THERAPEUTIC ORPHANS

n a 1994 hearing before the House Subcommittee on Health and the Environment, Sumner J. Yaffe,
M.D., Director of the Center for Research for Mothers and Children at the National Institutes of
ealth, reported that only approximately 20 percent of all drugs marketed in the United States have
ad clinical trials performed in children which satisfy the FDA requirements for being labeled as safe
d effective for use in infants and children. He further reported, “The FDA has suggested that of
the 80 drugs most frequently used to treat newborns and infants in U.S. hospitals, only five are
labeled for use by children. This does not imply that 80 percent of our drugs are contraindicated,
unsafe, or disapproved for use in infants and children. Rather, it means that necessary testing has not
been done to produce the data that would enable the Food and Drug Administration to grant approval
status for specific clinical indications and uses in pediatric populations'.”
Drugs which need to be labeled for pediatric use may be divided into 3 categories based on their
position in the approval process and market place: 1) new drugs in clinical trials, not yet approved
for general marketing; 2)drugs approved for adult use but not labeled for children and still under
patent protection; and 3) drugs labeled for adult but not pediatric use which are off-patent and may
be marketed as generic products by multiple companies. There is at least some potential economic
incentive to include pediatric clinical trials in the premarketing development of new drugs.
However, once a drug is marketed for an adult indication, the economic incentive to do additional
studies to include pediatric labeling is markedly reduced because the drug may be prescribed off
label. In the case of drugs which are off patent, there is absolutely no economic incentive to invest
in studies to expand labeling because a single sponsor can no longer benefit from such an investment
due to lack of exclusivity protection of the drug.

An examination of new molecular entities, which represent the most innovative new medications,
approved by the FDA from 1984 through 1995 showed that approximately 80% of these medications
were approved without labeling for children, although many of them are widely used to treat illness
in children. An AAP survey of the 28 new drugs approved by the FDA in 1995, indicated that only
four have pediatric labeling. The sponsors of 10 have indicated pediatric studies are in progress or
will done in the future, and sponsors of the remaining 14 drugs have indicated studies are not needed,
since it is not likely that those drugs will be used in children. However, several of these 14 drugs
undoubtedly will be used in children. For example, the sponsor of dirithromycin, a new macrolide

*Statement by Summer Y. Jaffe, MD, Director, Center for Research for Mothers and Children, National Institute

of Child Health and Human Development, National Institute of Health, before the Subcommittee on Health and the
Environment, House Committee on Energy and Commerce. February 8, 1994.
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antibiotic approved in 1995, has indicated a pediatric study is not needed or planned although it is
highly likely this antibiotic will be used by physicians to treat infections in children as well as adults.

LACK OF LABELING FOR USE OF DRUGS DURING PREGNANCY AND
LACTATION

Two other disenfranchised populations of patients with respect to drug labeling are women who are
pregnant and those who are breast feeding their infants. Pregnant and lactating women are routinely
excluded from clinical trials of new drugs. Consequently, the labeling for very few drugs includes
definitive information on or an assessment of risks associated with maternal use of the drug. This
impacts the health of children because of the unknown risk to the unborn child and the unknown
effects on the nursing child when the mother uses medication.

FDA EFFORTS AT PEDIATRIC LABELING

In 1979 FDA published regulations pertaining to the specific content and format of prescription drug
labeling that stipulate that pediatric labeling be based on adequate, well-controlled studies involving
children. The intention of these regulations was to encourage drug labeling that would regularly
provide adequate information about the use of drugs in children. However, the result was not more
adequately labeled drugs; rather labels simply state that the drug’s safety and effectiveness in
children have not been established. Eighty percent of the prescription drugs currently marketed in
the United States are labeled with such disclaimers.

In an attempt to remedy this situation the FDA published regulations on December 13, 1994, aimed
at increasing pediatric information in drug labeling and facilitating addition of pediatric indications
to drug labeling. The 1994 regulations recognize several methods of establishing substantial
evidence to support pediatric labeling claims. These include 1) allowing inclusion of published
pediatric information in the labeling and 2) approval of pediatric use based on adult efficacy studies
where the disease for which the drug is to be used is substantially the same in children and adults
thereby allowing pediatric studies to focus on dosing and safety data for children. The regulations
respond to concerns that current prescription drug labeling too often does not contain adequate
information about the uses of drugs in children and are meant to provide the physician with more
complete and useful information when prescribing for children. Though the new regulations have
been in effect for almost two years, it is not yet apparent that they have resulted in any increase in
new drug labeling for children.



RECOMMENDATIONS:

While we commend the efforts of the FDA at internally reforming the agency, we are concerned that
the regulations of December, 1994 meant to encourage the inclusion of pediatric data in FDA-
approved labeling, have failed to achieve their goal. The American Academy of Pediatrics believes
additional steps must be taken to augment the FDA initiatives and supports the following measures
to overcome some of the principal obstacles to labeling medications for children:

- Wy S ey
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AAP recommends that Congress provide the FDA with specific statutory authority and
responsibility to make studies in appropriate pediatric populations a requirement during
clinical trials of each newdrug with potential use by children, unless it is determined by a
panel of experts in pediatric medicine that there will be no use of that drug in children and/or

adolescents.

The Congress should establish an independent panel of experts in pediatric medicine,
composed of experts from the American Academy of Pediatrics, the Pediatric Pharmacology
Research Unit Network, U.S. Pharmacopoeia, as well as other experts in pediatric research
with authority to:

- advise FDA which new drugs would have pediatric applications and the types of
studies required in specific pediatric populations;

- determine the need for studies of specific marketed drugs in the pediatric population;

e
R AT

- advise the FDA on the approvability of specific NDA’s; ’

FDA should establish age definitions for children to be used for regulatory purposes as the
standard throughout the Agency. The AAP recommends the following age breakdown:

- child means a neonate, infant, young child, or adolescent;

- neonate means a child from birth to the age of one month (30 days);

- infant means a child from the age of one month to the age of two years;

- young child means a child from the age of two years to the age of twelve years;

- adolescent means a child front the age of twelve to the age of eighteen years.

The FDA should, in consultation with the independent panel of experts in pediatric

medicine, develop, prioritize and publish from the compendium of already approved and
patented drugs, an initial list of drugs for which pediatric labeling is necessary.

I—._j(‘ ; 6ll

The FDA should be authorized, in consultation with the independent panel of experts in
pediatric medicine, to identify, prioritize, and publish a list of off-patent drugs for which
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pediatric labeling is necessary and be authorized to fund studies required to accomplish
pediatric labeling of those drugs.

. The FDA should develop guidelines for the inclusion of pregnant and/or lactating women
in clinical trials of new drugs and request such studies be performed when there is a high
probability the drug will be used in these populations.

. The Academy supports consideration of proposals to provide economic incentives, if
~ necessary, to companies who conduct pediatric studies and who provide pediatric dosage
formulations for new drugs as well as already approved and off-patent drugs. Consideration
should be given to patent extension for companies who complete pediatric studies which lead

to pediatric labeling.

The American Academy of Pediatrics is anxious to work with Members of Congress to develop the
best and most far-reaching protections for infants, children, adolescents and young adults. We
welcome the opportunity to continue this dialogue.
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TEXT:

In this issue of Pediatrics, the Committee on Drugs (COD) has examined the
continued problem of the '"unapproved" use of "approved" medications in
pediatrics. [n1] This commentary will expand on the issues that have restricted
drug research in children and describe current initiatives to facilitate and
encourage such research to achieve the necessary drug labeling to reduce
unapproved uses of medications in children.

BACKGROUND

Physicians who treat infants and children frequently prescribe medications
that have never been approved by the Food and Drug Administration (FDA) for
pediatric patients; unfortunately, many drugs are released without labels for
pediatric use and often with pediatric disclaimers. The need for specific
pediatric studies to document safety and efficacy before widespread exposure of
children to a new drug has been well documented. [n2]1 Generally recognized
examples of catastrophes arising from the lack of such studies include
tetracycline-induced dental dysplasia and neonatal deaths attripyted to

chlgramphenicol-induced !'gray baby" syndrome. [n3,n4] From an ethical and moral
perspective, children of all ages deserve the same proof as adults that the

medications they use are safe and efficacious. However, most new medications and
the vast majority of older medications have not been labeled as safe and
efficacious for pediatric use, because the research that meets FDA standards for
establishing their safety and efficacy in children has not been carried out.

[n5]

Clinical trial data submitted to the FDA as part of a New Drug Application
(NDA) form the basis for FDA approval and labeling of the drug. Phase I and I1
premarketing clinical trials are typically limited to adult subjects (usually
men) 20 to 40 years of age, followed by phase II1 investigations in a larger
adult population, which may include the etderly. Children are not included in
the majority of premarketing clinical studies. Even when a pediatric application
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of a new (or old) medication is investigated, it frequently is carried out in a
limited pediatric age range, thus leaving out the majority of children.
Typically, phase 11l is the earliest point in the clinical drug development
process that the FDA requests that pediatric studies be performed.

Until recently, the FDA has not assumed a proactive stance to ask nor did it
have the regulatory authority to force manufacturers to perform pediatric
studies. Most new drugs have been labeled with disclaimers for pediatric use.
[né1 As a result, the labeling for many important newly approved drugs and the
majority of old drugs contains pediatric disclaimers (Table). Significant
segments of the patient population are left without the benefit of appropriate
age-specific research to document a drug's safety, efficacy, or metabolic and
kinetic profiles. With the absence of FDA-approved prescribing information, the
selection and dosing of these drugs is left to the discretion of the individual
physician. For the vast majority of indications, even in young pediatric
patients, the benefits of using many of these medications "off-label" outweigh
the risks of not using them. [n7]

Drugs commonly used to treat mental or physical pain in children, (morphine,
meperidine, fentany!, midazolam, bupivacaine, and ketorolac) illustrate the
problem. Morphine and meperidine are commonly prescribed opioids for
postoperative analgesia. The package insert of one manufacturer of
patient-controlled analgesia (PCA) opioid formulations states that for morphine,
ithe intravenous route via the... PCA infuser is not recommended for use in
individuals younger than 12 years" (Baxter morphine sulfate injection, United
States Pharmacopoeia [USP] package insert for PCA formulation, July 1994) The
same manufacturer states that meperidine “administered by the intravenous route
via a compatible infusion device is not recommended for use in individuals
younger than 19 years" (Baxter meperidine hydrochloride injection, USP package
insert for PCA formulation, July 1994). Fentanyl, because of its minimal adverse
cardiovascular effects, is perhaps the opioid of choice in critically ill
premature and term neonates. However, the fentanyl label states that "safety and
efficacy in children under two years has not been established" (Janssen fentanyl
citrate [Sublimazel injection package insert, September 1992).

The importance of developing age-specific drug kinetic data is well
recognized from many therapeutic misadventures, some of which ended in patient
death ("gray baby" syndrome with chloramphenicol). [n3,n4] Despite these
misadventures, potent drugs used in sick children are not adequately studied. An
excellent example is fentanyl, as described above, despite the knowledge that
the pharmacokinetics of fentanyl is significantly altered by age-specific
activity of enzymatic metabolism and neonatal hepatic blood flow. [n8-n101

Children also have been left out of the picture with other frequently
prescribed medications, such as medications to treat asthma, seizures,
psychiatric disorders, and gastrointestinal motility problems, sedatives, and
others (Table). [n2,n11] One of these commonly prescribed medjcations not
labeled for pediatric use, cisapride (Janssen cisapride [Propulsid] package
insert, January 1999), has recently been described as causing potentdedly
life-threatening bradycardia and prolonged GT interval in a 2-month-old infant.
[n12] Adenosine 7s mow the drug of cho7ce ToTresT PaATATFTE Supraventricular
tachycardia (S. Mithani, personal communication, Bureau of Human Prescription
Drugs Health Protection Branch, Canada, 1996), but "no controlled studies have
been conducted in pediatric patients" (Fujisawa adenosine [Adenocard]
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intravenous package insert, May 1994). Even older vasoactive medications such as
Hopamine (American Regent, dopamine hydrochloride injection, August 1992) and
dobutamine (Lilly dobutamine hydrochloride solution [Dobutrex] injection,
November 1993) have pediatric disclaimers.

TABLE. Drugs with Widespread use in Children and Their
Pediatric Disclaimers n1

Generic Name
Adenosine

Albuterol

Bupivacaine
hydrochloride

Cisapride

Meperidine

hydrochloride
injection
(PCA)

Dobutamine

Dopamine

Manufacturer's

Name

Adenocard

Ventolin

Sensorcaine

Propulsid

Demerol (PCA)

Dobutrex
sotution

Dopamine
hydrochloride
injection

Pediatric Disclaimer
No controtled studies have been
conducted in
pediatric patients (Fujisawa,
package insert,
May 1994)
Safety and effectiveness have

not been

established in children <12 y of
age for

Ventolin inhalation solution and
Ventalin

nebules inhalation solution; in
children <4 y

for Ventolin inhalation aerosol
and Ventolin

Rotacaps for inhalation; and
children <2 y for

Ventolin syrup (Glaxo, package
insert, March

1995)

Not recommended in children

<12 y due to
limited experience in controlled
clinical trials
(Astra, package insert, February
1995)

Safety and effectiveness in children

have not
been established (Janssen, package
insert,

January 1995)

Not recommended for use in individuals
younger than 19 y (Baxter, package
insert, July
1994)

Safety and effectiveness in children

have not
been established (Lilly, package
insert,

November 1993)

Safety and effectiveness in children

have not
been established (American
Regent, package
insert, August 1992)
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Fentanyl
citrate

Flumazenil

Fluoxetine
hydrochloride

Gabapentin

Ketorolac
tromethamine

Mexiletine
hydrochloride

Morphine
(PCA)

Midazolam

hydrochloride

Nicardipine
hydrochloride

Terbutaline
sulfate

Subl imaze

Romazicon

Prozac

Neurontin

Toradol

Mexitil

Morphine
sul fate
injection
(PCA)
Versed

Cardene

Brethine

Safety and efficacy of Sublimaze

in children

under 2 y has not been established
(Janssen,

package insert, September 1992)
Not recommended for use in
children, as no

clinical studies have been
performed to

determine risks, benefits, and
dosages to be

used (Hoffmann-La Roche,

package insert,

October 1994)
Safety and effectiveness in children
have not

been established (Lilly, package
insert, March

1995)
Safety and effectiveness in children
below the

age of 12 y have not been
established (Parke-

Davis, package insert, December
1994)
Safety and efficacy in children

(<16 y) have not

been established; therefore, use

of Toradol in

children is not recommended (Syntex,
package

insert, March 1995)
Safety and effectiveness in children
have not

been established (Boehringer
Ingelheim,

package insert, October 1993)
Not recommended for use in
individuals <12 y

Baxter, package insert, April 1994)

Safety and effectiveness of
Versed in children
below the age of 18 y have
not been
established (Roche, package
insert, June 19%94)
Safety and efficacy in children
<18 y have not
been established (Syntex,
package insert,
September 1993)
Brethine is not recommended
for patients under
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the age of 12 y because of
insufficient clinical
data to establish safety and
effectiveness (Ciba-
Geigy, package insert,
August 1992)
n1 This table is not meant to be an all inclusive list, nor is any
drug or manufacturer
meant to be singled out. Data were abstracted from
package inserts. Some manufacturers may have since submitted new
labeling to the Food and Drug Administration.

It is a cause of deep concern that so many medications lack the developmental
metabolic, pharmacokinetic, and pharmacodynamic data needed for their safe and
effective use in children. Children should not be denied the benefit of these or
any medications simply because of their age. The importance of developing such
information cannot be overemphaszed. The use of medications inadequately studied
in children has contributed to a variety of adverse outcomes, including seilzures
and cardiac arrest caused by bupivacaine toxicity, prolonged narcotic effects
caused by altered hepatic blood flow, intermediate-acting muscle relaxants
becoming long acting in neonates, benzodiazepine withdrawal, and interactions
with antibiotics and other sedatives. [n/,n8-n10,n13-n19] These are but a few
examples of why pediatric pharmacologic research is important. However, the
funds needed to conduct such studies are difficult to obtain, particularly for
older drugs, which are no longer patented. [n7,n20] Most manufacturers are not
interested in financing the studies necessary to develop appropriate pediatric
labeling for off-patent drugs, because they have no financial incentive to do
so. Therefore, the pediatric patient is often a "therapeutic orphan." [n211 If
the necessary studies are to be carried out, they likely will require funding
from sources other than industry.

A recent example of the importance of pediatric studies is the new inhaled
anesthetic agent desflurane. In preclinical studies and clinical adult triatls,
desflurane seemed ideal for pediatric application because of its gas partition
coefficient and lack of metabolic dégradation. However, the pharmaceutical
company-supported and FDA-approved pediatric studies conducted before approval
in addlts found an unexpected and unacceptably high incidence of airig;T}elated
complications, particularly larynogospasm. [n22] This observation resulted in
pediatric-specific labeling clearly stating that desflurane may be associated
with airway-related complications. Serious injury may have resulted had the
appropriate studies not been carried out in the hands of experienced pediatric
ctinical investigators. In this situation, the pharmaceutical compaa;j-the FDA,
and the academic and medical community together fulfilled their obligations to
investigate this new drug in children. Serious adverse effects in children and
potential litigious losses would probably have resulted had the drug been
released without proper pediatric labeling. The drug is presently recognized to

be safe for use in children after induction and control of the airway.

Several factors contribute to the lack of appropriate pediatric studies:
relatively small market share, fear of legal liability, potential long-term
adverse effects, the reluctance of parents to give permission to allow their
children to be research subjects, and the lack of adequate research funding from
government, industry, and health care providers. [n20] Although legal liability
is often an expressed concern, the actual number of such lawsuits arising from
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pediatric clinical trials is negligible. [n20,n23] Another factor that has
impeded pediatric clinical trials in the past is that the FDA relied on the
manufacturer to advise the FDA whether a drug had a pediatric indication rather
than independently assessing potential pediatric use.

Shirkey, who originally coined the term "therapeutic orphan," [n21] pointed
out that the lack of financial support by government and industry for pediatric
drug investigation is particularly ironic, because most of the major laws that
support the FDA's role in regulating drugs have been passed in response to
drug-induced adverse effects occurring in the pediatric population (ethylene
glycol poisoning in 1938 and thalidomide in 1962). [n24-n261 Is it true that
more than two decades after Shirkey's editorial, the pediatric patient continues
to be a therapeutic orphan?

INITIATIVES TO SOLVE THE PROBLEM

The COD of the American Academy of Pediatrics (AAP) prepared a report for the
FDA in 1979 that documented the absence of pediatric labeling for several
hundred drugs used in pediatric patients. In 1982 the AAP COD published an
additional report for the FDA, "General Considerations for the Clinical
Evaluation of Drugs in Infants and Children." In 1984 a list of 103 parenteral
drugs administered to neonates, but without neonatal labeling, was prepared by
the AAP CQOD; this was followed in 1985 by a list of the top 10 drugs widely used
in neonates for which there were published data (ranked according to use and
availability of data) but that were not labeled for pediatric use. Despite good
intentions, few of these drugs subsequently have had their labels revised for
use by infants and children.

The Orphan Drug Act of 1982 was primarily designed to provide financial
incentives to encourage the development of drugs with applications to small
patient populations so that drugs with proven applicability might be developed
and released to a limited market (<200000 patients per year). [n20] However, the
Orphan Drug Act was not targeted specifically at pediatric patients. Although
children with rare diseases have benefited from the Orphan Drug Act, the act has
not stimulated or facilitated studies to obtain pediatric labeling for drugs
widely used in adults. This failure is evidenced in part by the marked delay in
FDA approval of zidovudine for children, because the appropriate pediatric
studies were not carried out concurrently with clinical trials in adults.

In 1984, the Drug Price Competition and Patent Term Restoration Act modified
the process for approval of abbreviated NDAs, allowing more rapid approval based
on biocequivalency studies and extending patent rights to encourage studies of
new indications for approved drugs. However, this act has not facilitated
labeling of drugs for children.

Despite the concerns for children voiced by the industry through the
Pharmaceutical Manufacturers Association, [n27] a survey of drug labeling in the
1990 Physicians' Desk Reference [n6] revealed that for 91% of 491 medications
for which disclaimers or precautions against their use in children were cited,
the disclaimers or precautions were based on a lack of adequate data.
Approximately 80% of new chemical entity drugs approved between 1984 and 1989
were not labeled for use in children. This proportion has not changed; 92 (71%)
of 130 new drugs approved from 1991 to 1995 did not have pediatric labeling at
the time of approval. (At the time of this writing, complete data for 1995 were
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not available.) However, at the request of the FDA, the manufacturers of 43
(33%) of these new drugs committed to or are conducting pediatric studies. The
manufacturers of 49 (38%) of the new drugs told the FDA that these drugs would
have no pediatric indications, although at least 21 will Llikely have some
pediatric use, and another is currently cne of the most commonly prescribed
drugs for the treatment of gastroesophageal reflux in children of all ages (G.
Troendle, personal communication, 1996; Janssen cisapride [Propulsid] tablets
package insert, January 1995).

DEVELOPING SOLUTIONS

In 1988 a meeting of the AAP COD, with representatives of the FDA and the
pharmaceutical industry, was held for the purpose of discussing the issues and
problems associated with pediatric drug investigation. At the time, the role
proposed for the FDA was to encourage drug companies to sponsor pediatric
research, "if applicable," by making pediatric studies a priority: (1) if a new
drug had a unique pediatric application; or (2) if a drug would be used in
adults but would also have an important pediatric application for the same
indication. If there would be little therapeutic gain, but a drug may be
"applicable" to pediatric patients, then "after approval" studies would be
encouraged. The concept of a "pediatric studies page" for NDAs for new molecular
entities was introduced. Also, the need for incentives to the industry to
sponsor pediatric studies was discussed by representatives of the FDA familiar
with the problems related to drug development for children. However, it was
recognized that the FDA did not have any legal means of compelling drug
companies to perform pediatric research, even if the drug had a recognized,
important pediatric application.

In April 1990 the Forum on Drug Development of the Institute of Medicine,
National Academy of Sciences, sponsored a workshop, "Drug Development and the
Pediatric Population." [n28] This meeting was convened to examine the issues
that create barriers to drug testing in children. Input was enlisted from the
FDA, the industry, the AAP, the National Institutes of Health (NIH), and many
pediatric pharmacologists and toxicologists. The problems cited were numerous
and somewhat specific to each group of individuals, depending on its
perspective. (n28] A plea was made to the research community to develop more
innovative and cost-effective research protocols with better statistical
designs, to avoid arbitrary age restrictions, and to develop a greater sense of
community between parties interested in pediatric research. FDA representatives
indicated that regulatory changes were being explored to improve pediatric
labeling, such as: (1) including peer-reviewed, published information on the
pediatric use of drugs in drug labeling in addition to the information from
FDA-approved clinical trials; (2) establishing a policy of identifying the need
for pediatric studies in every NDA for new molecular entities; and (3) removing
the FDA reguirement for additional randomized and double-blind efficacy studies
when the disease is the same in children as in adults and when information
required for infants and children is primarily for dose and adverse effects
rather than efficacy. The need for practical endpoints for long-term follow-up
studies was also described. [t was pointed out that support for long-term
follow-up would likely need to come from government rather than industry.

Representatives from the industry stated that the greatest obstacle to
industry-supported drug research was the potentiat for litigation and ethical
problems encountered when carrying out research in children. This concern seems
incongruent with the fact that few such lawsuits have occurred, and ethical
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guidelines for drug research in children have existed since 1977 and have been
revised recently. [n23,n291 The financial discrepancy between monetary return
and the investment in pediatric research required to support pediatric studies
was described. The need to develop legislation to provide economic incentives
for investigating in pediatric clinical trials was noted.

The workshop highlighted eight recommendations to be addressed by all
concerned parties in a cooperative effort to promote and develep adequate
pediatric labeling: (1) inclusion of available pediatric data in drug labeling,
even if this provides only limited pediatric information; (2) the need for a new
awareness within FDA of the importance of pediatric studies; (3) a de-emphasis
of the need for long-term follow-up studies unless specifically indicated; (4)
recognition of the cost and time required to carry out pediatric studies; (5)
the need by industry, academia, and publishers of journals to provide better
incentives to conduct and publish pediatric research; (6) the need for the
pediatric community to identify drugs important to the care of pediatric
patients that need further data in children (7) the need for the NIH to
stimulate pediatric research by providing core funding for a recommended
clinical trials network; and (8) the need for the pharmaceutical industry to
consider pediatric studies at all levels of drug development. There was a
consensus that the implementation of these recommendations could be achieved
only by the combined effort of the industry, the federal government (FDA and
NIH), the medical community, and the general public.

SOLUTIONS

It is gratifying and encouraging that several key recommendations from the
1990 Institute of Medicine workshop subsequently have been implemented. The FDA
recently promulgated regulatory changes that allow available pediatric data to
be included in labeling, even though the data may not meet FDA criteria for
approval on the basis of safety and efficacy. If the disease for which the drug
is indicated is substantially the same in children as adults, efficacy in
children may be extrapolated from adult studies. However, dose-finding and
pharmacokinetic studies to obtain information on appropriate doses and safety in
children will be required. [n30] A pediatric studies page in the NDA has been
implemented by the FDA and is being expanded to include drugs that already have
approved indications if they are being evaluated for mew indications or dose
formulations. The pediatric studies page requires the FDA and sponsoring company
to identify whether pediatric studies are being conducted or planned and, if
not, to explain why. Manufacturers will be required to reexamine existing
information on marketed drugs to determine whether the labeling can be modified
to include pediatric information on the basis of adult studies and available
pediatric data. If so, they will be required to submit applications for
supplemental labeling within 2 years. In addition, the FDA has the authority
under the new regulations to request specific pediatric use information when
deemed necessary. Within the FDA, a special Pediatric Subcommittee of the
Medical Policy Coordinating Committee of the Center for Drug Evaluation and
Research, with representatives from each division, has been formed to track the
implementation of the new regulations and to facilitate the inclusion of
pediatric testing in the drug development process.

The USP also has begun to include the latest pediatric uses and drug doses in
the USP Dispensing Information based on available literature and consultation
with subspecialty experts. This provides a ready reference source for the
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practitioner, although it does not address the lack of pediatric clinical trials
with which official labeling can be supported. Nonetheless, inclusion of
pediatric information will help address the reluctance of insurance carriers and
other third-party payers to pay for the use of medications that are not labeled
for children. Because the USP Dispensing Information is one of the compendia
used to document accepted medication uses, this effort by the USP may help slow
a reimbursement denial trend, which threatens the care of children.

The National Institute of Child Health and Human Development recently funded
a network of pediatric pharmacology research units expressly to carry out
pediatric pharmacologic research that will support pediatric labeling. The FDA
is working closely with the pediatric pharmacology research unit network to
conduct pediatric studies on setected therapies that otherwise would not be
studied. [n31]

In 1994 legislation was sponsored by Senator Nancy Kassebaum, [n32] with a
companion House bill sponsored by Representative Kreidler, [n33] which proposed
extending the period of exclusivity of a drug if the sponsoring company
conducted pediatric studies that supported labeling for children. Unfortunately,
this legislation was not reported out of committee. If such a bill eventually
becomes law, it will provide an economic incentive to conduct pediatric studies
by enhancing the opportunity for companies to recover their investment in
pediatric studies for drugs that are necessary for the treatment of childhood
illnesses but have limited market potential in children.

The COD of the AAP continues to work closely with the FDA to foster the study
and labeling of drugs for pediatric use. The committee recently submitted a list
of six drugs to the FDA that are considered priorities for studies in children
(fentanyl, bupivacaine, midazolam, cimetidine, albuterol, and metronidazole).

It is past time that all drugs with potential pediatric applications should
be investigated in infants and children with appropriately designed
industry-supported and FDA-approved studies. The unapproved or off-label use of
drugs is not an acceptable alternative to documentation of the safety and
efficacy of drugs used by the pediatric population. The pediatric academic and
private practice communities must become more vocal in demanding support for
pediatric studies and for greater cooperation between industry, government, and
academia to conduct the necessary studies when new drugs that have potential to
be of help in caring for children are introduced. There is a need to make the
general public more aware of these issues to encourage voluntary participation
in and the financial support necessary for studies in children. Children have
the same medical, legal, and ethical rights as all other segments of the patient
population to have clinically important drugs available to treat disease
effectively and safely. Recent efforts by the AAP, FDA, USP, NIH, and Congress
suggest that perhaps the drug development and approval process is changing in a
positive direction for children. The recently announced FDA changes in
regulations and the establishment of the Pediatric Subcommittee of the Medical
Policy Coordinating Committee of the Center for Drug Evaluation and Research to
track the implementation of new regulations regarding pediatric drug testing
will specifically address the importance of pediatric studies within each of the
FDA's 12 divisions. This should go a long way to increasing and improving
pediatric pharmacologic research of new drugs and, it is hoped, in cooperation
with the pediatric pharmacology research units funded by the NIH, should also
address pediatric labeling problems for old drugs. [n34] Perhaps it is also time
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for large purchasers of drugs, such as health care systems and managed-care
organizations, to apply economic pressure by basing those purchases in part on
the presence of pediatric labeling. Perhaps now, with the cooperation of the
industry, USP, NIH, FDA, AAP, parents, children, and health care providers,
children no longer will be therpeutic orphans.

SUPPLEMENTARY INFORMATION: Received for publication Mar 7, 1996; accepted Apr 4,
1996.

Reprint requests to (C.J.C.) Department of Anesthesia, Children's
MemorialHospital, Northwestern University Medical School, 2300 Children's Plaza,
Chicago, IL 60614.
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DEPARTMENT OF HEALTH AND
. HUMAN SERVICES

Food and Drug Administration
21 ZFR Part 201
{Docket No. 92N-0185)

Specific Requirements on Content and
Format of Labeling for Human
Prescription Drugs; Revision of
“Pediatric Use” Subsection In the
Labeiing

ACENCY: Food and Drug Administration,
HHS.

ACTION: Finai rule.

SUMMARY: The Food and Drug
Administration (FDA} is amending its

" regulations governing the contcnt and
format on labeling for human
prescription drug products. The final
rule revises the current “*Padiatric use”
subsection of the professivnal labeling
requirements for prescription drugs to

. provide for the inclusion of mors
complete information about the usc of a
drug in the pediatric population (ages
birth to 16 years). The.final rule, which
applies to prescription drug products
(including biological prescription drug
products). cecognizes-several methods of
estab@xng substantial endcnce to

mcludxng relymg in cotain casés: on:
studies.carried out in. -adultsSThis final
'z also_re requires i that.if there.ls. not_
substantial ev idence to suppaont any,
lpedm‘ti'x'c' Uisé or Uga in a particular .,

- pediatric population. the labeling. shall
stale this:.Sponsors must reexamine
existing data to determine whether the
“‘Pediatric use” subsection of the
labeling can be modified based on
adequate and well-controlled studies in
adults, and other information
supporting pediatric use. and, if
appropriate, §ubmit a supplpmentdl

(application to comply with.new-
§:201-57(£)(9){iv)-by-December 13, 1996,
This action responds to concemns in

. FDA and elsewhere that current
prescription drug labeling often does

- not contain adequate information about
the use of drugs in the pediatric
population. This action proamotes safer
and more effective use of prescription
drugs in the pediatric population.
DATES: Effective January 12, 1995. The
agency will accept™'pediatric use”
informstion based on revised
§201.57()(9) (21 CFR 201.57(f)(9)) after
January 12, 1995. Sponsors must
reexamine existing data, and, if
appropriate, submit a supplemental

application to comply with new

FOR-FURTMER INFORMATION CONTACT:
Erica L. Keys. Center for Drug
Evaluation and Research (HFD-382),

" Food and Drug Administration, 7500
Standish Pl.. Rockville, MD 20855. 301-
594-1046.

SUPPLEMENTARY INFORMATION:

L Background

In the Federal Register of Gctober 186,
1992 (57 FR 47423), FDA proposed to
amend its regulations pertaining to the
content and format of prescription drug
labeling in § 201.57 by revising the
current “'Pediatric use” subsection
(§ 201.57(f)(9)) to allow a broader basis
for the inclusion of information about
use of a drug in the pediatric
population. The proposal would have
allowed pediatric claims based not only
on adequate and well-controlled studies
in the pediatric population but also, in

some cases, on such trials in adults. The
proponsed regulation described other
data needed when pediatric claims are
based on trials in adults and indicated
sprcific labe ling language and the
location nf various kinds ofmformatxon

EDA lssuec ‘the- rrenl
labeling o 1979/(44 FR

37434, June 26, 1979). The current
regulation, codified at §201.57(0(9).
requires that specific pediatric
indications. if any, be described under
the “’Indications and Usage™ segtion of
the labeling, with appropriate pediatric
dosage prowded undpr the “Dosage and
Administration” section. The current
regulation also requires that
recommendations for pediatric uso be
based on substantigl evidence derived
from adcqualo and well-controlled
studies in the pediatric population.
unless that requirement is waived. if-a,
drug'ssafetyand effectiveness in the .~
.pediatric. population cannot otbe ...
cg.;abhshed or.if the drug s-use in the
pediatric: population is associated witli .
a- specxf’c hazard, the currcnt.:egulalwn.
requires appropriate statements or,
details. 4"

By establishing a “Pediatric use”
subsection and describing its content
and format, the 1979 regulation wes
intended to encourage drug labeling lhnj
would regularly provide adequate
information about use of prescription
drugs 1n pediatnic patients. As stated in
the preambole to the proposed rule on
which this final rule is based. however,

most prescription drug produdds sull
laC__ocmaLanLanan_nhﬂuhh%oir

Luse in pediatric populations. For
rXample, an injormal survey done in
1930 by the American Academy of
Pediatrics examined labeling of all new
| molecular entities approved between
1984 and 1988 and found that 80

§201.57(0)(9)(iv) by December 13, 1996

l percent had no information on pediatri

use. Other surveys have shown that the
labeling for many prescription drugs,
states that safety and effectiveness in
children have not been established and
contains no information on pediatric
use, even for drugs that are commonly

- prescribed for pediatric patients.

FDA continuss to be concerneil that,
without adequate information,
practitioners may be reluctant to
prescribe certain drugs for their
pediatric patients, or may prescribe
them inappropriately, choosing dosages,
for instance, that are arbitrarily based on
the child's age, body weight, or hody
surface area without specific
information as to whether this is
appropriate. As a result, pediatric
patients may he exposed to an increased
risk uf adverse reactions, or decreased
effectivenass of tha drugs prescribed. or
may be denied access to valuable

K_hcmpmmt apents,

The continuine ahsence of pediatric
use information in prescripiion drug
labeling may be due in part to the
impression. perhaps conveved by the
existing regulation, that pediatric claims
must always he based on adequate and
wall-controlled studies econducted in the
pediatric population. Given the many
problems associated with the testing of
drugs in the pediatric population (e.g.,
obtaining inforined consent for tests not
directly of benefit to the child. use of
placeho controls i a vulnerable
population), studies mecting this
standard are often difficult to obtain.
Existing FDA regulations do not. in fact,
require that controlled trials always be
conducted in the pediatric population to
support a pediatric use. Under curront
§201.57(1){9). the need for such studies
may be waived where other data can
satisfy the requirements of law. The
basis for granting such a waiver is not,
however, clear in the existing
regulation. Section 201.57()(4)(iv) of
this-final rule clarifies How the ajency
will” ~determina that data from 1 ndvqumn %
and well contrulled studies’ mlh mlulh

fipiuinbuiiciugipyie’: Lodoledyfui

pedmlnc pupulanon

In summary, this mln is intended 1o
provide practitioners with more
pediatric use information in the labeling
of human prescription drug products so

that practitionors will have more

reliable information upon which to base

a decision to prescribe a drug fur use in

their podiatric patients. The rule does

this by encouraging manufacturers to

provide rrore information on drug lahols

upon which practitioners can hase their :
decisions. The rule does not. howaver, .
limit the manner in which a practitioner - .
may prescriba an approved drug. S
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1L Highlights of the Final Rule

The final rule revises the current
“*Pediatric use’ subsection of the
professional labeling requirements for
prescription drugs o nrovide for the
inclusion of more comprehensive
information about use of 2 drug in the
pediatric population. Under-the-final.

«ule; products ay be labeled for>
pediatricuse based on adequate-and. -
cwellcontrolled studics in adilts
~together with other information-°

supporting pediatic use(e;g:,

pharmacokinetic data.sifety'data,
pharmacodynamic.data). Such reliance
on studies in adults was possible under
the waiver provision in the existing
rule, but the waiver provision was not
often used. Of course. products may also
be lsbeled for pediatric use based on -
adequate and well-controlled studies in
the pediatric population. The pediatric
age group. birth to 16 years, includes
pediatric age groups often called
neonates. {nfants, children, and
adolescents. [n the final rule. because
the term “children” can be interpreted
as referring only to a particular subsat
of the pediatric population (ages 2 to 12
years), and to mako clear that the
provisions of this rule apply to the
entire pediatric population, referencos
to "children” in the proposed rule have
been deleted and replaced by "pediatric
population™ or “pediatric patients.”

e major provisions of the final rule
are summarized as follows:

The final rule continues to permit a
specific pédiatric indication (i.e.. an
indicatioa different from those
approved in adults) supported by
adeguate and well-controlled studies in
the appropriate pediatric population., to

be described under the “'Indications and

Usage" section of the labeling, with the .
appropriate pediatric dosage given
under the “Dosage and Administration™
section of the labeling. The "*Pediatric
use’” subsection of the labeling must
include any limitations on the pediatric
indication, need for specific monitoring,
specific bazards of the drug, differences
between pediatric and adult responses

“to the drug. and other information
related to the safe and effective use of
the drug in pediatric patients.

Ifthere are specific statements on
pediatric use of the drug for an
indication also appraved for adults that
are dased on adequate and well-
conuolled studies in the pediatric
population, they must be summarized in
the “Pedlatric use” subsection of the
labeling and discussed in more detail, if

ag‘propriaw. under the ""Clinical
Pharmacology” and “Clinical Siudies™
sections. Appropriate pediatric dosage
must be given under the “Dosage and

Administration" section of the labeling.
This subsection of the labeling must
also cite any limitations on the pediatric
use statemnent, need for specific
monitoring, specific hazards assoctated
with usa of the drug in any subsets of
the pediatric population {e.g.. neonates),
differnrnces between pediatric and adult
respoases to the drug, and other
information related to the safe and
nffective pediatric use of the drug.

A pediatric use statement may also be
based on adequate and well-controiled
studies in sdults, provided that the
sgency concludes that the course cf the
disease and the drug's effects are
sufficiently similar in the pediatric and
‘adult populations to permit
extrapolation from the adult efficacy
data to pediatric patients. Where
needed, pharmacokinetic data to allow
determination of an appropriate
pediatric dosage. and additional
pediatric safety information must also
be submitted.

Where the requirements for a finding
of substantial evidence to supporta
specific pediatric indication or a
pediatric use statement have not been
met for a particular pediatric subgroup,
the “Pedlatric use” subsection of the
labeling must contain a statement that
appropriately characterizes the
limitation, such as *'Safety and
eflectiveness in pediatric patients
{below the age of (—) (years/months/
weeks)] have not been established." If
use of the drug is associated with a
specific hazard in this pediatric
subgroup, the "“Pediatric use”
subsection must centain information
about this hazerd, or, where
appropriate, refer to a more complete
description of the hazard in the
"Contraindications” or **Warnings"
section of the labeling.

Where the requirements [or a ﬁndinq

of substantial evidence to support a
pediatric indication or a pediatric use
statement have not been met for any
pediatric population, the "Pediatric
use” subsection of the labeling must
contain the following statement: ""Salety
and effectiveness in pea.: tric patients
have not been established.” If usz of the
drug in premature or neonatal infants,
or other pediatric subgroups, is
associated with a specific hazard, the
“Pediatric use’ subsection must contsin
information about this hazard, or, where
appropriate, refer Lo a more complete
description of the hszard (n the

“Contraindications” or ““Warnings"
saction of the labeling,

~ Any sponsor who belleves that no

“Pedlatric use” subsection is
apprapriate or relevant to the labeling of
{ts particular drug product must provide
FDA with reasons justifying its

|

omission, and may propose alternative
statement(s). E
Finally, recognizing the hazards that
inactive ingredients can pose to the
pediatric population. the final rule
requires that prescription drug labeling
conltain statements about inactive
ingredients that might be toxic to the
neonate or other pedialric subgroup.

111 General Comments on the Propased

Rule

FDA received 11 comments on the.
proposed rule from prescription drug
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manufacturers, prescribers, professional .

societies, organizations with special
interests in the pediatric population, the
lay public, and others. Most supported
the pruposed labeling change. calling it
“timely and important,” “'an important
* * * step to facilitate the inclusion of
information about use of drugs in
children in the approved labeling.” “a
significant step toward the goal of
including infants and children in the
drug approval process,” and a way “'to

fill the gap of information that currently

axists in the area of appropriate drug
usage in children.”

One comment, for cxample, stated
that providing pediatric use information
in labeling will help health
professionals reach rational drug
therapy decisions for pediatric patients.
The comment added "any information
that can be used by pharmacists to
assure rational drug therapy in special
populations will bo a positive addition’
to drug information. * * * Such labeling
will enhance the likelihood of positive
outcomes {n pediatric patients.”

However, some comments were less
supportive, including one that stated:
“While * * * [we] commend the FDA on
its initiatives to improve information
available to physicians and their
pediatric patients regarding prascription
drug use, we remain concerncd that this
approach will not measurably assist
physicians." o

Most comments also faised specific
issues for consideration by the agency.
Thuse issues are described below.

A. Definition of "Pediuatric’

1. Several comments suggested that
aga breakdowns within the pediatric
population might be appropriate. Tha
pediatric age range hegins at birth, and
may cover individuals as old as 18 years

. tn 21 years, oencuinpassing the

subspecialties of neonatology and
adolescent medicine. One commaent
suggosted that the rule define
"pediatric” as childron under 12 yuvars,
because "'it has been commonly
accepted that ages 12 years ta 18 years
may be included without pravious
clinical work in that age group.” The

;
!
A
]
4
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commem aiso suggested that the rule
.:s athe age group when

. pharmacokinetic studies should be done

in order to extrapolate the results from

" - infancy through adolescence, or state
whether the age range will be broken
into subgroups with testing required for
each. Another comment said that a
definition of ““pediatric” would have to
consider drug metabolism.

“* . pharmacokinetics, and interaction with

various organs and other body systems.
The comment suggested that a system
-by which distinct clasees of drugs are

- considered differently may be more

logical and appropriate.
Anocther comment noted that pediatric
patients are not homogeneous. and that

- age groups show significant differences

in fupnctional and pbysiological

. functions. The comment suggested that

information from clinical studies be
subdivided by age groups and their
respective responses to drugs.
suggesting age categories of premature
infant, newborn, children under 2 years
‘of age, children 2 vears 1o 13 years, and
adolescents 13 vears 10 18 vears.
Another comment said that
individuals 16 vears to 18 years of age
pose particular problems and suggested
consultation with the American
Academy of Pediatrics’ Commitiee on
Drugs to consider defining age
categories or groups for pediatric
labeling. .
The “Pediatric use’* subsection of
-Jabeling is where information about use
of a drug in pediatric patients is Jocated,
and § 201.57(f)(9) describes in general
terms the kind of information that
should be included. The “Pediatric use”
subsection does not attempt to resolve
the many difficult issues related to use
of drugs in this population. What
appears in this subsection (e.g.. age
- groups covered) will depend on the data
available, and the ability.to define
results for specific subgroups. Asa
neral matter, however, the agency
oifers the following guidance and useful
breskdowns. The following age
- categories for the pediatric population
are commonly distinguished, although
the distinctions are inevitably arbitrary:
(1) Birth up to 1 month {neonates), (2)
1 month up to 2 years oi ege (infanis),
(3) 2 years up to 12 years (children). ard
(4) 12 years ur_to 16 years (adolescents).
.Where possibie, data should be
analyzed by these groups, but it should
not usually be necessary to establish a
drug product’s effactiveness in each
group. It may, on tha other hand, be
important to have some:
- pharmacokinetic information in each
‘group, especially the younger age

B | grouns, to guide dosing and additiona!

" to individuals
" age, the agency recognizes that for some

informaton, such as a specific study in
neonates, to establish safety.

Although the agency has determined
that the term "pediatric patients” rofers
m birth to 16 years of

drugs, adult studies may be applicable
to pediatric patients under the age of 16
years who have passed puberty; indeed,
a primary purpose of this rule is to
allow pediatric labeling based on adult
studies, whan appropriate. Although in
many cases, additional pharmacokinetic
and safety data may be needed 1o
support pediatric use statements, in
other cases, particularly for pediatric
patients in the 12-t0 16-year age group.
there may be less additional data
needed.

-B. Applicability of the Rule to Biological

Drug Products

2. One comment said that it was
unclear whether the rule applies to
biclogical drug praducts.

The rule (as well as §201.57 in
general) applies to binlogical drug
products.

C. Pediatric Studies

3. One comment noted that about 80
percent of drug labeling currently”
contains language excluding use of the
drug in pediatric patients or limiting use
only to specific age groups. The
comment asked FDA to encourage
sponsors to include pediatric patients in
their clinicel studies when the drug is
likely to be effective for an indication in
this population.

As stated in the preambie to the
proposed rule, FDA encourages
sponsors to include pediatric patients in
their clinical studies. and analyzes
investigational new drug applications
and new drug applicaticns (NDA's) to
determine whether studies in this
population should be done before the
drug is approved (57 FR 47423 at
47424). Under certain circumstanges, .
the agency may require that clinical
studies in the pediatric population be
conducted before marketing approval

{see response tn comment number 4 in

section [I1.C. of this document). If a drug
is likely 10 be effective for pediatric usa,
the agency is making it clear that
labeling for pediatric use may
sometimes be based on adequate and
well-controlled studies in adults, with
additional pediatric data. FDA intends
that this rule will call further attention
to the nead for creating and reviswing
data on pediatric use.

4. One comment asked whether FDA
intendad to require 8 sponsor to submit
information for a speacific pediatric
indication or usa if there arn availahle
data suggnsting that such an indication

or use would be permitted under the
regulation. The comment said that there
may be good reasons'’ why a sponsor
might not wish o seek a pediatric
indication or use for a drug even when
available evidence would support such
a use. For example, the drug's benefit/
risk ratio in the pediatric population
might be different from that in adults, or
there might be sufficient and better
alternative therapies available for the
pediatric use. Additionally, the
comment expressed concern that a drug
that has been tested in adults may not
provide a sufficient legal defense against
a claim for injury 6fa child. The
comment said that a sponsor should nat
be forced to assume or be placed in the
position of having to defend such an
action unless tue sponsor believes the
data in support of the pediatric use are
sufficient, and that a sponsor should not
be mandated or forced by the rule to
seck a pediatric use if the sponsor, for
whatever reason, does not wish to do so.

Another commaent expressed concern
that FDA might delay approval of
products that have guod existing
available data for safety and efficacy in
adults while acceptable pediatric
information is developed.

This rule does not add a new
requirement that sponsors carry out new
pediatric stydies, nor does il require
that sponsors submit labeling with
claims that are Inadequately supported.
New § 201.57(N3Iv) pravides that a
pediatric use statement may be based on
adequate and well-controlled studies in
adults, provided that the course of the
disease and the drug effects are
sufficiently similar in the pediatric and
aduit populations to permit
extrapolation from the adult efficacy
data to pediatric patients. Sponsors are
required to reexamine existing data to
determine whether the ""Pediatric use™
subsection of the labeling can be .
modified based on adequate and well-

_conirolled studies in adults, and other’

information supporting pediatric use,
and, if safety and effectiveness for
pediatric use have been demonstratnd,
submit a supplemental application to
comply with new § 201.57(f)(9)(iv) by
Decamber 13, 1996. A sponsor who does
not believe that the dissase and drug
effects are similar in the pediatric and
adult populations, or who holiaves that
use in pediatric patients is otherwise
not adequataly supported by data,
should nnt propose revisad labeling
under this provision. Under new
§201.57(N(8)(vi). the aponsar may
propose labeling stating that safoty and
effectiveness in pediatric patients huve
not heen established.

Additionally, under now
§201.57(1)(9)(vii), {f the spunsor
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believes that none of the statements

described in (De)iD)
threagh (fH9)}{vi) of that section is
appropriate or relevant to the labeling of
a particular drug, the must
provids ressons for omission of the
statements and may propose alternative
statement(s). In responsa to such a

- proposal, FDA puy pemmit use of an
alternative statement if FDA dotermines
that no statement described in thosa
paragraphs is appropriate or relevant to.
the drug’s labeling and that the
alternative statement is accurate and
appropriate. Section 201.57(f){2}vii) has
been modified to make this explicit.

Although this rule does not add new

requirements for conducting pediatric
studies, various provisions of the B
. Federal Food. Drug. and Cosmetic Act .
{the act). the Public Heslth Service Act
(the PHS act), and existing regulations
authorize FDA to require such studies
under certain circumstances.

Under section 505(k) of the act (21
U.S.C. 355{k}). FDA may require NDA
holders to establish records and submit
reports to the agency on data relating to
clinical experience or other data or
information in order to determine
whether there may be grounds for
revoking the NDA approval. Such a
requirement may be established either

tion or through an order

throu,
mng e NDA (21 U.S.C. 355(k)(1)).
isting regulations require

application holders to report to the
agency adverse experiences occwring in
the course of use of the product in
professional practice, as well as during
clinical investigations (21 CFR 312.32.
314.80). In addition, approved
application holders must submit as pant
of the annual report a summary of
significant new information that might
affect the safety, effectiveness, or
labeling of the product, as well as copies
of unpublished and published reports of
studies of the drug (21 CFR
314.81(b)(2)(i). (0)(2)(v); and (b)(2)(vi)).
The report also must contain a
description of the action the company
has taken or intends to take because of
the new information, such as
submoission of a supplement, addition of
a warning, or initiation of a new study
(21 CFR 314.81(b){2](i)).

Section 505(e) of the act specifies
grounds on which the agency may
withdruw or suspend approval of an
NDA. If there (s an imminent hazard to
the public health, approval of the NDA
may be suspended immudiately by the
Secretary of the Depsrtment of Health
and Human Services. In addition to
uther circumstances, approval of an
NDA is to be withdrawn if clinical
axperience or other data show that the
product is unsafe or not shown to be

safe under the conditions of use upon
the besis of which the application was
approved. Moreover. the approval may
be withdrawn if the labeling is false or
misleading and not corrected within a
reasonable time after notice of the
matter.

Uinder section 502(a) of the act (21
U.S C. 352(a)). a drug is considered
misbranded i/ ity labeling is {alse or
misleading. Section 201({n) of the act (21
U.S.C. 321(n)) makes it ciear thst the
“misleading’ detegnination is to be
based not only on representations made
or suggested in the laboling, but also on
failure to reveal material facts. Material
facts include those which concern
consequences which may result from
use of the product under the labeled
conditions of use or under customary or
usual conditions of use. These :
conditions of use may include off-label
uses prescribed by practitioners for their
patients.

In addition, drugs are considered
misbranded under section 502(f) of the
act if tha labeling {ails to bear adequate
directions for usa. FDA regulations
define adequate directions for use as
directions under which the lay person
can use a drug safely and for the

urposes for which it is intended (21
CFR 201.5). “Intended uses” are further
defined in the regulations to include
uses other than the ones on the labeling
(21 CFR 201.128). If 8 manufacturer
knows that a drug is used for an off-
label use, the manufacturer may be
required to provide adequate labeling
for that use (21 CFR 201.128).

Prescription drugs for human use are
exempt from the requirement to carry
adequate directions for lay use under
certain circurnstances, if labeled with
the prescription legend (21 CFR
201.100). Among the exemption criteria
is the requirement that the drug carry
adequate labeling for the prescriber, as
authorized by*an approved application,
for the intended use. In summary, the
drug product is mishranded if the
intended use is not approved in an
NDA.

Drug producis are also mishianded,
under section 502(f}(2) of the act, il the
labeling does not carry adequate
warnings against unsafe use. Such
unsafe use may include use by pediatric
patients where the use may he
dangerous to their health, or unsafn
dosage or methads or duratinn of
administration in the pediatric
population.

ginlogir,ul drug products are approved
under authority of sectibn 351 of the
PHS act (42 U.S.C. 262). This provision
authorizes the promulgation of
regulations designed to ensure the
continued safety, purity, and potancy of

the products {42 U.S.C. 262(d})(1)). An
approved product license application
{PLA) may be revoked if the product
does not conform to applicable
requirements in the regulations or is not
safe and effective for all of its intended
uses or is misbranded with respect to
any such use (21 CFR 601.5(b}){4)
through (b)(6)). If there is a danger to
health, the Commissioner may suspend
the product license (21 CFR 801.6}.
Under section 351(b) of the PHS act. no
one may falsely label a biological
product. Biological drug products are
also subiject to the applicable drug
provisions of the Federal Food. Drug,
and Cosmetic Act, as previously
discussed.
- Moreover, the agency has stated that
an application for marketing approval
should contain datz on a reasonable
sample of the patients likely to be given
a drug once it is marketed {58 FR 39406
at 39409, July 22, 1993). This
conclusion, stated explicitly in a
guideline on the need for data in both
genders, applies equally to age
subgroups. including pediatric and
geriatric populations. FDA may refuse to
approve an application that fails tn
contain sufficient information to
determine whether the product can be
safely and effectively used in
populations likely to receive it. In
addition, for an approved drug, in
certain casos (e.g., where the drug is
widely used, represents a potenlial
hazard, or is therapeutically important
in pediatric patients}, FDA may require
further studies in pediatric populations
and appropriate labeling changes. As .
praviously discussed, an already
approved drug may be considered
illegally marketed if adequata
information on safe and effective use in
pediatric patlents is not obtained and
included in the labeling. = _
The agency thils 8Xpects Sponsors 1o >

(saek-supplemental.claims-for padiatfic >

Ciises that are supported by adequato ~

«ata=This does not imply, however, that
a spoansor should seek a claim fora
pediatrie use il the benefits of that use
do not outwelgh its risks; the «
determination of whether to include
pe lintric use statement must be hased
on clinical datn, and other use
information, not on a vague concer:
ahout linhility.

5. One comment suid that although
the desire 1o use patentinlly relevant
duti in the "Pedintric use’ subsoction of
the labeling was “undemstandable,” such
data sho®ld not take the place of
adequnte and woll-desigued controlled
studios in tha pediatric population, and
thut FDA ultimately may have to roquire
such studius. The comment statnd that
DA should requirn manufacturers to
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" fund research projects regarding drug

~ safety and efficacy. including short-term .
and long-term side effects, in pediatric
patients.

FDA agrees that clinical studies
regarding a drug’s safety and
effectiveness in pediatric patients are
desirable. and the agency cncourages
such studies in appropriate cases. As
discussed in comment 4 in section III.C.
of this document, the agency has the
authority to require such studies under
ceriain drcumstances. In some cases,
such studies may be required prior to
approval where pediatric use js
important and where the adult and
pediatric diseases cannot be considered
sufficiently similar. In other cases. the
controlled trials in aduits, with
pbarmacokinetic and other data as
needed. mav support valid pediatric
labeling.

" 6. One comment stated that FDA
should consider other altematives to the
rule, including a formal review process
that collects and analyzes availahle
safety and efficacy data on a druy’s use
in the pediatric population both before
and afler marketing approval, which,
through committes review, could
recommend further testing of the drug
after it is marketed if specific pediatric
safety or efficacy concerns are found.

FDA believes that the comment has
misinterpreted the purpose of the nile.
The rule describes the xind of data und
information that can be included in
labeling for the pediatric population. In

_general, it is the sponsor’s respansibility
to collect. on a continuing basis,
available data on sefety and efficacy.
propose revised labeling. and carry out
1 ad studies. In some circumstances,
FDA bhas required pediatric studies prior
to approval, elicited agreement by drug

- gponsors at the time of marketing

approval to carry out additional

_ - pediatric studies after approval, or

.stimulated conduct of pediatric studies
after approval. When appropriate, FDA '
makes use of [ts standing advisory
committees to help decide whether and
when pediatric studies are needed.

7. One comment stated that FDA

" should revise the rule to specify what -

data must be provided by -

" " manufacturers. The comment asked

" what number of pediatric patients
- would be sufficient to determine if there

" is a difference in age-related response,

.+ and how FDA will determ!ne that all
"« . available information about the -

" pediatric use of all available drugs has
T included, including epidemiologic
- - studies. .

FDA declines to the comment's
- -suggestion. The agency belfeves that
specifying an exact number of pediatric

. . patients to be studied would be

impractical due to variations in the
pediatric population and responses lo
different drugs. This is particularly true,
given the various kinds of data that can

-be used under the rule to support

pediatric labeling. _
D. Drugs Currently Under Review

8. One comment suggested that drugs
currently under development or under
review by FDA should be given special
consideration to avaid delays in
development and approval associated
with implementation of the nije.

FDA does not expect delays in review
or approval as a result of this rule. FDA
already examines available pediatric
data under current labeling regulations.
The principal change created by the
revised regulation is the ability to rely
on studies in adults to support pediatric
efficicy in some situations.

E. Supplements for Drugs Already
Approved

9. One comment suggested that FDA
work with manufacturers of approved
drugs to develop a method that allows
the manufacturers to update their
labeling in & quick and cost-effective
manner. The comment also said that
package inserts do not generally reflect
current scientific literature because of
the problems with current methods of
updating labeling. The comment said
that this had created situations where
prescribers are making decisions on
treatment modalities without the benefit
of timely information. :

FDA does not believe that changes in
regulations are needed to allow timely
updating of labaling. Under the current
regulations, applicants can propose
changes in their approved labeling. FDA
normally reviews supplements subject
to prior approval in the order received.
Effectiveness supplements are rated as
priority or standard and are subject to
performance goals set in connection
with the Prescription Drug User Fee Act
of 1992,

10. One comment said that the filing
and approval of pedistric labeling
supplements from different sponsors on
different timetables could mean that
some labels for products considered to
be substantially similar might be silent
with regard to pediatric usage, while
others might be detailed. The comnient
suggested that FDA and the American
Academy of Pediatrics' Committee on

Drugs could identify therapeutic classes

to be relabeled first, so that FDA could
review and approve pediatric use '
labeling for products from different
companies and coordinate

.implementation of labeling changes for

similar agents.

- With rospect to offectiveness claims. -
pharmacokinetics, and safety data,
much information is drug specific and
will be reviewed ss it is submitted.
Therefore, the agency is not adopting

the comment's suggestions. The agency
advises, however. that, in general. when
a class of drug products is involved.

FDA examines labeling as it applies to
the class.

F. Impact on Industry

11. One comment claimed thit the
rule places NDA holders ata
competitive disadvantage relative to
abbreviated new drug application
(ANDA) holders. The comment staited
that the rule would give NDA holders
the burden and responsibility for
pediatric studies and literature searches,
but not impose a similar burden and
responsibility on ANDA holders.

FDA disagrees with the comment in
part. The rule is directed to anyone
marketing a prescription drug and is
intended to encourage the inclusicn of
more complete information about use of
a drug in the pediatric population and
about hazards associated with this use
The rule permits a new lasis for
reference to pediatric uses, but it does
not impose a new requirement to
conduct studies in pediatric
populations. To the extent that NDA
holders have access to data not available
to ANDA holders, they will have more
data to examine and more likelihood of
having a basis for proposing changes to
the "“Pediatric use’ subsection of
labeling. The agency believes this
represents only a modest burden and, in
any event, sees no other way to gain
further pedistric information in
labeling. ANDA holders cannot be
required to examine data they do not
possess. ANDA holders are not

precluded from providing pediatric use '

data, and are expected to do so under

. this rule, if data are available. An ANDA

applicant who believes new safety or
effectiveness information should be

. added to a product's labeling should

provide adequate supporting

" information to FDA, and FDA will

determine whether the labeling for the
generic and listed drugs skould be
revised.

G. Minor Editorial Changss

12. One comment said that labeling
revisions that are editorial {n nature and
are used to reformat existing podiatric
use labeling information to conform to
the rule should be made in accordance
with § 314.70(d) (21 CFR 314.70(d))
(changes described in the annual
report). The comment said that this
would also facilitate the agency's
processing of minor changes.
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- FDA with the comment. As
stated in the preambls to the proposed
rule. “*(mlinor editorial changes may be
made in accordance with § 314.70(d)"
(57 FR 47423 at 47426). To comply with
this rule. references to “children” in the
““Pediatric use” subsection of the insert
labeling of products already being
marketed must be changed, where
appropriate, to "pediatric population”
or “pediatric patients.” For products
other than biological products. such
changes are considered minor editorial
changes.

As stated in the preamble to the
proposed rule, for biological products,
such changes are to be submitted in
accordance with the procedures

outlined in § 601.12 (21 CFR 601.12) (57

FR 47423 at 47426).
H. Format of Proposed Labeling

13. One comment said that it is
impractical and impossible to list on the
labeling all dosages and hazards for the
pediatric population. The comment
suggested placement of & general label
on all adult prescription drugs stating
that the medication should not be given.
to pediatric patients without a
‘physician’s instructions. The comment
said that requiring overly complicated
and lengthy information on labeling
would discourage the prescribing of
needed medications.

FDA believes that the comment
misinterprets the proposed rule and the
purpose of pediatric use labeling. The
purpose of the rule is to encourage more
pediatric use information in labeling
and to provide practitioners with moye
information on pediatric use.

14. One comment said that for certain
products, e.g., corticosteroids, where
class labeling has been in effect, the
agency will have to decgide and :
communicate how the pediatric
wording will be addressed.

In most cases, pediatric labeling will
be drug specific. Where class labeling
_ exists, FDA generally examines the
labeling for those products as a whole.

IV. Specific Comments on the Proposed
Rule )

A. Section 201.57(f}(9)(i)

FDA, on its own initiative, has added
a definition in § 201.57(f)(9)(i) to
indicate that under paragraphs (f}{9)(ii)
through (f)(8)(vili), the t2rms "*pediatric
population(s)” and ‘‘pediatric
patient(s)" are defined as the pediatric
sge group, from birth to 16 years,
including age groups often called
neonates, infants, children; and

adolescents, .- - ... . - .-

B. Proposed § 201.57 (f)(9)(i) ard
(HsNii)

FDA received no comments on these
provisions (renumbered as

§201.57(f)(9)(ii) and (£)(9)(iii)). and has
finalized them without change.

C. Proposed § 201.57(f)(S)(iii]

Proposed § 201.57(f){9)(iii)
(renumberad as § 201.57()(9)(iv)) states,
in part, that “FDA may approve a drug
for pediatric use based on adequate and
well-controlled studies in adults, with
other information supporting pediatric
use. In such cases, the agency will have
concluded that the course of the disease
and the effects of the drugs are
sufficiently similar in children and

“adults to permit extrapolation from the

adult data to children. The additional
information supporting pediatric use
must include data ou the
pharmacokinetics of the drug in
<hildren for determination of pediatric
dosage. Other information, such as data
from pharmacodynamic studies of the
drug in children, controlled or
uncontrolled studies confirming the
safety or effectiveness of the drug in
children, pertinent premarketing or
postmarketing studies or experience,
may be necessary to establish the
applicability of the adult data to
children.”

15. One comment said FDA should *
revise proposed § 201.57(f}(9)(iii) to
indicate that pharmacokinetic data are
not mandatory in some situations.
Another comment stated that
pharmacokinetic data may not be the
most appropriate way to determine
pediatric dosing because the differences
in metabolism or in distribution in |
pediatric patients may support dosing
that will not necessarily be related to
blood levels. Both comrfents stated that
dosing for inhalation products should
not be based on pharmacokinetics.

Another comment said that
difficulties in obtaining informed
consent, use of placebo controls, and
obtaining adequate blood samples for
pharmacokinetic analysis in pediatric
patients are not serious impediments to
performing studies necessary for
apprapriate pediatric labeling. The
comment said there is a well-established
ethical structure within which informed
consent may be obtained and placebo
controls used in the pediatric ’
population, and that current technolagy
requires only very small blood samples
for measurement of most compounds.
According to the comment, the primary
impediments to doing adequate clinicsl’
trials {n the pediatric population are the
absence of a reg2latory mandats and the

_ existegce of economic disincentives.

. .. The agency recognizes that

pharmacokinetic data are important
sources of information, but may not
always be the most appropriate method
for determining pediatric dosing
schedules and may be infeasibls, :
unnecessary, or insufficient. Other types
of data or experience may sometimes
substitute for pharmacokinetic data, and
‘other data or experience in the pediatric
population may be needed in addition
to pharmacokinetic data. The agency
has modified the rule to state that the
additional information supporting
pediatric use must ordinarily include .
data on the pharmacokinetics of the
drug in the pediatric population for
determination of pediatric dosage.

As discussed in response to comment
4 in section II1.C. of this document, this
rule dves not create a new requirement
for pediatric studies, but the authority
for requiring pediatric studies already
exists. There are situations in which
data on safe and effective use in
pediatric patients mnay be necessary for
api:loval or for continued marketing of
a g. Revised § 201.57()(9) does not
create the requirement for pediatric
studies, but is intended to encourage the
inclusion of more comprehensive
labeling about pediatric use by
permitting use of adult data in
establishing pediatric efficacy.
Specifically, the rule allows the
pediatric use statement to be based on
adequate and well-controlled studies in
adults when edditional information
exists to show that the course of the
disease and the effects of the drug are
sufficiently similar in adults and
pediatric patients to permit
extrapolation from the adult efficacy
data to pediatric populations.

FDA hbas, on its own initiative,
amended proposed § 201.57(f)(9)(iii} to
indicate that FDA’s determination
whether the effects of a drug are
sufficiently similar in adults and
pediatric patients will include an
examination of the drug’s beneficial and
adverse effects. FDA has also amended
§201.57()(9)(lii) to make clear that
other information besides
pharmacokinetic data may be necessary

" not simply to “establish the

applicability of the adult data to
pediatric patients,” but, more generally
"*to show that the drug can be used
safely and effectively in pediatric
patients.” Section 201.57()(9){iii) has
also been modified to ramove any
potential misimpression that
uncontrolled studfes could demonstrate
effectivenoss.

18..0ne comment questionad the
rule’s language about oxtrapolating
adult data to(i)edlatric patients. The
comment said that the exact mechanism
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by which many psychiatric drugs work
is not known. so that, for these drug
products, extrapolation between adult
and pediatric populations may be
inaccurate and potentially hazardous.
The comment noted that randomized
controlled studies of tricvelic
antidepressants in pediatric patients
bave raised questions regarding efficacy,
while safety issues have been raised
based on noncontrolled data indicating

- a potential risk, which might not have
been clear based on adult data. of
sudden cardiac death in pediatric
patients using tricyclics. '

FDA agrees that extrapolation from
adult experience is inappropriate, and
thus unacceptable, in some cases.

. Extrapolation is not necessary under the
rule, but is an alternative to the conduct
of adequate and well-controlled studies
in pediatric patients. In those cases
where the pediatric use statement is
based primarily on adequate and well-
controlled studies in adults, additional
information supporting pediatric use is
usually needed, ordinarily inciuding
data on the pharmacokinetics of the
drug in the pediatric popuiation for
determination of pediatric dosage. Other
information, such as data from :
pharmacodynamic studies of the drug in
pediatric patients, data from other
studies supporting the safety or
effectiveness of the drug in pediatric

. Ppatients, pertinent premarketing or

postmarketing studies or experience,
‘may be necessarya show that the drug
‘can be used safely and effectively in the
pediatric population.

17. One comment said that the .
preamble to the final regulation should

< "clarify that “other information™

supporting pediatric use in proposed
§201.57({)(9)(iii) need not be limited to
data developed or sponsored by the

_ NDA holder. but may include data such
as reports of studjes by academic
researchers in peer-review journals that
were prepared by persons who are not
related to the NDA sponsor.
~. The agency believes that no change is
nceded in revised § 201.57()(9)(iv)
because the section does not suggest
that the data must have been developed
or sponsored by the NDA holder.

D. Propased §201.57(f](9)(iv)

FDA received no comments on this
provision (renumbered as
" §201.57(f}(3)(v}), and has finalized it
without change. o

E. Proposed § 201.57(f)(9)(v]

Proposed § 201.57(f){9)(v)
(renumbered as § 201.57(f){9}(vi))
provides, in par, that “[iif the

- requirements for a finding of substantial
- evidence to support a pediatric

indication or a pediatric use statement
have not been met for any pediatric
population, this subsection of the
labeling shall contain the following
statement: ‘Safety and effectiveness in

_ children have not been established."™

18. One comment expressed concern
that this provision may create
disincentives for sponsors to develop
better information on pediatric use of
their drugs. The comment suggested that
FDA require mandatory phaced-in safety
testing and appropriate clinical studies
of pharmaceuticals in the pediatric’
population. Alternatively, the comment
recommended that FDA and '
manufacturers work to develop
agreements whereby the manufacturer
consents to carry out additional
postapproval pediatric studies.

FDA believes that the comment
suggests actions beyond the scope of
this rule. FDA encourages pediatric
testing. and. as discussed in comment 4
in section I11.C. of this document, has
the authority to require pediatric
studies. In some cases, FDA will require
pediatric studies for approval or
continued marketing. This rule.
however, does not add new
requirements for pediatric studies. but
rather describes the kind of data that
can be used to support labeling claims.

F. Proposed § 201.57(f](9)(vi)

Proposed §201.57(f}(9)(vi)
{renumbered as § 201.57(f)(9)(vii))
provides “[i]f the sponsor believes that
none of the statements described 1n
paragraphs (f)(9)(i) through (f}(3}(v)
{renumbered as (f}{9)(ii) through
((9)(vi)) of this section is appropriate
or relevant to the labeling of a particular
drug, the sponsor shall provide reasons
for omission of the statements and may
propose alternative statement(s). FDA
may permit use of an alternative
statement.”

19. One comment asserted that the
proposal did not adequately address the
problem of a large number of drugs that
have been approved and marketed for
years without pediatric usage
information in their labeling, which are
widely used in pediatric patients and
for which there is substantial published
literature regarding their pediatric use.
The comment noted that proposed

- §201.57(f)(9)(vi) would impose on the
‘sponsar the responsibility for providing

information that would promote the safe
and effective use of prescription drugs
in pediatric patients and noted that the
spopsor may have complex reasons for
not necessarily wanting to include

. pediatric information in the labeling.

The comment recommended that the
final rule include a mechanism that
wauld allow summary information from

authoritative published literature tQ be
added to the labeling of currently
marketad drugs so this information
would be available to the pediatric
prescriber: It suggested that the rule
should provide an option permitting
“recognized authoritative medical
experts or groups of experts” to provide
information to support pediatric
information in the labeling in licu of the
Sponsor. '

Another comment urged the agency to
provide for the incorporation of
supplemental indications into drug
labeling based solely on information
submitted by persons other than the
sponsor. The comment said that changes
should be made based on studies :
reported in peer-reviewed medical
literature, rather than relying on
submissions by the sponsor. The
comment stated that this was necessary
to make the labeling of certain drugs.
particularly anticancer agents, conform
to the current state of medical
knowledge. The comment noted that
FDA restricts promotion of off-label
uses, and third-party payers often take

o

- the position that agents that have no

labeled indication for treatment of
cancers in pediatric patients are
experimental and therefore
nonreimbursable, even though they may
be safe and effective.

The sponsor is primarily responsible
for bringing forth evidence to suppant
labeling changes. A third party could.
however, provide evidence to persuade
the agency to direct the sponsor to
submit a labeling supplement. A study
need not have been conducted by or on
behalf of the sponsor in order to support
a labeling change. The evidenceto
support labeling should continue to be
of the type and quality that would
ordinarily support labeling statements.
Published literature on pediatric use
may contribute to this evidence, and
authoritative groups may suggest
appreaches, but the views of
authoritative groups do not themselves
represent sufficient evidence of
effecliveness. With respect to the
comment concerning reimbursements,
the agency advisesthat reimbursements
tn patients are bevond the scape of the
rule and FDA authority. However. FDA
agrees with the underlying concern that
appropriate indications be on the label
so that practitioners understand how
best to prescribe the drug for the
patient’s medical benefit.

G. Proposed § 201.57(f)(9)(vii)
Propoesed § 201.57()(9)(vii)

(renumbered as § 201.57(0){9)(viii)}

states "'|i}f the drug product contains

one or more excipients that present an
increased risk of toxic effects to
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neonates or other pediatric subgroups, a
special note of this risk, generally in the
‘Contraindications.’ '‘Wamings,’ or
‘Precautions’ section, sheail by made.”

20. Four commeats expressed concemn
about this preposed requirement. One
comment said that the data relating to
the toxicity of excipients, including
preservatives, are inconclusive. making
the requirement inappropriate. The
comment stated that FDA should
encourage collection and analysis of
data to enable specific determinations
on the use of excipients and
preservatives.

Another comment asked FDA to
clarify whether the proposed
requirement that labeling contain
staterments about excipients that present
an increased risk of adverse effects to
the neonate or other pediatric subgroups
‘was intended to reflect published
literature or to be based on studies

designed to show whether an increased - that the inactive ingredients used in a  {__§ Z01.100.

risk exists. It added that it was not clear
how or by whom a fletermination of
increased risk would be established.
The comment suggested that the final
rule state that a sponsor can rely on
existing information and is not required
to conduct additional studies. The
comment also suggested that. if
additional studies were necessary,
animal data be used rather than
requiring clinical studies in neconates. It
suggested that a standardized list could
be developed jointly by industry and
FDA.

A third comment suggested thata
requirement that any labeling identify
any increased risk of toxic effects to
nennates or other pediatric groups
should not be interpreted as establishing
a requirement that sponsors conduct
toxicology or other studies to identify or
quantify such risks. The comment also
stated that the preamble to the.final
regulation should stats whéther the
increased risk of texic effects.isdimited
to those established by human data or
experience, or would also include those
hased on animal or in vitro models.

A fourth comment noted that ANDA
holders may use excipients different
from those used by the reference listed
drug. The comment suggested that
ANDA holders shou!d be required to
provide specific information regarding
excipients used. _

The final rule requires the labeling for

" a drug product containing one or more
inactive ingredionts that present an
increased risk of toxic effects to

. neonates or other pediatric subgroups to
note such risks in the
“Contraindications,” “Warmings," or
“Precautivas’ section of the labeling. If
toxicity data for the inactive

-ingredient(s) do not exist or ara

inconclusive, revised §201.57(£)(9)(vili)
would not require the labeling to
contain a statemant about an increased
risk to neonates or other padiatric
subgroups. However, in such cases. FDA
encourages applicants to oollect and
analyze data on inactive ingredients and
presarvatives that could represent a
pediatric risk. These data may include
human data, animal data, or data
derived from in vitro models.

FDA also notes that current
regulations already require ANDA
applicants whose inactive ingredients
differ front those used in the reference
listed drug to identify and characterize

the inactive ingredients in a proposed
drug product and to provide
information demonstrating that such
inactive ingredients do not affect the
safety of the proposed drug product (seq
21 CFR 314.94(a)(9)). Given these
provisions, there is no reason to belicve

provide the practitioner with adequate
information to permit safe and effective
usa of the drug p’muct. Under section.
5075 of the act, FIJA will approve an
NDA only if the drug is shown {o be
both sale anc sllective Tor its intended
use under the conditions set forth in the
drug’s labe{ing. Section 701(a) of the act
(21 U.S.C. 371(a)) authorizes FDA to
issue regulations for the efficient
enforcement of the act.

Under § 201.100(d) (21 CFR
201.100(d)) of FDA's labeling

regulations, prescription dru ucts
adequate information under which
licensed practitioners can use the drug
safely tor their intended uses. Section _
207,37 describes soccific categories of

generic drug product are any less safa

- than those in the reference listed drug.

The rgency has determined that, for

the purposes of this final rule, the terms
“excipient” and “inactive ingredient”
have the same meaning. However.
because the agency generally uses the
term “inactive ingredient.” the agency
has. un its own initiative, amended
proposed § 201.57(f)(3)(vii} to refer to
““inactive ingredients” instead of
“excipients.”

V. Legal Authority

FDA's revision to the “Pediatric use™
subsection of prescription drug labeling
is authorized by the Federal Food, Drug.
and Cosmetic Act (the act) and by the
Public Health Service Act (the PHS act).
Section 502(a) of the act prohibits false

. or misleading labeling of drugs,
including, under saction 201(u) of the
act, failure to reveal material facts
relating to potentidl consequences under
customary conditions of use. -~ -

Section 502(f} of the act requires drug

ﬁabeling to have adequate directions for

use and adequats warnings against use
hy the pediatric population where its
use may be dangerous to haalth, as well
as adequate warnings against unsafe
dosage or methods or duration of
administration, as are necessary to
proteci users. -

Section 502(j) of the act prohibits use
of drugs that are dangerous to health
when used in the manner suggnsted in
their labeling. Drug products that do not
meet the requiremeonts of any pa~egraph
of section 502 of the act are deemed tn
be misbranded.

In addition to the misbranding
provisioas, the premarksl approval
provisions of the act authonze FDA to

roguire that prescriplion drug lebellng

information. including information for
drug use in selected subgroups ofthe
general population, which must be
prescnt to meet the mquirements of

Tnaddition, under 21 CFR 314.125,
FDA will not approve an NDA unless,
among other things. there is adequate
safety and effectiveness information for
the labeled uses and the product
labeling complies with the requirements
of part 201 (21 CFR part 201).

ection 351 of the PHS act provides
legal authority for the agency to regulate
the labeling and shipment of biological
products. Licenses for biological
products are to be issued only upon a
showing that they meet standards
“designed to insure the continued
safety, purity, and potency of such
products’ prescribed in regulations (42
U.S.C. 262(d)). The “potency” of a
biological product includes its
elfectiveness (21 CFR 600.3(s)). Section
351(b) of the PHS act prohibits false
labeling of a biological product. FDA's

. regulations in part 201 apply to ail

prescription drug products; including
bir»l(:‘%ical products.

A drug product that is not in
compliance with § 201.57(}{9) would be
considered misbranded and an
unapproved new drug under the act. A
noncomplying product that is a
biological product would. in addition.
be considered [alsely labeled and an
unlicensed hiolegical product under the

PHS act.

"VI. Implementation

The primary purpose of the proposod
rule was to revise the existing pediatric
labeling requirements by expanding the
busis on which information about use of
a drug in the pediatric population may
be included. The proposed rule would
havo required sponsors to comply with
the pediatric use provisions 1 year after
the date of publication of a final rule in
the Federal Register.
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21. Several comments said that the
proposed 1-year implementation period
was 100 short. The comments claimed
that extrapolating and reviewing data
would be time consuming and that the
agency would be unable to approve

_ pediatric use labeling within 1 year. The
comments suggested that the agency
-cooperate with industry to establish a 3-

year implementation schedule. only
require sponsors to submit revised
labeling in 1 year, or make the rule

- effective in 2 years.

The agency has carefully considered
the comments and has revised the
implementation schedule for the final

". rule. The agency will accept pediatric

use information based on revised
§201.57(f)(9) after January 12. 1995.
Sponsors have a continuing obligation
to maintain labeling that is truthful and
comprehensive in accordance with
§201.57, including § 201.57(1(9).
Section 201.57(f)(9) requires labeling to
contain at least one of the statements
: under § 201.57(f)(9)(ii) through (£)(9)(vi).
or 1o propose an alternative statement
under § 201.57()(9)(vii). The statement
must accurately describe available data.
* Sponsors must, therefore, reexamine
existing data to determine whether the
“Pediatric use" subsection of the
_labeling can be modified based on
adequale and well-controiled studies in
adults dnd other information supporting
pediatric use, and, if appropriate,
submit a:supplemental application to

" . comply with pew §201.57(f)(9)(iv) by

.December 13, 1996. A sponsor who does
not believe that the disease and drug
effects are similar-in the pediatric and

-adult populations, or who believes that

. use in pediatric patients is otherwise
not adequately supported by data,
should not propose revised labeling
under new § 201.57(f){9)(iv), and need
not.inform the agency of this
conclusinn.

. Therefore, FDA expects'sponsors to
examine avaiiable information and
update pediatric labeling for their
products, if appropriate. Sponsors

-.-» should also examine data on the extent

*‘and nature of use of their products in

.- pediatric patients. If FDA concludes that

8 particular drug is widely used,

" represents a safety hazard. or is

therapeutically important in the

. “pediatric population, and the drug

sponsor has not submitted any pediatric

" - ‘use informaticn, then the agency may

- ‘require that the sponsor develop and/or

:_ _ submit Kedmmc use information.

If FDA has made a specific request for

.. the submission of pediatric use

information because of expected or
identified pediatric use, and the sponsor
~ - - fails to provide such information, the
7. . agency may consider the product to be

-

-a mishranded drug under section 502 of

the act. or a falsely labeled biological
product under section 351 of the PHS
Act, as well as an unapproved new drug
or unlicensed biological product. (See
21 U.S.C. 355 and 42 U.S.C. 262}).

Under the final rule, any new or
revised pediatric indications, or
statements on pediatric indications, ar
statements on pediatric use under the
provisions of § 201.57(f}(9)(ii) through
(0(9)(iv) would require FDA approval of
a supplemental application in
accordance with §314.70(b) or §601.12.
Other changes to proposed
§201.57(N(9)(ii} through (f(9){iv) to add
or strengthen precautions,
contreindications, warnings, or adverse
reactions or to add or strengthen dosage
and administration instructions to
increase a product's safety (for products
other than biological products) could be
put into effect at the time a supplement
covering the change is submitted to FDA
in accordance with § 314.70(c). Minor
editorial changes to products other than
biological products may be made in
accordance with §314.70(d).

To comply with this rule. rpferpncnc
to “children” in the "'Pediatric use”
subsection of the insert labeling of
products already being marketed must
be changed. where appropriate, to
*“Pediatric population™ or “'pediatric
patients.”” The agency advises that after
January 12, 1995, such changes must be
made, no later than the first time that
labeling is sent to.the printers or
ordered for reprinting to replenish old
stocks of labeling. Such changes for
products other than biological products
are considered minor editorial changes
and may be submitted in an annual
report in accordance with § 314.70(d).

Any new or revised statement under
§201.57(0)(9)(viii) regarding inactive
ingredients that may be toxic to the
neonate or other pediatric suhgroup
should be made in accordance with the
provisions of § 314.70(c) or §601.12 (21
CFR 601.12), as appropriate. :

All supplenients containing pediatric
use information and their mailing
covers should be plainly marked
Pediatric supplements.”

For those products subject to section
351 of the PHS act, labeling changes
should be made in accordance with
§601.12. Persons who have questions
regarding such changes and need
guidance on whether a supplement is
necessary should contact one of the
following three divisions as appropriate:
Office of Therapeutics Research and
Review, Division of Application Review
and Policy (HFM-585), 301-594-5109;
Office of Vaccine Research and Review,
Division of Vaccine and Related Product
Applications (HFM-475), 301-594—

2090: or Office of Blood Research and
Review, Division of Blood Applications
(HFM-370}. 301-594-2012; at the
following address: Center for Binlogics
Evaluation and Research. Food and
Drug Administration, 1401 Rockville
Pike, suite 200N, Rockville, MD 20852.

22. One comment suggested that the
rule would have a substantial econamic
impact, particularly if the agency
adheres to the proposed 1-year
implementation period. The comment
said that there are cost factors arising
from the extensive resources required to
recvaluate the available clinical study
data and literature to extrapolate adult
safety data to the pediatric age group or
groups. The comment noted that drug
studies in pediatric patients have
additional costs not experienced with
the aduit population, and may. in some
cases, require inpatient studies. The
comment also claimed that encouraging
pediatric studies prior to approval or as
a8 Phase 4 commitment could lengthen
the development process, slow drug
approval, and thereby have an
additional economic impact.

The agency has considered the
comment and has revised the
implementation schedule for this final
rule. The implementation schedule is
discussed in section VI. of this
document.

The agency stresses that this rule does
not require sponsors to conduct -
pediatric studies. The authority to
require studies is found in the act and
regulations already promulgated.
Rather. this rule recognizes alternative
methods of establishing substantial
evidence to support pediatric labeling
claims. Where a finding of substantial
evidence to support a pediatric
indication or a pediatric use statement
has not been met for a specific subgroup
or for any pediatric population, the
sponsor must instead indicate that no
data are available. If a sponsor believes
that a pediatric use statement would be
inappropriate or irrelevant to the
labeling of a particular drug. it must
provide a reason for omitting the
statement. This rule does not affect any
determination by the agency that
pediatric studies are nceded before or
aftor approval for a new drug.

VIL Environmental Impact

The agency has detennined unaer 21
CFR 25.24(a)(8) that this action isof a  *
type that does not individually or
cumulatively have a significant effect on
the human environment. Therefora,
neither an environmental essessment
nor an environmental impact statement
I8 required.
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VIU. Analysis of Irnpacts

FDA has examined the impacts of the
fimul rule under Executive Order 12866
and the Regulatory Flexibility Act (Pub.
L. 96-354). Executive Order 12866
directs agencies to assess all costs and
benefits of available regulatory
alternatives and, when regulation is
necessary, to select regulatory -
approaches that maximire net benefits
{including potential economic, _
environmental, public health and safety,
and other advantages: distributive
impacts: and equity). The agency
believes that this final rule is consistent
with the principles set out in the
Executive Order. In addition, the final
rule is not a significant regulatory action
as defined by the Executive Order.

The Regulatory Flexibility Act
requires agencies to analyze regulatory
options that would minimize any
significant impact of a rule on small
#nlities. Because the final rule does not
impose additional requirements for
sponsors to conduct pediatric studies.
the agency centifies that the final rule
will not have a significant economic
impact on a substantial number of small
entities. Therefore. under the Regulatory
Flexibility Act, no further analysis is
required.

List of Subjects in 21 CFR Part 201

Drugs. Labeling. Reporting and
recordkeeping requirements.

Therefore, under the Federal Food.
Drug, and Cosmetic Act, the Public
-Health Service Act, and under authority
delegated to the Commissioner of Food
and Drugs, 21 CFR part 201 is amended
as follows:

PART 201—LABELING

1. The authority citation for 21 CFR
part 201 continues to read as follows:

Authority: Secs. 201, 301, 501, 502, 503,
505, 506, 507, 508, 510, 512, 530-542, 701,
704, 721 of the Federal Food. Drug. and

Cosmetic Act (21 U.S.C. 321, 331, 351, 352,
353, 355, 356, 357, 358. 360, 360b, 360gg—
160ss, 371, 374, 379e); secs. 215, 301, 351
161 of the Public Health Service Act (42
U.S.C. 216, 241, 262, 264).

2. Section 201.57 is amended by
revising paragraph (f){9) to read as
follows: -

§201.57 Spéclﬂc requirements on content
and format of labellng for human
prescription drugs.

(n LN 2 )

(9) Pediatric use:

{i) Pediatric population(s)/pediatric
patient(s): For the purposes of
paragraphs (N(9)(ii) through (£)(9)(viii) of

this setion, the terms “*pediatric_

- populatian(s)” and *“pediatric

patient(s)™ are defined as the pediatric
age group, from birth to 16 years.
including age groups often called
nsonates, infants. children. and
adolescents.

(ii) Uf there is a specific pediatric
indication (i.e.. an indication different
from those approved for adults) that is
supported by adequate and well- -
controlled studies in the pediatric
population, it shall be described under.
the “‘Indications and Usage’* section of
the labeling, and appropriate pediatric
dosage information sba?l be given under
the “‘Dosage and Administration™
section of the labeling. The *'Pediatric
use” subsection shall cite any
limitations on the pediatric indication,
need for specific monitoring, specific
hazards associated with use of the drug
in any subsets of the pediatric
population (e.g.. neonates), differences
betwsaen pediatric and adult responses
to the drug. and other information
related to the safe and effective pediatric
use of the drug. Data suinmarized in this
subsection of the labeling should be
discussed in more detail, if appropriate.
under the “Clinical Pharmacology" or
“Clinical Studies’ section. As
appropriate, this information shall also
be contained in the
“*Contraindications,” “*Warmnings,” and
elsewhere in the “‘Precautions’ sections.

{iii) If there are specific statements on
pediatric use of the drug for an
indication also approved for adults that
are based on adequate and well-
controlled studies in the pediatric
population, they shall be summarizea in
the "Pediatric use’ subsection of the
labeling and discussed in more detail, if
appropriate, under the “Clinical
Pharmacology’* and *‘Clinical Studies”
sections. Appropriate pediatric dosage
shall be given under the “"Dosage and
Administration” section of the labeling.
The “Pediatric use” subsection of the
labeling shall also cite any limitations
on the pediatric use statement, need for
specific monitoring, specific hazards
associated with use of the drug in any
subsets of th: pediatric population (e.g.,
neonates), differences between pediatric
and adult responses to the drug, and
other information related to the safe and
effective pediatric usc of the drug. As
appropriate, this information shall also
be contained in the
“Contraindications,” "“Warnings,”” and
elsewhere in the "Precautiuns’ sections.

{iv) FDA may spprove a drug for
pediatric use based on adequate and
well-cantrolled studies in adults, with

‘other information supporting pediatric

use. In such casss, the agency will have
concluded that the course of the discase
and the effects of the drug, both

beneficial and adverse, are sufficiently
similar {n the pediatric and adult
pcpulations to permit extrapolation .
from the adult efficacy data to pediatric
putients. The additional information
supporting pediatric use must ordinarily
include data on the pharmacokinetics of
the drug in the pediatric population for
determination of appropriate dosage.
Other information, such as data from

_phdrmacodynamic studies of the drug in

the pediatric population, data from
other studies supporting the safety or
effectiveness of the drug in pediatric
patients, pertinent premarketing or
postmarketing studies or experience,
may he necessary to show that the drug
can be used safely and effectively in
pediatric patients. When a drug is
approved for pediatric use based on
adequate and well-controlled studies in
adults with other information
supporting pediatric use, the ““Pediatric
use” subsection of the labeling shall
contain either the following statement,
or a reasonable alternative: "“The safety
and effectiveness of (drug name) have
been established in the age groups —to
— {note any limitations, e.g.. no data for
pediatric patients under 2, or only
applicable to certain indications
approved in adults). Use of (drug name)
in these age groups is supported by
evidence from adequate and well-
controlled studies of (drug name) in
adulls with additional data (insert
wording that accurately describes the
data submitted to support a finding of
substantial evidence of effectiveness in
the pediatric population).” Data . -

- summarized in the preceding prescribed

statement in this subsection of the
labeling shall be discussed in more
detail, if appropriate, under the
*‘Clinical Pharmacology™ or the
“Clinical Studies” section. For example.
pediatric pharmacokinetic or
pharmacodynamic studies and dose-
respousa information should be
described in the "Clinical
Pharmacology” section. Pediatric dosing

.. instructions shall be included in the

*Dosage and Administration™ section of
the labeling. Any differences between
pediatric and adult respaiises, need for
specific monitoring, dosing adjustments,
and any other information related to
safe and effective use of the drug in
pediatric patients shall be cited briefly
in the "'Pediatric use” subsection and, as
appropriate, in the “Contraindicavions,”
“Warnings,” ""Precautions,” and
“Dosage and Administration™ sections.
(v) If the requiremonts for a finding of
substantial avidence to support a
pediatric indication or a pediatric use
statement have not been met for a
particular pediatric population, the
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“Pediatric use™ subsection of *he
labeling shall contain an appropriate
statement such as "Safety and
effectiveness in pediatric patients helow

- the age of (—) have not been

established.” If use of the drug in this

* pediatric population is associated with
a specific hazard, the hazard shall be

_ described in this subsection of the

_ labeling. or, if appropriate, the hazard
shall be stated in the
“Contraindications™ or *Wamings”
section of the labeling and this

. subsertion shall refer to it.

{vi) If the requirements for a finding
of substantial evidence to support a
pediatric indication or a pediatric use
statement have not been met for any
pediatric population, this subsection of
the labeling shall contain the following

statement: “*Safety and effoctiveness in
pediatric patients have not been
established.” If use of the drug in
premature or neonatal infants, or other
pediatric subgroups, is associated with’
a specific hazard. the hazard shall be
described inthis subsection of the
labeling, or, if appropriate. the hazard
shall be stated in the
“Contraindications” or "“Warnings”
section of the labeling and this
subsection shall refer to it. :
(vii) If the sponsor believes that none
of the statements described in
paragraphs (f)(9)(ii) through (N{9}(vi} of

this sectivn is appropriate or relevant to

the labeling of s particular druy, the
sponsnr shall provide reasons for
omissinn of the statements and may
propose alternative statement(s). FDA

may permit use of an alternative -
statement if FDA determines that no
statement described in those paragraphs
is appropriate or relevant to the drug’s
labeling and that the alternative
statement is accurate and appropriate.
(viii) If the drug product contains one
ar more inactive ingredients that present
an increased risk of toxic effects to
neonates or other pediatric subgroups. a
special note of this risk shall be made.
generally in the “Contraindications,”
“Warnings.” or “Precautions’™ section.

Dated: Novemboe 15, 1994,
David A. Kessler,
Commissioner of Food and Diugs.
[FR Doc. 94=302138 Filed 12-12-93: #:40 aml
BILLING COODE 4166-01-F




| December 21, 1996
|
|
|
(

Joan Milne, Director

Last month, the FDA began approval hearings on another new drug for
AIDS patients. If approved, it would have made the tenth drug available for
general use for adults with AIDS. While applauding the progress being made
in AIDS research, myself, and a few other parents from Northern California,
are extremely upset that none of this research is filtering down to our
children. Are you aware that, out of the nine drugs already having FDA

approval, only three are approved for use in children? And of those three,
only two are approved for infants?

We, as parents of children with AIDS, got together to formulate a
list of demands for the FDA and the drug companies. We then started a letter
writing campaign aimed at informing the FDA of our dissatisfaction. We asked
the parents of some of the children, as well as the children, themselves, to
write about this issue. We also requested some input from other organiza-

tions dealing with childrenwith AIDS. Attached is the product of our collec-
tive frustrations.

We were also able to send one of the parents and her son back to
Washington, in order to testify before the FDA. A packet containing this
information was given to each of the panel members, and any media that were
present. While I was on the Internet a few days later, I found an AP
release of the FDA hearings, including a summary of Deb's statement. Much
to my amzement, I found the following quote. “The panel issued a stern
warning to drug makers not to seekapproval for any more AIDS therapies with-
out at least preliminary testing in children". This is exactly what we
hoped to accomplish. However, this is only the beginning. We still need

to follow through and make sure the the drug manufacturers adhere to the
warning.

I wanted you to be aware of the issues surronding all our children,
and hope that we can count on you for your continuing support on this matter.

Sincerely,

ot v/\_,xzwi )
- T ——

Joan Milne
2724 Oak R4 #119
Walnut Creek, CA 94596
(510) 945-7735
1990 N. California Blvd., Suite 830, Walnut Creek, CA 94596 (510) 933-PPAC
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CHILDREN WITH HIV/AIDS NEED EQUAL ACCESS TO ALL AVAILABLE MEDICATIONS




PARENT'S DEMANDS
REGARDING PEDIATRIC DRUG APPROVAL

As mothers of children with HIV and AIDS, we have an extremely tough fight on our hands.
Not only must we deal with the physical and emotional impact of this disease in our children,
but we are faced with an uncaring and unwilling pharmaceutical industry which for years has
ignored our plight.

Presently, there are nine antiretrovirals approved to fight HIV. Approval on a tenth is
anticipated. Of these ten drugs, only three are labeled for use in children, only two for infants.
The World Health Organization estimates that by the year 2000, there will be ten million
children infected with the AIDS virus worldwide.

WE THEREFORE DEMAND:

[1 Safety studies in children must begin immediately upon preliminary efficacy data
in adults with pediatric studies written no later that the initiation of adult Phase [l studies.
These studies should begin regardiess of formulation. If a company does not currently have
a suspension, they must Initiate research in children able to take pills and
capsules.

O Only conditional approval should be given by the FDA to drugs when the
pharmaceutical sponsor seeks approval without pediatric data. We do not wish to
delay access to adults with HIV and AIDS. However, the pharmaceutical industry must be
held accountable to children's needs as well and full approval should be contingent upon
presentation of pediatric data.

00 Industry sponsors should approach the FDA for revised labeling as soon as
safety data are available on any pediatric population.

0 The pharmaceutical sponsors should seek more palatable suspensions or
ways of making them more tolerable especially for young children. The technology for this
already exists and should be used.

O A task force has already met to discuss existing pediatric viral load data and make
recommendations for its use in clinical practice. We insist that recommendations
regarding viral load monitoring in children are quickly and directly distributed to
pediatricians, community based organizations and community newsletters; as well as the
standard publications and journals.

With the support of others in the HIV community, we are certain to achieve our goal of insuring
equal and early access for children to promising therapies for the treatment of HIV and other
pediatric life-threatening diseases.

Parents of children in Northern California:
Deb, Dorothy, Joan, Linda, and Marilyn

SUPPORTING ORGANIZATIONS LIST IN FORMATION:
Parents' Pediatric AIDS Coalition

Pediatric Advocacy Network

Sunburst Projects

Positively Kids

ACT UP Golden Gate




Statement by Deborah L. Scheer

Food and Drug Administration
Drug Advisory Committee Hearing

November 22, 1996

My lively and wondrous son, Dillon, and I live on the Russian River in
Sonoma County in Northern California. Sonoma County has the largest
population of people living with AIDS in any rural county in America. I
chose to live there because my son has HIV, and I felt that the services
and the community would help support both of us. Asit's happened,
we've been embraced and surrounded by many people with deep
compassion and directon.

Our new friends, our new family, are pro-active and front-runners .
with the relatively new HIV treatment therapies. From the.studies done
with adults on the new drugs, their doctors are informed about the drugs’
efficacy, dosing, side effects, etc. and therefore better able to help their
patients make treatment decisions. Their doctors understand viral load
testing results and use it as an important diagnostic tool in keeping the
virus under control. With the viral load test and combination therapy, our
friends are doing a lot better. Through the passing summer, Dillon and I
watched our friends feel stronger and more hopeful. For many of them,
it's the first time since their diagnoses that they are thinking about their
futures and the possibility of growing old. It was a truly joyous summer,
and Dillon and I enjoyed and shared the excitement with our friends.

But then came the end of summer, and I learned that our children
and their families can't and don't have the hope that the adult community
has. Our children have only three drugs approved for pediatric use. This
is less than one third the availability for adults. The drug that we want
approved today, delaviridine, will be the tenth drug used to fight HIV.
However, even this drug has no pediatric data. And while they've been
doing viral load testing on children for awhile, the pediatric HIV doctors
haven't been informed of their findings and what this means in children.

My son, Dillon, is a very bright and active child with few symptoms
thus far. He had a wonderful summer, and I hope he has many, many
more. But, Dillon has already lost several young friends and a foster baby
brother to HIV. And, at the end of the summer, I learned that three of



Dillon's closest friends, Sam, Josh, and Sammy, had rising viral loads and
their CD-4 counts were dropping.

Sam's mother shared with me her conversation with Sam's doctor.
The doctor was crying with her over the results of Sam's lab tests. What
could possibly make this doctor cry? Could it have been she didn't have
new drugs to treat Sam? Sam had already exhausted the only three drugs
available to him. Or, perhaps it was her fear of treating Sam with drugs
that have not yet been tested on kids and, therefore, she could be taking
an incredible risk with his life? Or, was it that she could see his end
coming because she didn't have anything to offer him, and it was tearing
her apart?

Josh's parents have chosen not to disclose his diagnosis to him to
protect him from additional stress in his already complicated life. His
mother has been frantic over the last couple of years. Josh has a T-Cell
count of under 40 and a rising viral load. I'm sure to ease his mother's
absolute dread, Josh's doctor readily points to the fact that they really
don't know what viral load results mean in children, and that clinically he
looks great. Well...I need to ask, "would or could a doctor who's treating a
child with leukemia tell his mother that though his lab tests were showing
disease progression, not to worry because the child looks great?" I don't
think so! Josh deserves and needs combination therapy, but his doctor
won't put him on any of the other five or six approved drugs because they
haven't been tested for dosage, side effects and efficacy on children.

The grandmother of another one of Dillon's friends, Sammy, drives
him eight hours a month for lab tests. She returns home with horrifying
results and with the same treatment that has been failing to stop the virus
from further destroying his immune system. Sammy is a bright and
beautiful six year old boy who goes to the schools in his community to talk
about HIV, how it impacts him, and how the students can protect
themselves. He and his grandmother are well known and loved in their
community. Little Sammy is a hero. And he is going to die.

My son is strong and healthy right now. Ilove him with all my
heart! Butlove will not stop the virus. [ can't protect him alone. I know
this personally from having loved and lost Justin, Dillon's foster brother.
All my love could not protect him. HIV claimed his life on his fifth month
birthday. With so few treatment options for children, Dillon is not walking
far behind Sam and Josh and Sammy. Without major changes in our whole
system now, we are setting up Dillon and his friends and many other
children for very, very short lives. This is unacceptable to me and families



across the nation. Let alone all those families from other countries who
look to the United States for therapies and direction. Even if you could be
persuaded to act now, start making changes now, I hope to God it's not too
late for Sam and Josh and Sammy.

We need six different things to happen to save Sam, Josh, Sammy,
Dillon and all the other HIV+ children:

1. We need safety studies in children that begin immediately
upon preliminary efficacy data in adults, regardless of formulation. For
example, if a company doesn't have a suspension, it can still start research
with young children who can swallow pills and capsules.

2. Our children need equal and early access to promising
therapies through expanded access programs such as compassionate use
and parallel track.

3. We need industry sponsors to approach the FDA for revised
labeling as soon as safety data is available on any pediatric population.

4. We want conditional approval given to drugs when a
sponsor seeks approval without pediatric data.

S. Usmg existing technology, pharmaceutical sponsors should
seek more palatable suspensions or ways of making them more tolerable,
- especially for young children.

6. So that pediatricians will have a better understanding of the
practical application of viral load results as a monitoring tool, the Secretary
of Health and Human Services should convene a task force to compﬂe
interpret and disseminate existing pediatric viral load data. :

On behalf of my son, and all the children with AIDS in America, I
thank you for your attention and urge you to address these issues with
speed and compassion.
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Dear Advisory Panel Members:

We are pleased to have the occasion of the review of delavirdine before the FDA Drug
Advisory Panel to write to you. We fully support the approval of new non-nucleoside
analogs to broaden the treatment options available to people living with HIV disease.
However, we must insist that all drugs approved by the FDA for the treatment of HIV,
including delavirdine, be accessible to all people with HIV.

The approval of delavirdine will bring the latest in medical technologies only to those who
have been represented in the clinical trials to date. Tragically, it does not result in more
treatment options for pregnant women, who are currently only offered AZT monotherapy as
an FDA-approved treatment. Single drug treatment for HIV is no longer acceptable, given
the potential comparative efficacy of combination therapy. In no other population is AZT
monotherapy now considered standard treatment. The FDA'’s continued neglect of the
growing numbers of pregnant women with HIV in the face of promising therapies is causing
HIV to become an illness whose course is defined by the availability, or lack, of these
therapies. for different populations. The discrepancy between the choices available for
pregnant women and adults in general constitutes nothing less than discrimination. The FDA
must enroll pregnant women in clinical trials as soon as possible.

Similarly, children, who are in desperate need of the most effective drugs possible, will not
benefit from the approval of delavirdine without the development of clinical trials. HIV
disease typically progresses more quickly to an AIDS diagnosis in children, and they need
FDA-approved protease inhibitors available to them, in addition to the three other types of
drugs currently available. This makes it all the more imperative that the FDA also enroll
children in clinical trials as soon as possible. An often-cited reason in defense of the lack of
drug trials involving children is the claim that there are not enough infants and children to
enroll in these clinical trials. However, there are thousands of children across the country
who are being seen by the 60 lead and 350 affiliate care centers funded through Title IV of
the Ryan White CARE Act, and are fully eligible for participation in clinical trials.
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FDA Drug Advisory Committee
November 15, 1996

Given this oversight of these populations, the FDA is failing to fulfill its responsibility to
- provide approved therapies for all people living with this illness. We urge you to consider -
 the impact that this neglect is having on women,. children, and families across the country
who are living with the knowledge that they are being denied treatments as others are
rightfully offered the opportunity to live healtluer hves Prcgnant women and cluldren
 cannot live without these treatments. S _ _

Very t_ruly yours,

: Sonja. ackenzie )
~ Public Policy. Assistant

s
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'Food and Drug Administration

5600 Fishers Lane
iRockville MD 20857

SUNBURST PROJECTS

l Re: Application #20-705 (Delaviridine - Pharmacia-Upjohn)
i

POST OFFICE BOX 2824 ‘Dear Panel Members:

PETALUMA, CA 9495353

We are writing to express our deep concern about the lack of efficient and
rapid formulation of well-designed research protocols that include all ages of
children within the HIV/AIDS pediatric population. Time is of the essence in
evaluating new drugs for children, and safety studies in children must begin
immediately upon the availability of preliminary efficacy data in adults.

FAX (707) 769-0780
TEL (707) 769-0169

GERI BROOKS, PH.D.

Founding Director ,?Today. with modern technology, pharmaceutical sponsors should not be
- ;grappling with ways to make medications more tolerable to children. Perhaps
Board of Directora ;the issue of a special pediatric formulation is just an excuse to ~further limit
JOHN BENNETT ;studies to adult populations.
Preuddent ‘
GLORY LANE, R.N. ‘AIDS Clinical Trials Groups need to be increased so as to facilitate the
Vice Preaident revaluation of promising new agents for the treatment of HIV infection in
MARTA JOMNSON. R.N. ichildren at the same time these clinical trails are being conducted for the
Seeretary adult population. These investigational treatment programs should be located
”“T"‘ came :in areas of the country where children with HIV/AIDS are most heavily
resrer Iconcentrated, thus expanding child client access to compassionate use
NEIL FLYNN, M.D. !thcrapies.
MAGGIE SUCKOW
ELAINE & BARRY TAYLOR Despite the cost crisis facing people living with HIV/AIDS in accessing
DEBORAK STOPNICK promising protease inhibitors------ )
Honorary Boardmembere—— |OQUR  NATION'S CHILDREN SHOULD HAVE EQUAL ACCESS TO
CHERYL JENNINGS THESE PROTEASE INHIBITORS AS WELL AS OTHER DRUGS
ROD & STACEY BECK ‘APPROVED FOR ADULTS LIVING WITH HIV/AIDS.

THESE PRODUCTS SHOULD BE DEVELOPED IN CONCERT WITH
ADULT RESEARCH.

We urge you to take responsibility so that our children are ensured quality

pediatric care. Thank you for your leadership on behalf of our nation's
Serving Children and Familics children. :

Living with HIV/IAIDS
Sincerely, D

CAMP SUNBURST

L~

SUNBURST NATIONAL - . f—lﬁL oy 01—75-.
AIDS PROJECT K—_ fo‘ﬁr00ks- P(D‘
fx’:’xecutive Director
EDUCATIONAL OUTREACH SUNBURSTPROIECI‘S

™\

COUNSELING SERVICES
ADVOCACY

Thoue who bring sunshine

to the lives of vthers cannat keep

it from themoelves



Druyg Advisory Committee

Center for Drug Evaluation and Research
HFD-21. Food and Drug Administration
5600 Fisher’s Lane

Rockville, MD 20857

Dear Advisory Panel Members.

You have the honor of reviewing delavirdine, a drug which promises to allow those living with
HTV and ALDS to step further into their own lives and to reclaim their futures, With the
discovery of proteuse inhibitors and the powertul proof of combination therapics, the past years
have indeed seemed to bring a new wave of hope into our communities. Those who were
diagnosed as positive years ago and were told to put aside the rest of their life so that they could
die, are now slowly beginning to pick up the pieces and learn how to live, again. The ripples of
hope and newly-lit optimism arc making their way into our media and. as the newspapers,
magazines. and televisions tote the cra of an AIDS “cure,” our psyches are slowly becoming
accustomed to these ideas. Yet, where children, pregnant women, low-income and homeless
.. individuals are concerned. there is a profound silence. We must begin to address this silence.
You sit here today to review the approval of delavirdine, which, if passed. would exist as the
tenth approved drug available for those living with HIV and AIDS. Adull. non pregnant. well-
provided for people living with HTV aad AIDS. As of this date, only three druys have been
approved for pediatric use: AZT, ddl. and 3TC. As the doors of health are finally opening wider
for mnuch of this nations populace, children - born and unboen- and pregnant women are simply
being squeezed out. This ever-growing chusm of opportunity is simply unacceptable.

The argument for cquil health care seems simple, vet as we all know, the approval of safe drugs
involves the cooperation, participation. and energy of many experts in many different fields. o a
recent “Wall Street Journal™ article, the dearth of approved pediatric drugs was aptly auributed
to the economy: ““The attitude of the drug companies is that it's not economicaily feasible or
protitable becausc there are a limited number of children™ (11/15/96). There are thousands of
voung children today who are HIV positive and whose viral count, because of the iack of access
to drugs, is increasing at a rapid rate. How many more infected children will it take befere the
drug companies consider the project of prolonging their lives as something which is
economically profitable??

i write to you as an HV Services Specialist working at a non-profit clinic in San Francisco.

Here, we run our services based on the premisce that health care for all is a right, not a privilege,

| hope that you take this message forward todav and lend 1 voice to all those children and -
pregnant women who could not be here. Your input could make a real difference - it could even

mean that women and children take one more step into the horizon of future living.

Very sincerely.

Katherine Gergen

HTV Services Specialist

T O Dalataloll i




PRODIGY ® Web Browser: FDA Advisers Mull AIDS Drug (hitp://headlines.prodigy....rc_html/nm00hsOw.htm)
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FDA Advisers Mull AIDS Drug

GAITHERSBURG, Md. (AP) -- Scientific advisers deadlocked Friday over whether to allow AIDS patients to buy a
new drug, citing conflicting evidence over whether it works and who should use it.

Pharmacia & Upjohn had argued that delavirdine would help kill the HTV virus in early-stage patients' blood and slightly
boost their immune system when used in combination with older medicines.

But the improvement was so slight -- and the drug failed to do any good for late-stage patients -- that advisers to the
Food and Drug Administration were left wondering how any doctor would know how to prescribe delavirdine.

"We're in a tough position," said Dr. Wayne Greaves of Howard University Hospital, before the panel voted 4-4 on
whether the drug should be approved. "There are still patients who need additional drugs."

"A year ago, I would have viewed this very differently," said Dr. Christopher Mathews of the University of California,
San Diego, who questioned approving a drug that showed such minimal effect when just this year three powerful new
medicines began selling, promising patients significant improvement.

But the panel urged the FDA not to make a final decision until doctors finish analyzing an additional study to confirm the
drug's impact, data due to be completed in mid-January.

The tie vote came after mothers tearfully protested that Pharmacia, like almost every AIDS drug manufacturer, had not
even begun testing to determine whether delavirdine would help HIV-infected children.

Of the nine AIDS drugs sold Friday, only three are approved fis children's use -- and ihey do not include the newest,
most potent AIDS therapies. The mothers accused drug makers and the FDA of ignoring children's desperate need in the
race to sell AIDS medicines to adults.

"Love will not stop the virus," said Deborah Scheer of Sonoma County, Calif., as her HTV-infected son, Dylan, gazed at
the panelists. "1 cannot protect him alone and I need your help."

The panel issued a stern warning to drug makers not to seek approval for any more AIDS therapies without at least
preliminary testing in children.

But for delavirdine, the issue was whether the drug even works in adults.

One study of 720 patients showed it modestly helped adults who were not yet seriously ill, when used in combination
with the oldest AIDS drug, AZT. Patients who took both drugs saw a slight rise in important immune cells called CD4s,
gaining about 30 cells per milliliter of blood after a year of therapy while those who took AZT alone lost CD4 cells. The
delavirdine patients also lost about twice as much of the virus floating in their blood as did those who took just AZT.
But a study of severely ill patients found delavirdine taken with another older medicine, ddl, found that small benefit
lasted only 12 weeks. By year's end, not only were delavirdine patients doing no better but 66 of them had died,
compared with 61 who took ddI alone.

Worse, the scientists said, delavirdine hasn't been tested in combination with the three newest AIDS drugs, a new class
of drugs called protease inhibitors that has proved so potent that a three-drug combination including one of these
medicines has become standard care for advanced patients.

Delavirdine doesn't attack the HIV virus in the same manner as protease inhibitors, working instead more similarly to
AZT.

But Pharmacia argued delavirdine does have potential. Genetics testing of 34 patients suggested when the drug is
combined with AZT, it can halt or even reverse the AIDS virus' dangerous ability to mutate until AZT is useless. That
study showed delavirdine caused an 85-fold increase in patienis' susceptibility to AZT treatment.

And the panelists agreed that delavirdine is "leaps and bounds safer" than most other AIDS drugs Its chief side effect
was a skin rash.

News or information from AP may not be publishcd; broadcast or redistributed without the prior authorization of AP.
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PEDIATRIC STUDIES IN PHARMACEUTICALS URGENTLY NEEDED

THE PROBLEM

Approximately 80% of all pharmaceuticals now on the market have not been tested for
safety and effectiveness in children.

. Pediatricians, pharmacists, and parents are generally forced to guess about the
safety and dosing of such drugs for children, even when the drug is the only
known therapy for a serious disease.

. FDA has tried to encourage drug companies to conduct pediatric studies, but
generally without success.

. FDA maintains that it has no means by which to compel pediatric research.

The problem seems to be getting worse.

. None of the new AIDS therapies has pediatric data, even though there is every
theoretical reason to believe that the drugs would be as effective in children as in
adults. Despite drug company promises to FDA that they would start research in
children after the drug is approved for adults, such trials have not begun,
delaying pediatric use by years.

. A survey of pediatric AIDS patients has shown that very few of these children
are taking the new therapies, despite access to good medical care. Surveys of
similarly situated adults would show that many are getting such drugs.

Distinct pediatric data are needed. Children are not just “little adults;” they often

metabolize drugs very differently from adults and dosages are dependent on both
metabolism and size.

. There are classic cases of drugs that are safe in adults being toxic--even lethal--
for children.

Drug companies do not gather pediatric data for a number of possible reasons.

. Children are a very small market for most drugs. Research on children will not
provide the enormous returns that research on adults will.

. Drug companies sometimes believe that children are difficult to recruit for trials
(although when such trials are actually begun such problems are rare).

. Drug companies sometimes believe that a side effect or bad reaction by a child
in research may slow FDA approval of the therapy for adults. (Companies also
may fear that if they do pediatric trials and their competitors do not, such an
adverse reaction may put them at a competitive disadvantage with similar
companies who do not do such research.)

CO-FOUNDERS: Susan DelLaurentis/Elizabeth Glaser/Susan Zeegen
1311 Colorado Avenue. Santa Monica. California 90404
TEL: (310) 395-9051 FAX: (310) 395-5149

i c AIDS Foundation



THE PROPOSAL

FIRST, FDA should require that all new drug applications (for drugs for which children are
Sforeseeable users) contain pediatric safety and dosing data as a condition for approval.

. Such a requirement is supported by the law.

. The Food, Drug, and Cosmetic Act requires that drugs be “safe and effective,” not “safe and
effective for adults only.”

. The legislative history of the Act is filled with clear Congressional intent to protect children.
Such a requirement for pediatric data will not slow approval of drugs.

. Pediatric safety and dosing studies can be done at the same time as adult studies on effectiveness.
Since safety and dosing are relatively brief when compared to effectiveness studies, they can be
completed long before effectiveness trials are completed and ready for submission to the FDA.

. Under revised regulations (December 1994), drug companies are not required to conduct the
more time-consuming effectiveness trials in children. FDA will generally allow companies to
extrapolate adult effectiveness trials to show effectiveness in children, so long as safety and
dosing studies are done.

. Safety and dosing studies are generally relatively brief (3-12 months ) and relatively small (30-
60 patients) and are, therefore, relatively inexpensive.

SECOND, FDA should require manufacturers of already-approved drugs (that are determined to be
significantly needed by children) to conduct pediatric trials over a reasonable period of phase-in or
have the drug withdrawn as mislabeled.

. An immediate enforcement of a requirement of pediatric studies would be unfair and unworkable
for already approved drugs.

. Such pediatric data are, nonetheless, needed, both because some doctors prescribe such drugs for

children (even without data) and because some doctors do not prescribe such drugs (because of
the lack of data).

. Since effectiveness trials are generally not required for children, these trials can be relatively
small and relatively brief, and, therefore, relatively inexpensive.



EXPECTED RESPONSE
Some drug companies will protest that the requirement of pediatric data will cost them money.

. But note that the requirements for safety and dosing data can be met by doing relatively brief,
small, and inexpensive studies.

. And note that drug companies will be forced to argue against a pediatric data requirement
without an alternative proposal for gathering such data and with a very bad past history of

ignoring the issue.

Some drug companies and Members of Congress may propose to create quasi-patent incentives for
doing pediatric studies rather than requirements.

. Such legislation was discussed in both the 103rd and 104th Congress, but with no action.

. But note that such incentives are not efficient (only the biggest drugs will be tested) and are
expensive (because market exclusivity delays the advent of cheaper generic drugs).

Pediatric groups (ranging from generalities (such as the American Academy of Pediatrics) to
specialists such as the Pediatric AIDS Foundation) will actively support the new requirements.

Press interest will be high.

Prepared by the Georgetown Federal Legisfation Clinic on behalf of the Pediatric AIDS Foundation
(c:\wpdocs\cpitp)
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PROPOSED ACTION PLAN

During the week of December 16, the President would issue an

Executive Order and accompanying statement, directing the FDA to take
immediate regulatory action to ensure that all drugs be proven safe and
effective for use by children prior to their approval by the FDA.

The Executive Order would:

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

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

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

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

1. In most instances, efficacy data for use by children can be extrapolated from

adult efficacy data.

CO-FOUNDERS: Susan DelLaurentis/Elizabeth Glaser/Susan Zeegen

1311 Colorado Avenue. Santa Monica. California 90404

TEL: (310) 395-9051 FAX: (310) 395-5149
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° The statement accompanying the Executive Order would:

° Describe the urgent need for pediatric data.

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

° Speak about the need to ensure that children share in and benefit from

therapeutic progress.

° Dedicate this action to Elizabeth Glaser, and her work to improve child health.
(Note: December 3rd was the 2nd anniversary of Elizabeth’s death from AIDS-
related complications.)

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

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

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

therapies because of the lack of pediatric data
° Pediatricians and scientists who have advocated for the need for pediatric data

° Pediatric AIDS Foundation and other child advocacy organizations would issue press
releases lauding the President’s efforts to protect the health and safety of American
children.

Prepared by the Georgetown Federal Legislation Clinic on behalf of the Pediatric AIDS Foundation
(c\wpdocs\cp'plan)
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“Status Report of NIH Studies on Protease Inhlbltors in Reducmg Permatal
Transmission

The National Institutes’' of Health (NTH) is currently developing several clinical trial
protocols to evaluate three protease inhibitors in combination with other agents in HIV-
infected pregnant women and children. These studies will be conducted by the
Pediatric AIDS Clinical Trials Group (PACTG), which is sponsored by the National
Institute of Allergy and Infectious Diseases and the National Institute of Child Health
and Human Development. These are phase I clinical trials to evaluate the safety,
pharmacokinetics, and tolerance to ritonavir, indinavir and nelfinavir in combination
with AZT and lamivudine (3TC). It is anticipated that enrollment into these trials will
begin in the second quarter of fiscal year (FY) 1997. While the three protease
inhibitors have been previously tested in HIV-infected adults, these studies will be the
first clinical trials evaluating the effects of the agents in potentially reducing maternal
viral load in HIV-infected pregnant women.

These agents also will be evaluated among HIV-exposed neonates and infants. A
clinical study, designated ACTG 345, is currently being developed as a phase I protocol
to evaluate the safety and pharmacokinetics of ritonavir in young HIV-infected infants.
It is anticipated that this clinical trial will open for enrollment in the next few months.
At present, there are no plans to study indinavir in neonates due to the lack of an
appropriate liquid fonm_ilation and because of drug-associated hyperbilirubinemia and
potential risk for Kernicterus in the newborn. A clinical protocol to evaluate nelfinavir
in neonates is planned in the near future.

Following the cornpletié_n of these phase I studies, a phase III clinical trial of
combination therapy that includes a protease inhibitor is planned for testing in HIV-
infected pregnant women and possibly in newborns. The selection of which protease
inhibitor to be evaluated will be based on the phase I/II tolerance, safety and
pharmacokinetics studies; the currently planned study is to compare the ACTG 076
AZT regimen, AZT/3TC, AZT/protease inhibitor, and AZT/3TC/protease inhibitor
combinations. It is anticipated that this study will be open for enrollment durmg

FY 1998.

Prepared by the NIH/Office of AIDS Research
October 3, 1996
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There are currently no formal obstetric guidelines for the use of protease inhibitors
outside of clinical trials among pregnant HIV-infected women. The lack of phase I
safety and pharmacokinetics data makes the development of such guidelines difficult to
develop at this time. However, previous obstetric guidelines for HIV-infected pregnant
women have used the principle that treatment of pregnant women should be essentially
the same as for non-pregnant women unless there were known fetal toxicities that out-
weighed the benefit for the mother.

In the clinical setting, some obstetricians are already initiating combination therapy
including protease inhibitors for maternal indications--not for reduction of transmission-
-in pregnant HIV-infected women with high or increasing viral load or clinical
deterioration despite treatment with other antiretroviral agents. However, due to the
lack of safety information and the lack of data regarding transplacental transfer of these
drugs, many obstetricians are opting to wait until pregnancy is completed prior to
initiating the use of protease inhibitors for their patients.

The findings from these proposed clinical trials may resolve the drug safety issues and
prove useful in identifying additional therapeutic regimens that can further reduce
perinatal transmission of HIV infection, thus building on the critical clinical findings of
the ACTG 076 study. ACTG 076 previously demonstrated the significant reduction by
67 percent of perinatal transmission due to the administration of AZT to HIV-infected
pregnant women during the second and third trimester of gestation and delivery and to
the newborn for six weeks following birth.

Prepared by the NIH/Office of AIDS Research
October 3, 1996
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AIDS Policy Center

For Children, Youth & Families

December 6, 1996

The Vice-President

The White House _

1600 Pennsylvania Avenue, NW
Washington, DC 20500

Dear Vice-President Gore:

We are writing 10 request 2 meeting with you concerning access to new HIV/AIDS
combination therapies for pregnant women and children. As you know, Congress
addressed this issue in the FY 1997 omnibus funding bill by encouringing expedited
clinical trials on new combination therapies for pregnant women and children with
HIV/AIDS, and requiring that the Secretary of Health & Human Services prepare a
report to the appropriations committees on these initiatives by December 31, 1996,

AIDS Policy Center was instrumental n securing this report language and has been
monitoring the administration's response to this request. We are very concerned
about the lack of response to date on this important issue and want to meet with you
and members of your staff to discuss the administration's plans.

In a letter to AIDS Policy Center from President Clinton October 23, 1996, we were
informed that you had been asked to work with the FDA commissioner to make
recommendations on this matter. We enclose a copy of ths letter.

Please have your staff contact David Harvey to confirm arrangements for a meeting.
Thank you for your attention to this important matter.

avid C. Harvey

Sincerely,

Shen Saltzberg”™

i President, Board of Directors Executive Director
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THE WHITE HOUSE
WASHINGTON

October 23, 1996 .

Ms. Sheri Saltzberg

Mr. David C. Harwvey

AIDS Policy Center for
Children, Youth and Families

Suite 422

910 17th Street, N.W.

Washington, D.C. 20006

Dear Sheri and David:

Thank you for your letter regarding the FY 1997 funding
for the Ryan White CARE Act and the AIDS Drug Assistance Program.
Your support means a great deal to me, and I'm glad you shared
with me your concerns about children and pregnant women being
denied access to new HIV/AIDS combination therapies.

This is indeed a very important issue, and the Vice
President has asked the FDA Commissioner to make recommendations
on this matter. We will continue to keep your perspective in
mind ~- working together, I know we can defeat AIDS.

I appreciate your active involvement in this important
matter. Keep up the good work.

Sincerely,
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EXECUTTIVE OFFICE O F T HE PRESIDENT

06-Jan-1997 05:06pm

TO: Jennings C
FROM: Nickandtim
SUBJECT : Pediatric Drugs

To Chris Jennings
From Tim Westmoreland

Well, while you're having record-breaking heat waves, we're having
record-breaking cold spells. I would be happy if I could get my living room
up to 60 degrees.

Word has it that Greg Simon and you may be meeting with David Harvey of the
AIDS Policy Center for Children, Youth and Families about drugs for children.
If T may, I'd make a couple of suggestions.

First, don't say anything you wouldn't want published; David is not a good
repository for secrets, and I would be very concerned that the industry
lobbyists could hear about any proposed actions before you want them to.

Second, please don't tell him about the work that we (either Georgetown or
the Pediatric AIDS Foundation) have been doing with FDA and/or other
Administration types; I had planned to share this with him only after it was
ripe. And third, don't expect much depth in the discussion; David has
several times told me that he will rely on me to tell him what to do on
pharmaceutical issues because he doesn't know FDA law; I have so far told him
only to press for action to ensure that pediatric drug research is done, and
he has circulated some background work about the problem that I wrote.

Having said that, the APC constituents serve a lot of kids with AIDS who have
a great need. They are a health care services group and they will have a
compelling story.

I hope all else is well.

Tim
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ATDS Policy Center

For Children, Youth & Families
918 Sixteenth Street, NW, Suite #201
Washington, D.C. 20006
Phone:(202)785-3564

Fax: (202)785-3579
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BE SURE TO MARK YOUR CALENDAR
APC ANNUAL POLICY CONFERENCE
MAY 18-20 OF 1997 IN WASHINGTON, D.C.!!

Plsase call our office for more information abows the conjerence!




THE WHITE HOUSE'
WASHINGTON

October 23, 1586

Ms. Sheri Saltzbexg

Mr. David C. Harvey

AIDS Policy Center for
Children, Youth and Families

Suite 422

910 17th Street, N.W.

Washington, D.C. 20006

Dear Sherxi and David:

Thank you for your letter regarding the FY 1997 funding

for the Ryan White CARE Act and the AIDS Drug Assistance Program.
Your support means a great deal to me, and I'm glad you shared
with me your concerns about children and pregnant women being
dernied access to new HIV/AIDS combination therapies.

This is indeed a very important issue, anéd the Vice
President has asked the FDA Commissioner to make recommendations
on this matter. We will continue to keep your perspective in
mind -- working together, I know we can defeat AIDS.-

i appreciate your active involvement in this important
-

matte Keep up the good work.

Sincerely,
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‘RIDS| For ehildren, Youth, and Families
POLICY [ 5iesoncent, sreet Lo, Surte 201 Washmgion DG 2000
CENTER| rnone: (201 785-3554 Fax: (2021 785-3579 E-mait: apecyi@aoLcom.

CATCHALL SPENDING BILL COMPLETED

Please note: This legislative alert is being sent to lead agencies only. Please reproduce and distribute to
affiliate and consumer member projects.

October 2, 1996

In an effort to avoid federal government shutdowns, Congress cleared a final catchall, or omnibus,
appropriations bill (HR 3610) Monday night that will allow for funding of domestic programs
such as the Ryan White CARE Act. The measure was immediately signed by President Clinton.

As previously reported in the September 27, 1996 legislative alert, Ryan White CARE Act
programs were slated to receive a $239 mullion increase over FY 1996. Title IV programs will
now receive a total of $36 million in FY 1997, a $7 mullion increase over FY 1996.

Through the efforts of AIDS Policy Center, the Senate Labor/HHS Subcommittee report
recognized and affirmed the purpose of Title IV programs to “provide or arrange for innovative, -
comprehensive HIV care for children, vouth, women, and families with or affected by HIV/AIDS
in association wath voluntary participation in research programs.” This Subcommittee also
recommended that a majority of the Title IV funding “be awarded to existing comprehensive
HIV-care centers.” The report acknowledged that “vouth and women now constitute the fastest
growing group of people living with HIV/AIDS in the United States.”

Also through the efforts of AIDS Policy Center, the full Senate Labor/HHS Committee omnibus
report addressed issues of access to new combination drug therapies by pregnant women and
children with HIV/AIDS. The omnibus bill conference report states:

“The conferees are aware that the new HIV drug combinations therapies
have not yet been approved for pregnant women and children and that
adolescents are experiencing problems in accessing the new therapies. The
conferees strongly encourage the Secretary and the pharmaceutical industry
to expedite clinical trials for pregnant women and children with HIV/AIDS,

and report to the Commit n these imtiatives by December 31, 1996,

including providing access to the new drugs for adolescents.”
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IMMIGRATION SERVICES TO CONTINUE FOR LEGAL IMMIGRANT CHILDREN
AND FAMILIES

In another section of the omnibus bill, Congress passed HR 2202, which was designed to address
federal efforts to combat illegal immigration. Late last week, the bill contained a provision to
deny medical services for HIV for legal immigrants; however, efforts from multiple advocacy
organizations, including AIDS Policy Center and the National Organizations Responding to AIDS
coalition, resulted in this provision being removed from the final bill signed by the President.

Please see attached page for a final summary of federal funding to AIDS programs. Please also
note that this will be the last legislative alert until after the November 1996 elections.
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Federal AIDS Program
Funding Summary 1996-1997
(updated 10-2-96)

Federal FY 1996 | FY 1997 FY 1997 FY 1997 Senate FY 1997
HIV/AIDS President’s House Passed Bill Labor/HHS Omnibus Spendmg
Budget Subcommittee Bill
Program Request Passed Bill
CDC- $584.5m $617.0m $599.1m $589.08 $617.0
Prevention (+32.5m) ($15.0m) (+5.6m) (+32.5m)
HRSA-Ryan $757.3m $895.7m $812.3m $854.2m $996.3m
White (+139m) (+54.9m) (+96.9m) (+239m)
Care Act Total
Title I $391.7m. | $423.9m $401.7m $401.7m $4495.9m
(+32.2m) (+10.0m) {+10.0m) {(+58.2m)
Tite I $260.8m | $350.0m $290.8m $332.8m $416.8m
(+89.2m) (+30m) (+72m) (+156m)
(+24 Title IT) | (+7 Tide ID) (+7 Tide I) (+41 Title IT)
(+65 ADAP) | (+23 ADAP) (+65 ADAP) (+115 ADAP)
Tite ITIb $56.9m $64.6m $61.9m $51.9m $69.6m
(+7.7m) (+5.0m) (+5.0m) (+12.7m)
Title IV $29.0m $34.0m $34.0m $34.0m $36.0m
{+5.0m) (+5.0m) (+5.0m) (+7.0 m)
Title V - Acts $12.0m $16.3m $16.3m $16.3m $16.3m
(+4.3m) - (+4.3m) (+4.3m) (+4.3m)
Title V - Dental $7.5m $7.5m $7.5m $7.5m
Reimbursement | $6.9m (0.6m) (0.6m) (0.6m) (0.6m)
NIH - Research | $1,407.8m | $1,431.9m $1499.5 $1,499.5m 1,501.7m
(+24.1m) (+91.5) (+91.5) (+93.9m)
HUD - S171.0m | $196.0m $171.0m $156.0m $196.0m
HOPWA (+25.0m) (+0.00) (+25.0m) (+25.0m)

918 Sixteenth Street, NW

Suite 201

Washington, DC 20006
Phone: (202) 785-3564

Fax: (202) 785-3579

Email: apecyf@aol.com ~
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918 Sixteenth Street. NW
Suite 201

Washington. DC 20006
Tel: (202) 785.3564

Fax: (202) 785-3579
E-mail: APCCYF@aol.com
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L AIDS Policy Center

For Children, Yourh & Famulies

December 2, 1996

The Prestdent

The White House

1600 Pennsylvania Avenue, NW
Washington, D.C. 20500

Dear Mr. President:

On behalf of 338 affiliate care projects serving 50,000 infected and affected children,
youth and families living with HIV/AIDS, we are writing to strongly urge increased
funding for Title IV of the Ryan White CARE Act in the President's FY 1998
budget request.

We understand that the budget request is under final consideration, and are certainly
aware of the federal budget constraints. However, in a year of enormous focus by
The White House on the growing needs of youth who are at-risk or infected with

- HIV/AIDS, it is imperative that Title IV of the Act, which supports vouth-focused

services and primary medical care, be an absolute priority for additional funding.

As The White House report on Youth & HIV/AIDS states, “large numbers of
young people are uninsured or underinsured, and the sources for funds to pay for
necessary services are limited..... Title IV of the Ryan White CARE Act provides
support for the development of innovative models that link systems of
comprehensive primary/community-based research, medical, and social services
for children, adolescents, and families” (page 10).

In addition, this last year we witnessed an unprecedented focus by Congress to
reduce perinatal HIV transmission. It is imperative that Title IV of the Act, which
supports services and primary medical care for pregnant women and children aimed
at reducing perinatal HIV transmission, be an absolute priority for additional
funding. : '

Specifically, we recommend that the President's FY 1998 budget request
include an additional $25 million for Title IV programs over the FY 1997
funding level of $36 million. This request reflects three priorities in FY 1998:
(1) $10 million to expand social services and primary medical care to reduce
perinatal HIV transmission through new therapy options; (2) S10 million to
expand outreach services and primary medical care for youth infected with
BIV/AIDS; (3) $S million to support a basic program increase for existing
Title IV projects. :
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APC Funding Rationale Letter
December 2, 1996, Page 2

We also strongly encourage that the funding needs of all titles of the Ryan White CARE Act be
considered in the FY 1998 budget request, in addition to other federal AIDS programs that
include prevention, research and housing. Attached is additional information and a funding
rationale for Title IV of the Ryan White CARE Act.

Thank you for your consideration of this request.

Sincerely, T
Sheri Saltzberg avid C. Harvey

President ' Executive Director
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| %-L Policy Center

For Children. Youth & Families

RYAN WHITE CARE ACT
TITLE IV

Memorandum

FY 1998 Funding Rationale
Additional Primary Care Needs

e Title IV supports coordinated social scrvices, primary medical care, and access to research for children, youth, women
and families.

o Over 75% of Title IV projects provide direct primary medical care to children, youth, at-risk youth, and pregnant
women with HIV and AIDS. Medicaid does not fully reimburse Title IV projects for the costs of primary medical care.

e Over 65% of Tite IV projects are the principal source of primary medical care for children, youth, at-risk youth, and
pregnant women with HTV and AIDS living in their geographic area.

o Title IV reaches 338 sites in 27 states, the District of Columbia, and Puerto Rico. Title IV is admimstered by the
Maternal & Child Health Bureau of HRSA.

e Tile IV sites serve an estimated 50,000 HIV infected and affected children, youth, at-risk vouth, wormnen, men and
families. Demand for services has tripled during the past three years.

Funding Rationale

e Women and youth are the fastest growing population infected and affected with HIV in the United States and need
greater access to Tite IV projects.

o Additional funding for Title IV will support increased primary medical care and pa:ficipation in clinical research by
¢children, youth, and women with HIV, particularly African-Amenicans and Hispanics.

e $25 million in additional Title IV funds are needed to (1) prevent perinatal HIV transmission. (2) expand youth focused
HIV care programs, and (3) expand existing programs.

FY 1998 Title IV Budget Request Summary

1. Prevention of Perinatal HIV Transmission $10 million
II. Adolescent Special Ininative $10 milbon
III. Basic Program Increase $5 mullion
FY ‘98 Subtotal $ 25 mullion
FY ‘97 Appropriation $36 million
FY *98 Total Request $61 million
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AIDS Policy Center

= For Children, Youth & Families

918 Sixreenth Strect. NW
Suite 201

Washington. DC 20006
Tel: (202) 785-3564

Fax: (202) 785-3579
E-mail: APCCYF@uol,com

Sy

December 6, 1996

The Vice-President

The White House _

1600 Pennsylvania Avenue, NW
Washington, DC 20500

Dear Vice-President Gore:

We are writing 10 request a meeting with you concerning access to new HIV/AIDS
combination therapies for pregnant women and children. As you know, Congress
addressed this issue in the FY 1997 omnibus funding bill by encouringing expedited
clinical trials on new combination therapies for pregnant women and children with
HIV/AIDS, and requiring that the Secretary of Health & Human Services prepare a
report to the appropriations committees on these initiatives by December 31, 1996.

AIDS Policy Center was instrumental in securing this report Janguage and has been
monitoring the administration's response to this request. We are very concerned
about the lack of response to date on this important issue and want to meet with you
and members of your staff to discuss the administration's plans.

In a letter to AIDS Policy Center from President Clinton October 23, 1996, we were
informed that you had been asked to work with the FDA commissioner to make
recommendations on this matter. We enclose a copy of this letter.

Please have your staff contact David Harvey to confirm arrangements for a meeting.
Thank you for your attention to this important matter.

avid C. Harvey
President, Board of Directors Executive Director

Sincerely,

ID:2927853579 PAGE
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THE WHITE HOUSE

WASHINGTON

October 23, 1996 .

Ms. Sheri Saltzberg

Mr. David C. Harvey

AIDS Policy Center for
Children, Youth and Families

Suite 422

910 17th Street, N.W.

Washington, D.C. 20006

Dear Sheri and David:

Thank you for your letter regarding the FY 1997 funding
for the Ryan White CARE Act and the AIDS Drug Assistance Program.
Your support means a great deal to me, and I'm glad you shared
with me your concerns about children and pregnant women being
denied access to new HIV/AIDS combination therapies.

This is indeed a very important issue, and the Vice
President has asked the FDA Commissioner to make recommendations
on this matter. We will continue to keep your perspective in
mind -- working together, I know we can defeat AIDS.

I appreciate your active involvement in this important
matter. Keep up the good work.

Sincerely,

T Crivs
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AIDS Policy Center

For Children, Youth & Families
918 Sixteenth Street, NW, Suite #201
Washington, D.C. 20006
Phone:(202)785-3564

Fax: (202)785-3579
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THE WHITE HOUSE'
WASHINGTON

Octcber 23, 1996

Ms. Sheri Saltzberg

Mr. David C. Harvey

AIDS Policy Center for
Children, Youth and Families

Suite 422

910 17th Street, N.W.

Washington, D.C. 20006

Dear Sheri and David:

Thank you for your letter regarding the FY 1997 funding
for the Ryan White CARE Act and the AIDS Drug Assistance Program.
Your support means a great deal to me, and I'm glad you shared
with me your concerns about children and pregnant women being
denied access to new HIV/AIDS combination therapies.

This is indeed a very important issue, and the Vice
President has asked the FDA Commissioner to make reccmmendations
on this matter. We will continue to keep your perspective in
mind -- working together, I know we can defeat AIDS.°

I appreciate your active involvement in this important
matter. Keep up the good work.

Sincerely,

/I'B'AA C“’ Jo
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RIDS] For children, Youth, and Families
POLICY ["5i5 Sodcont street W, Safte 201 Washington BC 20006
CENTER] rnone: 20217853554 Fax: (262) 785-3578 E-mai: apecyi@aolcom.

CATCHALL SPENDING BILL COMPLETED

Please note: This legislative alert is being sent to lead agencies only. Please reproduce and distribute to
affiliate and consumer member projects.

October 2, 1996

In an effort to avoid federal government shutdowns, Congress cleared a final catchall, or omnibus,
appropriations bill (HR 3610) Monday night that will allow for funding of domestic programs
such as the Ryan White CARE Act. The measure was immediately signed by President Clinton.

As previously reported in the September 27, 1996 legislative alert, Ryan White CARE Act
programs were slated to receive a $239 million increase over FY 1996. Title IV programs wall
now receive a total of $36 million in FY 1997, a $7 mullion increase over FY 1996.

Through the efforts of AIDS Policy Center, the Senate Labor/HHS Subcommittee report
recognized and affirmed the purpose of Title IV programs to “provide or arrange for innovative,
comprehensive HIV care for children, vouth, women, and families with or affected by HIV/AIDS
in association with voluntary participation in research programs.” This Subcommittee also
recommended that a majority of the Title IV funding “be awarded to extsting comprehensive
HIV-care centers,” The report acknowledged that “vouth and women now constitute the fastest
growing group of people living with HIV/AIDS in the United States.”

Also through the efforts of AIDS Policy Center, the full Senate Labor/HHS Committee omnibus
report addressed issues of access to new combination drug therapies by pregnant women and
children with HIV/AIDS. The omnibus bill conference report states:

“The conferees are aware that the new HIV drug combinations therapies
have not yet been approved for pregnant women and children and that
adolescents are experiencing problems in accessing the new therapies. The
conferees strongly encourage the Secretary and the pharmaceutical industry
to expedite clinical trials for pregnant women and children with HIV/AIDS,
and report to the Committees on these initiatives by December 31, 1996,
including providing access to the new drugs for adolescents.”
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IMMIGRATION SERVICES TO CONTINUE FOR LEGAL IMIVIIGRANT CHILDREN
AND FAMILIES

In another section of the omnibus bill, Congress passed HR 2202, which was designed to address
federal efforts to combat illegal immigration. Late last week, the bill contained a provision to
deny medical services for HIV for legal immigrants; however, efforts from multiple advocacy
organizations, including AIDS Policy Center and the National Organizations Responding to AIDS
coalition, resulted in this provision being removed from the final bill signed by the President.

Please see attached page for a final summary of federal funding to AIDS programs. Please also
note that this will be the last legislative alert until after the November 1996 elections.
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Federal AIDS Program
Funding Summary 1996-1997
(updated 10-2-96)

Federal FY 1996 | FY 1997 FY 1997 FY 1997 Senate FY 1997
HIV/AIDS President’s House Passed Bill Labor/HHS Omunibus Spending
Program Budget Subconm_littee Bill
Request Passed Bill
CDC- $584.5m | $617.0m $599.1m $589.08 $617.0
Prevention (+32.5m) ($15.0m) (+5.6m) (+32.5m)
HRSA-Ryan $757.3m | $895.7m $812.3m $854.2m $996.3m
White (+13%m) (+54.9m) (+96.9m) (+239m)
Care Act Total
Title ] $391.7m. | $423.9m $401.7m $401.7m $449.9m
(+32.2m) (+10.0m) (+10.0m) (+58.2m)
Tide II $260.83m | $350.0m $290.8m $332.8m $416.8m
. (+89.2m) (+30m) (+72m) (+156m)
(+24 Tide II) | (+7 Title I) (+7 Tite II) (+41 Tide IT)
(+65 ADAP) | (+23 ADAP) (+65 ADAP) (+115 ADAP)
Tite IIb $56.9m $64.6m $61.9m $61.9m $69.6m
(+7.7m) (+5.0m) (+5.0m) +12.7m)
Title IV $29.0m $34.0m $34.0m $340m $36.0m
(+5.0m) (+5.0m) (+35.0m) (+7.0 m)
Title V - Acts S12.0m $16.3m $16.3m $16.3m $16.3m
(+4.3m) - (+4.3m) (+4.3m) (+4.3m)
Title V - Dental $7.5m $7.5m $7.5m $7.5m
Reimbursement | $6.9m (0.6m) (0.6m) (0.6m) (0.6m)
NIH - Research | $1,407.8m | $1,431.9m $1499.5 $1,499.5m 1,501.7m
(+24.1m) (+91.5) (+91.5) (+93.9m)
HUD - $171.0m | $S196.0m $171.0m $196.0m $196.0m
HOPWA (+25.0m) (+0.00) {+25.0m) (+25.0m)

b LIRS §

AIDS Policy Center for Children, Youth and Families
918 Sixteenth Street, NW

cClIOoCCD s PAT MY

Suite 201

Washington, DC 20006
Phone: (202) 785-3564

Fax: (202) 785-3579

Email: apccyf@aol.com
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. 918 Sixteenth Strect, NW

Suite 201

Washington. DC 20006
Tel: (202) 785-3564

Fax: (202) 785-3579
E-mail: APCCYF@ uaol.com
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_ AIDS Policy Center
For Children, Yourh & Famulies

December 2, 1996

The President

The White House

1600 Pennsylvania Avenue, NW
Washington, D.C. 20500

Dear Mr. President:

On behalf of 338 affiliate care projects serving 50,000 infected and affected children,
youth and families living with HIV/AIDS, we are writing to strongly urge increased
funding for Title IV of the Ryan White CARE Act in the President's FY 1998
budget request.

We understand that the budget request is under final consideration, and are certamly
aware of the federal budget constraints. However, in a year of enormous focus by
The White House on the growing needs of youth who are at-risk or infected with
HIV/AIDS, it is imperative that Title IV of the Act, which supports youth-focused

" services and primary medical care, be an absolute priority for additional funding.

As The White House report on Youth & HIV/AIDS states, "large numbers of
young people are uninsured or underinsured, and the sources for funds to pay for
necessary services are limited..... Title IV of the Ryan White CARE Act provides
support for the development of innovative models that link systems of
comprehensive primary/community-based research, medical, and social services
for children, adolescents, and families” (page 10).

In addition, this last year we witnessed an unprecedented focus by Congress to
reduce perinatal HIV transmission. It is imperative that Title IV of the Act, which
supports services and primary medical care for pregnant women and children aimed
at reducing perinatal HIV transmission, be an absolute priority for additional
funding. : '

Specifically, we recommend that the President’s FY 1998 budget request
include an additional $25 million for Title IV programs over the FY 1997
funding level of $36 million. This request reflects three priorities in FY 1998:
(1) $10 million to expand social services and primary medical care to reduce
perinatal HIV transmission through new therapy options; (2) $10 million to
expand outreach services and primary medical care for youth infected with
HIV/AIDS; (3) $S million to support a basic program increase for existing
Title IV projects. ' .
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APC Funding Rationale Letter
December 2, 1996, Page 2

We also strongly encourage that the funding needs of all titles of the Ryan White CARE Act be
considered in the FY 1998 budget request, in addition to other federal AIDS programs that
include prevention, research and housing. Attached is additional information and a funding
rationale for Title IV of the Ryan White CARE Act.

Thank you for your consideration of this request.

Sincerely,
Sheri Saltzberg avid C. Harvey

President ' Executive Director
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AIDS
Policy Center

For Children. Yowth & Families

RYAN WHITE CARE ACT

TITLE IV Memorandum

FY 1998 Funding Rationale
Additional Primary Care Needs

o Title IV supports coordinated social services, pnmary medical care, and access to research for children, vouth, women
and families.

» Over 75% of Title IV projects provide direct primary medical care to children, youth, at-risk youth, and pregnant
women with HIV and AIDS. Medicaid does not fully reimburse Title [V projects for the costs of primary medical care.

"« Over 65% of Title IV projects are the principal source of primary medical care for children, youth, at-risk youth, and
pregnant women with HIV and AIDS living in their geographic area.

o Title IV reaches 338 sites in 27 states, the District of Columbia, and Puerto Rico. Title IV is admimstcred by the
Maternal & Child Health Bureau of HRSA,

e Title IV sites serve an estimated 50,000 HIV infected and affected children, youth, at-risk youth, women, men and
families. Demand for services has tripled during the past three years.

Funding Rationale

e Women and youth are the fastest growing population infected and aﬁected with HIV in the United States and need
greater access to Tite IV projects. y

o  Additional funding for Title IV will support increased primary medical care and participation in clinical research by
children, youth, and women with HIV, particularly African-Amencans and Hispanics.

e $25 million in additional Title IV funds are needed to (1) prevent perinatal HIV ransmission, (2) expand youth focused
HIV care programs, and (3) expand existing programs.

FY 1998 Title IV Budget Request Summary

I. Prevention of Perinatal HIV Transmission $10 million
II. Adolescent Special Ininative $10 milbon
I11. Basic Program Increase $5 mullion
FY ‘98 Subtotal S 25 million
FY ‘97 Approprianion $36 million
FY 98 Total Request $61 million
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PROPOSED ACTION PLAN

® During the week of December 16, the President would issue an Executive Order and
accompanying statement, directing the FDA to take immediate regulatory action to ensure

that all drugs be proven safe and effective for use by children prior to their approval by
the FDA.

e The Executive Order would:

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

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

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

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

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



The statement accompanying the Executive Order would:

° Describe the urgent need for pediatric data.

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

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

[ Dedicate this action. to Elizabeth Glaser, and her work to improve child health.

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

Prior to issuance of the Executive Order, David Kessler and Bill Schultz (as well as PAF

representatives) would be consulted about the wording of the Order to ensure that is on
clear legal footing.

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

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

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

releases lauding the President's efforts to protect the health and safety of American
children.
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PEDIATRIC STUDIES IN PHARMACEUTICALS URGENTLY NEEDED

THE PROBLEM

Approximately 80% of all pharmaceuticals now on the market have not been tested for safety and
effectiveness in children.

. Pediatricians, pharmacists, and parents are generally forced to guess about the safety and dosing
of such drugs for children, even when the drug is the only known therapy for a serious disease.

. FDA has tried to encourage drug companies to conduct pediatric studies, but generally without
success. '
. FDA maintains that it has no means by which to compel pediatric research.

The problem seems to be getting worse.

. None of the new AIDS therapies has pediatric data, even though there is every theoretical reason
to believe that the drugs would be as effective in children as in adults. Despite drug company
promises to FDA that they would start research in children after the drug is approved for adults,
such trials have not begun, delaying pediatric use by years.

. A survey of pediatric AIDS patients has shown that very few of these children are taking the new
therapies, despite access to good medical care. Surveys of similarly situated adults would show
that many are getting such drugs.

Distinct pediatric data are needed. Children are not just “little adults;” they often metabolize drugs
very differently from adults and dosages are dependent on both metabolism and size.

. There are classic cases of drugs that are safe in adults being toxic--even lethal--for children.
Drug companies do not gather pediatric data for a number of possible reasons.

. Children are a very small market for most drugs. Research on children will not provide the
enormous returns that research on adults will.

. Drug companies sometimes believe that children are difficult to recruit for trials (although when
such trials are actually begun such problems are rare).

. Drug companies sometimes believe that a side effect or bad reaction by a child in research may
slow FDA approval of the therapy for adults. (Companies also may fear that if they do pediatric
trials and their competitors do not, such an adverse reaction may put them at a competitive
disadvantage with similar companies who do not do such research.)



THE PROPOSAL

FIRST, FDA should require that all new drug applications (for drugs for which children are
Sforeseeable users) contain pediatric safety and dosing data as a condition for approval.

. Such a requirement is su'pported by the law.

. The Food, Drug, and Cosmetic Act requires that drugs be “safe and effective,” not “safe and
effective for adults only.”

. The legislative history of the Act is filled with clear Congressional intent to protect children.

Such a requirement for pediatric data will not slow approval of drugs.

. Pediatric safety and dosing studies can be done at the same time as adult studies on effectiveness.
Since safety and dosing are relatively brief when compared to effectiveness studies, they can be
completed long before effectiveness trials are completed and ready for submission to the FDA.

. Under revised regulations (December 1994), drug companies are not required to conduct the
more time-consuming effectiveness trials in children. FDA will generally allow companies to
extrapolate adult effectiveness trials to show effectiveness in children, so long as safety and
dosing studies are done.

. Safety and dosing studies are generally relatively brief (3-12 months ) and relatively small (30-
60 patients) and are, therefore, relatively inexpensive.

SECOND, FDA should require manufacturers of already-approved drugs (that are determined to be
significantly needed by children) to conduct pediatric trials over a reasonable period of phase-in or
have the drug withdrawn as mislabeled.

. An immediate enforcement of a requirement of pediatric studies would be unfair and unworkable
for already approved drugs. '

. Such pediatric data are, nonetheless, needed, both because some doctors prescribe such drugs for

children (even without data) and because some doctors do not prescribe such drugs (because of
the lack of data).

. Since effectiveness trials are generally not required for children, these trials can be relatively
small and relatively brief, and, therefore, relatively inexpensive.



EXPECTED RESPONSE
Some drug companies will protest that the requirement of pediatric data will cost them money.

. But note that the requirements for safety and dosing data can be met by doing relatively brief,
small, and inexpensive studies.

. And note that drug companies will be forced to argue against a pediatric data requirement
without an alternative proposal for gathering such data and with a very bad past history of

ignoring the issue. :

Some drug companies and Members of Congress may propose to create quasi-patent incentives for
doing pediatric studies rather than requirements. :

. Such legislation was discussed in both the 103rd and 104th Congress, but with no action.

. But note that such incentives are not efficient (only the biggest drugs will be tested) and are
expensive (because market exclusivity delays the advent of cheaper generic drugs).

Pediatric groups (ranging from generalities (such as the American Academy of Pediatrics) to
specialists such as the Pediatric AIDS Foundation) will actively support the new requirements.

Press interest will be high.

Prepared by the Georgetown Federal Legislation Clinic on behalf of the Pediatric AIDS Foundation
(h:\therapies)

()
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In the Line for AIDS Drugs, Children Are Last

By LAURIE MCGINLEY
Staff Reparter of Tuk WALl STREET JOURNAL

The revolutionary drug therapies help-

" BRAND NAME MANUFACTURER

‘Mostly Out of Reach

APPROVALDATE

ing many adult AIDS patients are unavail-
able to most infected children. 1 ;
None of the three protease inhibitors R.elrovlr Gléxo Wellcome . Adulls, 1987; infants and children, 1989
prescribed for adults — Roche Holding Videx . Bristol-Myers Squibb Adulls and children, Oct. 1991
I,'ld.'s Invirase, Abbott [:aporatorlcs‘ Nor- Hivid Roche Holding Adults only, June 1992
virand Merck & Co.’s Crixivan — hasbeen - 7qq Bristol-Myers Squibh Adults only, June 1994 -
MEDICINE Epivir Glaxo Wellcpme Adults, children and infants, Nov. 1995
- - _ . _ Invirase* Roche Holding Adulls only, Dec. 1995
tested widely in children. Lacking pediat- Norvir* Abbolt Laboratories Adulls only, March 1996 T
ric data, the Food and Drug Administra- - .
tion hasn’t cleared the drugs for use in Crixivan Merck & Co. Adults only, March 1996 B
children. While doctors can legally pre- Viramune Bochringer Ingetheim Adults only, June 1996

scribe a drug for a child without such .

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

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

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

*Protease inhihitors

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

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

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

Sources: Pediatric AIDS Faundation; Food and Divg Administration

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

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

How did this happen?

The fact is that the protease inhibitors
are part of a larger picture: Only about 207

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

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

Abbott, in particular, comes in for
tough criticism. Because Norvir was ini-
tially developed as a liquid, making {t
readily ingestible by infants and small
children, it *was (he one that could have
been pushed into pediatric studics at a
much earlier stage,” says Philip Pizzo, a
leading A1DS researcher who is physician
in chie{ and chairman of the department of

Please Turn to Page B9, Column |



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

Continued From Page 81
medicine at Children’s Hospital in Boston.
"'But the company simply didn't push hard
to put pediatric studies in place.”

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

Merck and Roche are further behind.
Merck officials say they are moving as
quickly as they can to develop a liquid
thal young children can take, but have
encountered frustrating obstacles involv-
ing taste and the way the drug is absorbed
In the body. Roche is working on a powder-
Hke pediatric version of Invirase that can
be sprinkled into a child's milk or formula
bottle. All three protease makers say they
are proceeding quickly by historical stan-
gards; in any case, various studies involy-
ing larger numbers of children are likely to
begin later this year or early next year.

& Two other drug companies that are
working on new protease inhibitors,
Agouron Pharmaceuticals Inc. and Glaxo
Wellcome PLC, plan to seek FDA approval
for use by children al the same time they
Yeek approval for use by adults. On another
{ront, researchers at the University of
assachusetts Medical Center have gotten
encouraging resulls in tests involving in-
fants given a new mixture of drugs not
{ncluding any protease inhibitor.
~ FDA Commissioner David Kessler, who
dlready has eased the rules on pediatric
drug approvals once, says more needs tobe
done to prod companies to develop pediat-
rlc data. The Pediatric AIDS Foundation
backs legislation that would give compa-
nies an extra period of market exclusivity
il they develop the needed information on
tbe use of their pediatric drugs.
« As for Samuel Fox, he has begun
speaking out about kids® access to the
drugs. ‘‘He wants to do something,” his
mothersays. “He's angry right now. We're
all angry.”
.. Says Samuel: “I want to live to be an

adult.”




EXECUTTIVE OFFICE OF THE PRESIDENT

31-Dec-1996 1l:44am

TO: jennings c
TO: drye e
FROM: Nickandtim

SUBJECT: Pediatric drug approval

Dear Chris and Elizabeth:

Happy new year from cold and snowy London. If more places had central h
eat,
it would be truly pleasant; as it is, it's often just picturesque (although
the fireplace in our apartment is being well used).

I am writing to give you heads up about the Pediatric AIDS Foundation's
(PAF) ongoing work to try to get pharmaceutical companies to do more research
on drugs for children (both children with HIV and children with other
illnesses and conditions). I know you both know about PAF's efforts during
the legislative year to enact the Kassebaum bill to provide
market-exclusivity incentives for such research; so close to unanimous
consent and suspension, but so far.

At the same time, I have been exploring possible administrative solution
s to
the problem of insufficient pediatric data. I have met several times with
David Kessler, Bill Schultz, and their lawyers to make the case that current
law requires pediatric data. I think you will find them supportive.

PAF has now privately proposed that the President issue an Executive Ord
er,
directing the FDA to take immediate regulatory action to ensure that all
drugs be proven safe and effective for use by children prior to their
approval by the FDA.

The long and the short of it is that PAF has taken the case directly to
Mrs.
Clinton and, through Joel Johnson of Daschle's staff, to Rahm Emmanuel. They
have both been supportive as well.

Since you would deal with this more directly than-they, I thought I shou

14
let you know. There has recently been very good coverage of the problem
(WSJ, Time, AP), and I think the press would like this. Industry people

probably will not; they will probably ask for the market exclusivity
compensation instead.

I've attached a brief outline of the argumént. Let me know if you want
or
need anything more.



Thanks.

Tim Westmoreland

e-mail at: Nickandtim@aol.com
H: 011-44-171-235-8932

W: 011-44-171-725-1601

Background

Eighty percent of the drugs currently on the market in the US have no -
pediatric data.

The problem has been particularly obvious in HIV/AIDS. None of the new
protease inhibitor drugs has been tested on children, and children are not
being given the new drugs despite the success in adults.

Separate safety testing is needed for children.

Children metabolize drugs differently than adults and drugs that may be
safe
for adults may not be in children. Dosages will also differ.

Since December 1994, separate effectiveness testing for children is NOT
generally required by FDA. Adult effectiveness data may be extrapolated to
children.

The Food, Drug, and Cosmetic Act (FDCA) does not allow the Commissioner to
approve a drug for commercial use unless it is "safe and effective."
The law does not say "safe and effective for adults only."

The plain language of the law and the legislative history of the statute make
it clear that Congress intended to cover children.

Both major amendments to the FDCA have come in the wake of pediatric
disasters. It is not conceivable that Congress responded to these disasters
with legislation that did not include protections for children.

The legislative history is replete with statements of Congressional inte
nt '
to assist children.

The FDCA also requires that labeling be neither false nor misleading and that
it bear adequate directions and warnings.. Current FDA-allowed labeling
regarding children is inadequate because it does not recognize that desperate
parents and doctors will (and do) use drugs in children.

Action requested:

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

The Executive Order would:

Describe the dire need for pediatric data. The Order would expl
ain that
80% of drugs currently on the market have not been proven _safe and effective
for use by children. The Order would explain the ramifications of this
situation, namely that (1) children are being denied life-saving therapies



because physicians are afraid to prescribe potentially toxic drugs that have
not been approved for use by children, and (2) children may be exposed to an
increased risk of adverse reactions or decreased effectiveness of the drugs
prescribed because pediatricians do not have appropriate dosage data

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

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

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



The statement accompanying the Executive Order would:
Describe the urgent need for pediatric data.

Speak about the need to ensure that children share in and benefi
t from
therapeutic progress.

Dedicate this action to Elizabeth Glaser, and her work to improv
e child }
health. (Note: December was the second anniversary of Elizabeth's death from
AIDS-related complications.)

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



EXECUTTIVE OFFICE OF T HE PRESIDENT

31-Dec-1996 11:51am

TO: Nickandtim
FROM: Christopher C. Jennings
Domestic Policy Council
CC: drye e
SUBJECT: RE: Pediatric dfug approval -

Thanks for the heads up. I really appreciate it.

I will look into this. I need to talk with Greg Simon of the VPs
office on an unrelated matter soon and will raise this one as
well.

My first reaction is that it is a very good idea. However, I will
be surprised if the industry does not extract some patent
extension/market exclusivity or other benefits before this debate
is all over.

Hope all is well with you. Keep me posted on your journey and
general developments.

My best for a Happy New Year!!!

cj



HHS [

U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES

P94-21 Food and Drug Administration
FOR IMMEDIATE RELEASE Don McLearn (301) 443-1130
Dec. 13, 1994 Home (301) 926-6S909

FDA ANNOUNCES NEW RULES FOR CHILDREN;S MEDICINES

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

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

A Xey element is amending a 1979 regulation that required full
clinical trials in the pediatric population as a basis for labeling

for use in children. That rule is being amended to allow companies,

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

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

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

| FDA Commissioner David A. Kessler, M.D., a pediatrician,
proposed this rule change in a speech to the American

-MORE-

ATTENTION: PLEASE USE OPEN CAPTIONING FOR THE HEARING IMPAIRED.



Page 2, P94-21, Pediatric Labeling
Academy of Pediatrics in October 1992. 1In addition to the final rule
change announced today, FDA’s Center for Drug Evaluation and Research
is taking steps to increase the number of pediatric studies included
in submissions for new prescription medicines.

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

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

One of the rule’s key provisions sets forth the conditions under
which the agency permits pediatric use statements based on adequate
and well-controlled studies in adults together with other
information, such as phérmacokinetic and safety data, that supports
pediatric use.

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

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

~MORE-
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Pediatric Corner

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

By L. Miriam Pina, M.D.

After the Final Pediatric Rule was published in December
1994, the Pediatric Use Survey Working Group of the Pediatric
Subeammitiee wag formed, The group’s fust charge was w
identify the drugs most widely used in pediatrics on an out-
patient basis for which there was inadequate use information.

Results of the survey disclosed that most drugs that are
indicated for discases occurring, in both adults and children have
very litde information about pediatric use in the labeling. Some
age groups have less information available to them than others.
The populatipn of less than 2 years of age, for instance, has
virtually no pediatric use information on drug products in
several cluss catcgoics. In general, drugs used to treat diseases
like asthima, and seasona) and perennial rhinitis, $6 common in
children, present very littie information about pediau ic diug use.
For other therapeutic areas, such as infectious disesses, the
pediatric information is, in contrast, quite good.

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

Dara collected from the panel are projecied nationally by
multiplying the raw number of mentions in each stratum,

defined by region and specialty, by a corresponding prajectinn

The table displays the drugs that were most widely used off- ‘
label in the pediatric population in 1994, according to the IMS !
database. The drugs are preseated in order of frequency of
mentions per year and retlect neither the severity of the diseases
being treated nor the adverse events reported. Also, for drugs
uscd to treat cluunic conditions, the number of mentions may not
comrelate well with the number of patients being treated. In the
chronic use of the Schadule IT drug Ritalin, for exwuple, the
physician is required to prescribe it with no refills under close
surveillance (the prescribing requirements vary from state to
state). Thus, in this case, the number of appearances will be-
overestimated when coropared with ather drugs used chranieally. i
Nonetheless, in evecy case, the physician had to make a decision
to use the drug with inappropriate pediatric use information.

Members of the Pedatric Use Survey Workiag Group are:
L. Miriam Pina, MLD., chairperson, Division of Pulmonary
Drug Products, Kimberly Struble, Division of Anti-Viral Drug
Products; Linda Hu, Division of Over the Counter Drug
Products; Jonea Bull, M.D., Division of Auti-Inflammatory,
Analgesic and Ophthalmologic Drug Products; Cazimire
Martin, Division of Over the Counter Drug Products; Frank
Rosa, recently retired from the Division of Pharmacovigilance
and Epidemiology; and Charfes Maynard, Division of
Pharmacovigilance and Epidemiology. The December Pike lists
representatives from each af the Center's review divisions who
can assist you with Pediatric Rule issues. The working group
plans on publishing in-patient data in a future issue,
L. Miriam Pina, M.D,, is a vistiing scieniis( in the Division of

- SO

{actor. Pulmonary Drug Producis.

Off-Label Prescriber’s

Product Indication(s) Label Statement Prescribing Specialty

Frequency (percentage)
Albuterol inhalation ©  Prevention and relief of  Satety and cffectiveness 1,626,000 to children Pediatricians (62%)
solution for bronchospasm, (S&E) have not been <12 years old. Family practitioners
nebulizatian (athuterol csmablished in children and allergists (20%)
sulfate, 0.083 mg/ml) belaw 12 years of age.
Phenergan Relief of diverse Should notbeused in 663,000 to children Pediatricians (82%)
(promerhazine HCI) allergic reoctions. children below 2 years <2 years old.

of age.

Ampicillin sodium for  Infections due 10 S&F have not been 639,000 to children " Pediaricians (88%%)
intravenous or susceptible organisms.  established in infanes <12 years old. Most common
intramuscular and children under the inAication: perinatal
injections. age of 12. infections

301 827 2520
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Off-Label Prescriber’s
Product Indication(s) Label Statement Prescribing Specialty
Frequency (percentage)
Auralgan otic solution  Prompt relicf of pain of No instructions for 600,000 to children Pediatricians (62%)
acute otitis mediaand  pediavic use atany age. <16 years ald. Family practitioneis
to facilitate the removal (23%)
of excessive or impacted
cerumen.
Louisane cream Taopical treatment of S&E in children below 325,000 to children Pediatricians (51%)
(clotrimazol 1%, particular dermal, theagaof 12 have not <12 years old. Family practitioncrs
betemnethasone fungal infections. been established, (24%)
dipropiouate 0.05%)
Prozac (fluoxetin HCL)  Depression and S&E in children have 349,000 to children Psychintrists (B1%)
pulvules and liquid pbsessive compulsive not been established. <16 years old.
disorders. Nole: was mentioned to Most common
3,000 infants <1 year of indication: depressive
age were in 1994, disorders
Intal (cromolyn Prophylactic agent in Forinhalation Intal inhalation solutian  Pediawmicians (71%)
sodium). . the management of (nebulization) solution, was prescribed 109,000
bronchial asthma. :;‘::: ::z";e"’"‘eggz:?gcd times to infants
N . o
For inhalation acrosol ;2&\312 :;::2:::;:;‘ tat
solution (MDI). S&E have .
not been established (MDI), 399,000 times
below the age of 3. to children < S years,
i_,_._-_. —vim — —— — o | e e 4 —————— da s s e ——— e
f Zoloft (sertraline HCl)  Depression. S&E have not been 248,000 for children Psychistrists (72%)
cstablished in children. <16 years,
Ritalin tablets and Trcatment of artention  S&E Juave not been 226,000 10 children Pediatricians (47/%)
sustained-release tablets  deficit disorders and established in children <6 ycars old. Psychiatrists (26%)
(methylphenidate HCY)  narcolepsy. <6 years of age,
(Schedule /1 drug)
Alupent Syrup Bronchodilator for Clinica trial experience 184,000 to children Pediaticians (59%)
(mctaprotcrenol Luouchial asthma and in children under the <6 years old. Family practitioners
sulfate). for reversible age of 6 is limited. (23%)
bronchospasms.
Beclomethasone Relicf of sympwms of S&E in children below 174,000 to children Pediatricians (46%)

dipropionate nasal
sprays (includes
Beconase AQ and
Vancenase AQ nasal
Sprays).

seasonal and pereonial
rhinitis and for the

the age of 6 have not
been established.

prevention af recurrence af

nasal palyps follawing
surgical rcmaval.

<6 years old.

’ |Tnhle Natu publiched with peamission, © 1MS$ America, Lid,, 1994. |2
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December 15, 1994
Paula Botstein M.D.

CDER Pediatric Plan [the PeP]

The CDER Pediatric Plan aims at focusing sponsors, and FDA, on thinking
about all drugs in the pediatric population during two time periods:
throughout a drug's development up to approval, and during marketing.
The goal is adequately supported instructions in drug labeling for health
practitioners to prescribe medicines for the pediatric population.

. 1. Publish new pediatric labeling regulation.

FDA will publish a new pediatric labeling regulation to increase
adequately supported pediatric information in physician labeling of
marketed drugs. Sponsors' ex15t1ng obligations to provide instructions
for physicians on using drugs in the pediatric population and FDA's
existing authority to require pediatric studies are highlighted in
discussion in the FR notice. Published 12/13/94.

" 2. Focus attention on pediatric patients throughout drug
development.

CDER will early and repeatedly throughout clinical drug development
cause commercial sponsors and FDA staff to focus on use of drugs in
the pediatric population. The goal is to determine, for each drug, if
studies are needed in the pediatric population, which studies are
needed, when they are needed, and get them done.

For an IND with a commercial sponsor, the key opportunities for
focusing on a drug's use in the pediatric population are:
1]. Pre-IND meeting and pre-IND submission
2]. Initial IND submission
~3]. IND annual report
" 4]. End of phase 2 meeting to discuss a drug's full development
plan and to outline further data needed for approval
5]. Presentation of IND to an FDA drug advisory
committee
6]. Pre-NDA meeting to discuss the content and format of the
NDA B
7]. The NDA submission and FDA's 45 day filing meeting
8]. Presentation of NDA to an FDA drug advisory
committee




At each of these opportunities, as appropriate for a drug, the sponsor
will be required to submit either a brief written pediatric plan
[sponsor's pediatric plan] or other appropriate document, e.g.
Sponsor's End of Phase 2 Pediatric Plan. FDA staff will develop
methods to insure discussion of the pediatric population at meetings
about a drug's development. FDA will, as needed, revise or create
regulations and guidances to sponsors and to FDA staff.

3. Extend Offices of Drug Evaluation Pediatric Page.

CDER will extend the current Offices of Drug Evaluation pediatric
page to all NDAs: for all action letters. A pediatric page summarizing
_the state of pediatric studies is now completed only for each NME [new

molecular entity] by a reviewing division when it proposes approval to
an Office of Drug Evaluation.

\
Target time: second quarter of 1995.

4. May refuse to file NDAs.

CDER may refuse to file NDAs which lack appropriate analyses of

* safety and effectiveness data which a sponsor already has in the
pediatric population. FDA may now refuse to file NDAs which lack
appropriate analyses of safety and effectiveness data by age [or gender],
and analyses by age includes the pediatric population. CDER will
clarify its refuse-to-file policy, guidances, and regulations, as necessary,
to specify that FDA may refuse to file NDAs for drugs with recognized
- potential widespread use of the product in children if the NDAs 1].
lack a sponsor pediatric plan and 2]. lack necessary pediatric data.

5. Get studies done.
CDER will work with and advise the Pediatric Pharmacology Research
Units funded by the NICHD. The PPRUs are a new resource able to

conduct clinical and pharmacokinetic studies of drugs in the pediatric
poptilation.

6. Require NDA Pediatric Safety Evaluation.

FDA has proposed a rule which would, among other things, require an
Overall Safety Evaluation in each periodic report to an approved NDA;
this section will require critical analysis of safety information in

pediatric treatment, along with other analyses of safety information.
Published in Federal Register, 10/27/94.



7. NDA Periodic Pediatric Use Report.

CDER will explore the best mechanism for insuring that periodic
reports to an NDA explicitly include pediatric use of the drug. As FDA
communicates in the preamble to the new pediatric labeling regulation,
a sponsor is already required to summarize new information about
effectiveness, or safety, of a drug and to describe actions planned
because of the new information.

Periodic reports need to include information such as the extent the drug
is used in the pediatric population, the indications for which it is used,
an analysis of available effectiveness data, and changes proposed in
labeling because of this pediatric information. Also needed is an
assessment of further pediatric data needed to assure safe and effective

use of the product in the pediatric population and the sponsor's plan for
obtaining it.

: 3
Target time: fourth quarter of 1995, when final rule is promulgated.
NOPR~see above-just published in Federal Register, 10/27/94.

8. Track Phase 4 Commitments.

 CDER will intensively track phase 4 pediatric clinical studies. Before
approval of a drug, a sponsor may make commitments to conduct
clinical studies in the pediatric population during phase 4 [after
marketing approval] . CDER will track commitments made, submission
of protocols, performance of studies, submission of results to NDAs,
and the percentage of commitments that result in the addition of
pediatric prescribing information to drug labeling.

9. Survey Pediatric Drug Use.

CDER will obtain data on drugs used in the pediatric population. CDER
intends to develop and fund more sources of survey data on use of
marketed drugs in the pediatric population. Drugs in categories used
frequently in the pediatric population, drugs of particular therapeutic
importance or necessity, and drugs with potential safety hazards will be
initially targeted to assure that they have adequate prescribing
information in the labeling.

10. Work with Pediatric, Pharmacy and other Communities.

CDER will intensify work with pediatric and pharmacy communities. -
These include the NICHD, American Academy of Pediatrics Committee
on Drugs, AAP Committee on Infectious Diseases, Pediatric Pharmacy




Administrative Group, ASCPT, National AIDS Task Force, and
numerous others.

FDA will work also with its drug advisory committees, and with
industry organizations. |

END of PLAN

Intra-agency Efforts.

We are pleased that CBER will join CDER in many elements of this
Pediatric Plan. CDER will work with CBER, and CDRH, on initiatives
in the CDER Pediatric Plan that may be useful for biologics and devices
for the pediatric population.

\
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Is the “Therapeutic Orphan” About
to Be Adopted?

In this issue of Pediatrics, the Committee on Drugs
(COD) has examined the continued problem of the
“unapproved” use of “approved” medications in pe-
diatrics.! This commentary will expand on the issues
that have restricted drug research in children and
describe current initiatives to facilitate and encour-
age such research to achieve the necessary drug la-

beling to reduce unapproved uses of medications in
children.

BACKGROUND

Physicians who treat infants and children fre-
quently prescribe medications that have never been
approved by the Food and Drug Administration
(FDA) for pediatric patients; unfortunately, many
drugs are released without labels for pediatric use
and often with pediatric disclaimers. The need for
specific pediatric studies to document safety and
efficacy before widespread exposure of children to a
new drug has been well documented.? Generally
recognized examples of catastrophes arising from the
lack of such studies include tetracycline-induced
dental dysplasia and neonatal deaths attributed to
chloramphenicol-induced “gray baby” syndrome.?*
From an ethical and moral perspective, children of
all ages deserve the same proof as adults that the
medications they use are safe and efficacious. How-
ever, most new medications and the vast majority of
older medications have not been labeled as safe and
efficacious for pediatric use, because the research
that meets FDA standards for establishing their
safety and efficacy in children has not been carried
out.”

Clinical trial data submitted to the FDA as part of
a New Drug Application (NDA) form the basis for
FDA approval and labeling of the drug. Phase I and
IT premarketing clinical trials are typically limited to
adult subjects (usually men) 20 to 40 years of age,
followe(_i by phase IIl investigations in a larger adult
population, which may include the elderly. Children
are not included in the majority of premarketing
clinical studies. Even when a pediatric application of
a new (or old) medication is investigated, it fre-
quently is carried out in a limited pediatric age
range, thus leaving out the majority of children. Typ-
ically, phase Ill is the earliest point in the clinical
drug development process that the FDA requests
that pediatric studies be performed.
~ Until recently. the FDA has not assumed a proac-
tive stance to ask nor did it have the regulatory
a_uthonty to force manufacturers to perform pediaf-
ric studies. Most new drugs have been labeled with
disclaimers for pediatric use.” As a result, the label-
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ing for many important newly approved drugs and
the majority of old drugs contains pediatric disclaim-
ers (Table). Significant segments of the patient pop-
ulation are left without the benefit of appropriate
age-specific research to document a drug’s safety,
efficacy, or metabolic and kinetic profiles. With the
absence of FDA-approved prescribing information,
the selection and dosing of these drugs is left to the
discretion of the individual physician. For the vast
majority of indications, even in young pediatric pa-
tients, the benefits of using many of these medica-
tions “off-label” outweigh the risks of not using
them.”

Drugs commonly used to treat mental or physical
pain in children, (morphine, meperidine, fentanyl,
midazolam, bupivacaine, and ketorolac) illustrate
the problem. Morphine and meperidine are com-
monly prescribed opioids for postoperative analge-
sia. The package insert of one manufacturer of pa-
tient-controlled analgesia (PCA) opioid formulations
states that for morphine, “the intravenous route via
the . . . PCA infuser is not recommended for use in
individuals younger than 12 years” (Baxter mor-
phine sulfate injection, United States Pharmacopoeia
[USP] package insert for PCA formulation, July 1994)
The same manufacturer states that meperidine “ad-
ministered by the intravenous route via a compatible
infusion device is not recommended for use in indi-
viduals younger than 19 years” (Baxter meperidine
hydrochloride injection, USP package insert for PCA
formulation, July 1994). Fentanyl, because of its min-
imal adverse cardiovascular effects, is perhaps the
opioid of choice in critically ill premature and term
neonates. However, the fentanyl label states that
“safety and efficacy in children under two years has
not been established” (Janssen fentanyl citrate [Sub-
limaze] injection package insert, September 1992).

The importance of developing age-specific drug
kinetic data is well recognized from many therapeu-
tic misadventures, some of which ended in patient
death (“gray baby” syndrome with chlorampheni-
col).>* Despite these misadventures, potent drugs
used in sick children are not adequately studied. An
excellent example is fentanyl, as described above,
despite the knowledge that the pharmacokinetics of
fentanyl is significantly altered by age-specific activ-
ity of enzymatic metabolism and neonatal hepatic
blood flow.#-10

Children also have been left out of the picture
with other frequently prescribed medications, such
as medications to treat asthma, seizures, psychiat-
ric disorders, and gastrointestinal motility prob-
lems, sedatives, and others (Table).?!" One of these
commonly prescribed medications not labeled for
pediatric use, cisapride (Janssen cisapride [Propul-
sid] package insert, January 1995), has recently
been described as causing potentially life-threaten-
ing bradycardia and prolonged QT interval in a
2-month-old infant.'? Adenosine is now the drug ot
choice to treat pediatric supraventricular tachycar-
dia (5. Mithani, personal communication, Bureau
of Human Prescription Drugs Health Protection
Branch, Canada, 1996), but “no controlled studies
have been conducted in pediatric patients”



TABLE. Drugs with Widespread use in Children and Their Pediatric Disclaimers*

Generic Name Manufacturer's Name

Pediatric Disclaimer

Adenosine Adenocard
Albuterol Ventolin
Bupivacaine hydrochloride Sensorcaine
Cisapride Propulsid

Meperidine hydrochloride

Demerol (PCA)L
injection (PCA) .

Dobutrex solution

Dobutamine

Dopamine

Fentanyl citrate Sublimaze
Flumazenil Romazicon
Fluoxetine hydrochloride Prozac
Gabapentin Neurontin
Ketorolac tromethamine Toradol
Mexiletine hvdrochloride Mexatil

Morphine (PCA)

Midazolam hydrochloride Versed
Nicardipine hydrochlonide Cardene
Terbutaline sulfate Brethine

Dopamine hydrochloride injection

Morphine sulfate injection (PCA)

No controlled studies have been conducted in
pediatric patients (Fujisawa, package insert,
May 1994)

Safety and effectiveness have not been

established in children <12 y of age for

Ventolin inhalation solution and Ventolin

nebules inhalation solution; in children <4 y

for Ventolin inhalation aerosol and Ventolin

Rotacaps for inhalation; and children <2y for

Ventolin syrup (Glaxo, package insert, March

1995)

Not recommended in children <12 y due to
limited experience in controiled clinical trials
(Astra, package insert, February 1995)

Safety and effectiveness in children have not
been established (Janssen, package insert,
January 1995)

Not recommended for use in individuals
younger than 19 y (Baxter, package insert, July
1994)

Safety and effectiveness in children have not
been established (Lilly, package insert,
November 1993)

Safety and effectiveness in children have not
been established (American Regent, package
insert, August 1992)

Safety and efficacy of Sublimaze in children
under 2 y has not been established (Janssen,
package insert, September 1992} .

Not recommended for use in children, as no
clinical studies have been performed to
determine risks, benefits, and dosages to be
used (Hoffmann-La Roche, package insert,
October 1994)

Safety and effectiveness in children have not
been established (Lilly, package insert, March
1995)

Safety and effectiveness in children below the
age of 12 y have not been established (Parke-
Davis, package insert, December 1994)

Safety and efficacy in children (<16 y) have not
been established; therefore, use of Toradol in
children is not recommended (Svntex, package
insert, March 1995)

Safety and effectiveness in children have not
been established (Boehringer Ingelheim,
package insert, October 1993)

Not recommended for use in individuals <12 v
(Baxter, package insert, April 1994)

Safety and effectiveness of Versed in children
below the age of 18 y have not been
established (Roche, package insert, June 1994)

Safety and efficacy in children <18 y have not
been established (Syntex, package insert,
September 1993)

Brethine is not recommended for patients under
the age of 12 y because of insufficient clinical
data to establish safety and effectiveness (Ciba-
Geigy, package insert, August 1992)

* This table is not meant to be an all inclusive list. nor is anv drug or manufacturer meant to be singled out. Data were abstracted from
package inserts. Some manufacturers may have since submitted new labeling to the Food and Drug Administration.

(Fujisawa adenosine |Adenocard| intravenous
package insert, May 1994). Even older vasoactive
medications such as dopamine (American Regent,
dopamine hvdrochloride injection, August 1992)
and dobutamine (Lilly dobutamine hvdrochloride
solution [Dobutrex] injection, November 1993)
have pediatric disclaimers.

It is a cause of deep concern that so manv medi-
cations lack the developmental metabolic, pharma-

cokinetic, and pharmacodynamic data needed for
their safe and effective use in children. Children
should not be denied the benefit of these or anv
medications simply because of their age. The impor-
tance of developing such information cannot be
overemphasized. The use of medications inade-
quately studied in children has contributed to a va-
riety of adverse outcomes, including seizures and
cardiac arrest caused by bupivacaine toxicitv, pro-
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longed narcotic effects caused by aitered hepatic
blood flow, intermediate-acting muscle relaxants be-

coming+dong:-acting in:- neonates; benzodiazepine'

withdrawal, “and “interactions with antibiotics and
other sedatiwes.’8-1013-19 These are but a few exam-
ples of why pediatric pharmacologic research is im-
portant. However, the funds needed to conduct such
studies are difficult to obtain, particularly for older
drugs, which are no longer patented.”* Most manu-
facturers are not interested in financing the studies
necessary to develop appropriate pediatric labeling
for off-patent drugs, because they have no financial
incentive to do so. Therefore, the pediatric patient is
often a “therapeutic orphan.”?! If the necessary stud-
ies are to be carried out, they likely will require
funding from sources other than industry.

A recent example of the importance of pediatric
studies is the new inhaled anesthefic agent desflu-
rane. In preclinical studies and clinical aduit trials,
desflurane seemed ideal for pediatric application be-
cause of its gas partition coefficient and lack of met-
abolic degradation. However, the pharmaceutical
company-supported and FDA-approved pediatric
studies conducted before approval in adults found
an unexpected and unacceptably high incidence of
airway-related complications, particularly laryngo-
spasm.Z This observation resulted in pediatric-spe-
cific labeling clearly stating that desflurane may be
associated with airway-related complications. Seri-
ous injury may have resulted had the appropriate
studies not been carried out in the hands of experi-
enced pediatric clinical investigators. In this situa-
tion, the pharmaceutical company, the FDA, and the
academic and medical community together fulfilled
their obligations to investigate this new drug in chil-
dren. Serious adverse effects in children and poten-
tial litigious losses would probably have resulted
had the drug been released without proper pediatric
labeling. The drug is presently recognized to be safe
for use in children after induction and control of the
airway.

Several factors contribute to the lack of appropri-
ate pediatric studies: relatively small market share,
fear of legal liability, potential long-term adverse
effects, the reluctance of parents to give permission
to allow their children to be research subjects, and
the lack of adequate research tunding from govern-
ment, industry, and health care providers® Al-
though legal liability is often an expressed concern,
the actual number of such lawsuits arising from pe-
diatric clinical trials is negligible.”’=* Another tactor
that has impeded pediatric clinical trials in the past is
that the FDA relied on the manufacturer to advise
the FDA whether a drug had a pediatric indication
rather than independently assossmq potential pedi-
atric use.

Shirkey, who ongmallv coined thL term “thera-
peutic orphan,”?! pointed out that the lack of finan-
cial support by government and industry for pediat-
ric drug investigation is particularly ironic, because
most of the major laws that support the FDA’s role in
regulating drugs have been passed in response to
drug-induced adverse effects occurring in the pedi-
atric population (ethvlene glycol poisoning in 1938
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and thalidomide in 1962).24-% [s it true that more than
two decades after Shirkey’s editorial, the pediatric
patient continues to be a therapeutic orphan?

INITIATIVES TO SOLVE THE PROBLEM

The COD of the American Academy of Pediatrics
(AAP) prepared a report for the FDA in 1979 that
documented the absence of pediatric labeling for
several hundred drugs used in pediatric patients. In
1982 the AAP COD published an additional report
for the FDA, “General Considerations for the Clinical
Evaluation of Drugs in Infants and Children.” In
1984 a list of 103 parenteral drugs administered to
neonates, but without neonatal labeling, was pre-
pared by the AAP COD; this was followed in 1985 by
a list of the top 10 drugs widely used in neonates for
which there were published data (ranked according
to use and availability of data) but that were not
labeled for pediatric use. Despite good intentions,
few of these drugs subsequently have had their la-
bels revised for use by infants and children.

The Orphan Drug Act of 1982 was primarily de-
signed to provide financial incentives to encourage
the development of drugs with applications to small
patient populations so that drugs with proven appli-
cability might be developed and released to a limited
market (<200 000 patients per year).? However, the
Orphan Drug Act was not targeted specifically at
pediatric patients. Although children with rare dis-
eases have benefited from the Orphan Drug Act, the
act has not stimulated or facilitated studies to obtain
pediatric labeling for drugs widely used in adults.
This failure is evidenced in part by the marked delay
in FDA approval of zidovudine for children, because
the appropriate pediatric studies were not carried
out concurrently with clinical trials in adults.

In 1984, the Drug Price Competition and Patent
Term Restoration Act modified the process for ap-
proval of abbreviated NDAs, allowing more rapid
approval based on biocequivaléncy studies and ex-
tending patent rights to encourage studies of new
indications for approved drugs. However, this act
has not facilitated labeling of drugs for children.

Despite the concerns for children voiced by the
industry through the Pharmaceutical Manufacturers
Association,” a survev of drug labeling in the 1990
Physicians’ Desk Reference® revealed that for 91% ot
491 medications for which disclaimers or precautions
against their use in children were cited, the disclaim-
ers or precautions were based on a lack of adequate
data. Approximately 80% of new chemical entity
drugs approved between 1984 and 1989 were not
labeled for use in children. This proportion has not
changed; 92 (71%) of 130 new drugs approved from
1991 to 1995 did not have pediatric labeling at the
time ot approval. (At the time of this writing, com-
plete data for 1995 were not available.) However at
the request of the FDA, the manufacturers of 43
(33%) of these new drugs committed to or are con-
ducting pediatric studies. The manutacturers of 449
(38%:) of the new drugs told the FDA that these drugs
would have no pedmtru indications, although at
least 21 will likelv have some pediatric use, and
another is currently one of the most commonly pre-



scribed drugs for the treatment of gastroesophageal
reflux in children of all ages (G. Troendle, personal
communication, 1996; Janssen cisapride [Propulsid]
tablets package insert, January 1995).

DEVELOPING SOLUTIONS

In 1988 a meeting of the AAP COD, with repre-
sentatives of the FDA and the pharmaceutical indus-
try, was held for the purpose of discussing the issues
and problems associated with pediatric drug inves-
tigation. At the time, the role proposed for the FDA
was to encourage drug companies to sponsor pedi-
atric research, “if applicable,” by making pediatric
studies a priority: (1) if a new drug had a unique
pediatric application; or (2) if a drug would be used
in adults but would also have an important pediatric
application for the same indication. If there would be
little therapeutic gain, but a drug may be “applica-
ble” to pediatric patients, then “after approval” stud-
ies would be encouraged. The concept of a “pediatric
studies page” for NDAs for new molecular entities
was introduced. Also, the need for incentives to the
industry to sponsor pediatric studies was discussed
by representatives of the FDA familiar with the prob-
lems related to drug development for children. How-
ever, it was recognized that the FDA did not have
any legal means of compelling drug companies to
perform pediatric research, even if the drug had a
recognized, important pediatric application.

In April 1990 the Forum on Drug Development of
the Institute of Medicine, National Academy of Sci-
ences, sponsored a workshop, “Drug Development
and the Pediatric Population.”?® This meeting was
convened to examine the issues that create barriers to
drug testing in children. Input was enlisted from the
FDA, the industry, the AAP, the National Institutes
of Health (NIH), and manypediatric pharmacolo-
gists and toxicologists. The problems cited were nu-
merous and somewhat specific to each group of in-
dividuals, depending on its perspective.® A plea was
made to the research community to develop more
innovative and cost-effective research protocols with
better statistical designs, to avoid arbitrary age re-
strictions, and to develop a greater sense of commu-
nity between parties interested in pediatric research.
FDA representatives indicated that regulatory
changes were being explored to improve pediatric
labeling, such as: (1) including peer-reviewed, pub-
lished information on the pediatric use of drugs in
drug labeling in addition to the information from
FDA-approved clinical trials; (2) establishing a policy
of identifying the need for pediatric studies in every
NDA for new molecular entities; and (3) removing

the FDA requirement for additional randomized and

double-blind efficacy studies when the disease 1s the
same in children as in adults and when information
required for infants and children is primarilv for
dose and adverse effects rather than efficacy. The
need for practical endpoints for long-term follow-up
studies was also described. It was pointed out that
support for long-term follow-up would likely need
to come from government rather than industrv.
RLpresentatl\'Lb from the industry stated that the
greatest obstacle to industrv- 5upportcd druy re-

search was the potential for litigation and ethical
problems encountered when carrying out research in
children. This concern seems incongruent with the
fact that few such lawsuits have occurred, and ethical
guidelines for drug research in children have existed
since 1977 and have been revised recently.? The
financial discrepancy between monetary return and
the investment in pediatric research required to sup-
port pediatric studies was described. The need to
develop legislation to provide economic incentives
for investigating in pediatric clinical trials was noted.

The workshop highlighted eight recommendations
to be addressed by all concerned parties in a coop-
erative effort to promote and develop adequate pe-
diatric labeling: (1) inclusion of available pediatric
data in drug labeling, even if this provides only
limited pediatric information; (2) the need for a new
awareness within FDA of the importance of pediatric
studies; (3) a de-emphasis of the need for long-term
follow-up studies unless specifically indicated; (4)
recognition of the cost and time required to carry out
pediatric studies; (5) the need by industry, academia,
and publishers of journals to provide better incen-
tives to conduct and publish pediatric research; (6)
the need for the pediatric community to identify
drugs important to the care of pediatric patients that
need further data in children (7) the need for the NIH
to stimulate pediatric research by providing core
funding for a recommended clinical trials network;
and (8) the need for the pharmaceutical industry to
consider pediatric studies at all levels of drug devel-
opment. There was a consensus that the implemen-
tation of these recommendations could be achieved
only by the combined effort of the industry, the
federal government (FDA and NIH), the medical
community, and the general public.

SOLUTIONS

It is gratifying and encouraging that several key
recommendations from the 1990 Institute of Med-
icine workshop subsequently have been imple-
mented. The FDA recently promulgated regulatory
changes that allow available pediatric data to be
included in labeling, even though the data may not
meet FDA criteria for approval on the basis of
safety and efficacy. If the disease for which the
drug is indicated is bubstantially the same in chil-
dren as adults, efficacy in children may be extrap-
olated from adult studies. However, dose-finding
and pharmacokinetic studies to obtain information
on appropriate doses and safety in children will be
required.” A pediatric studies page in the NDA
has been implemented by the FDA and is being
expanded to include drugs that alreadv have ap-
proved indications if they are being evaluated for
new indications or dose formulations. The pediat-
ric studies page requires the FDA and sponsoring
company to identify whether pediatric studies are
being conducted or planned and, if not, to explain
why. Manutacturers will be required to reexamine
u\‘istimj information on marketed drugs to deter-
mine whether the labeling can be modified to in-
clude pediatric information on the basis of adult
studies and available pediatric data. It so, they will
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be required to submit applications for supplemen-
tal labeling within 2 years. In addition, the FDA
has the authority under the new regulations to
request specific pediatric use information when
deemed necessary. Within the FDA, a special Pe-
diatric Subcommittee of the Medical Policy Coor-
dinating Committee of the Center for Drug Evalu-
ation and Research, with representatives from each
division, has been formed to track the impiemen-
tation of the new regulations and to facilitate the
inclusion of pediatric testing in the drug develop-
ment process.

The USP also has begun to include the latest
pediatric uses and drug doses in the USP Dispens-
ing Information based on available literature and
consultation with subspecialty experts. This pro-
vides a ready reference source for the practitioner,
although it does not address the lack of-pediatric
clinical trials with which official labeling can be
supported. Nonetheless, inclusion of pediatric in-
formation will help address the reluctance of in-
surance carriers. and other third-party payers to
pay for the use of medications that are not labeled
for children. Because the USP Dispensing Informa-
tion is one of the compendia used to document
accepted medication uses, this effort by the USP
may help slow a reimbursement denial trend,
which threatens the care of children.

The National Institute of Child Health and Human
Development recently funded a network of pediatric
pharmacology research units expressly to carry out
pediatric pharmacologic research that will support
pediatric labeling. The FDA is working closely with
the pediatric pharmacology research unit network to
conduct pediatric studies on selected therapies that
otherwise would not be studied.’!

In 1994 legislation was sponsored by Senator
Nancy Kassebaum,* with a companion House bill
sponsored by Representative Kreidler,*® which
proposed extending the period of exclusivity of a
drug if the sponsoring company conducted pedi-
atric studies that supported labeling for children.
Unfortunately, this legislation was not reported
out of committee. If such a bill eventually becomes
law, 1t will provide an economic incentive to con-
duct pediatric studies bv enhancing the opportu-
nity for companies to recover their investment in
pediatric studies for drugs that are necessary for
the treatment of childhood illnesses but have lim-
ited market potential in children.

The COD of the AAP continues to work closely
with the FDA to foster the study and labeling of
drugs for pediatric use. The committee recently sub-
mitted a list of six drugs to the FDA that are consid-
ered priorities for studies in children (fentanvi, bu-
pivacaine, midazolam, cimetidine, albuterol, and
metronidazole).

It is past time that all drugs with potential pe-
diatric apphications should be investigated in in-
fants and children with appropriatelv designed
industrv-supported and FDA-approved studies.
The unapproved or off-label use ot drugs is not an
acceptable alternative to documentation of the
safety and efficacy of drugs used by the pediatric
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population. The pediatric academic and private
practice communities must become more vocal in
demanding support for pediatric studies and for
greater cooperation between industry, govern-
ment, and academia to conduct the necessary stud-
ies when new drugs that have potential to be of
help in caring for children are introduced. There is
a need to make the general public more aware of
these issues to encourage voluntary participation
in and the financial support necessary for studies
in children. Children have the same medical, legal,
and ethical rights as all other segments of the
patient population to have clinically important
drugs available to treat disease effectively and
safely. Recent efforts by the AAP, FDA, USP, NIH,
and Congress suggest that perhaps the drug devel-
opment and approval process is changing in a
positive direction for children. The recently an-
nounced FDA changes in regulations and the es-
tablishment of the Pediatric Subcommittee of the
Medical Policy Coordinating Committee of the
Center for Drug Evaluation and Research to track
the implementation of new regulations regarding
pediatric drug testing will specifically address the
importance of pediatric studies within each of the
FDA’s 12 divisions. This should go a long way to
increasing and improving pediatric pharmacologic
research of new drugs and, it is hoped, in cooper-
ation with the pediatric pharmacology research
units funded by the NIH, should also address pe-
diatric labeling problems for old drugs.* Perhaps
it is also time for large purchasers of drugs, such as
health care systems and managed-care organiza-
tions, to apply economic pressure by basing those
purchases in part on the presence of pediatric la-
beling. Perhaps now, with the cooperation of the
industry, USP, NIH, FDA, AAP, parents, children,
and health care providers, children no longer will
be therapeutic orphans.
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Tuberculosis Skin Testing: New
Schools of Thought

In the past 10 years, I have cared for more than 500
children and adolescents with tuberculosis. Only one
of them—an asymptomatic 5-year-old with mild hi-
lar adenopathy—was discovered via a school skin-
testing program, although since 1990, the Houston
Independent School District has required all new
entrants to have a tuberculin skin test. During the
last 5 years, the number of children in Houston with
tuberculosis has increased. School-based skin testing
has neither found many active cases nor prevented
their occurrence.

At first glance, requiring all schoolchildren to have
a tuberculin skin test seems to be a reasonable re-
sponse to the desire to promote prevention of a po-
tentially serious and still prevalent disease. This ap-
proach has been championed by many well-meaning
pediatricians—including myself in the past—with
the best of intentions. Some school boards have been
convinced that skin testing of all children is an es-
sential element of tuberculosis control. The well-pub-
licized resurgence of tuberculosis in the United
States during the past decade has created both ap-
propriate concern and unnecessary anxiety about the
risk of tuberculosis in children.

However, within the past few years, the American
Academy of Pediatrics (AAP),'? the Centers for Dis-
ease Control and Prevention (CDC),?> and the Amer-
ican Thoracic Society* have stated unequivocally that
mandatory school-based tuberculin skin testing of all
children is undesirable, an “inetfective method of
detecting or preventing cases of childhood TB and
should be discontinued.”> The study by Driver et al®
in this issue of Pediatrics further supports this view-
point, but for different reasons.

Are there potential benefits of school skin test pro-
grams? It is clear they are an extremely inefficient
and expensive means to find cases of tuberculosis.
Driver et al’ report that recent programs discovered
tuberculosis in 0.02% or less of children tested. Pre-
vious investigations of childhood tuberculosis have
shown that skin test screening finds few if any cas-
es.""® Most children with tuberculosis are found in
one of two ways. In Houston, in about half of the
children with tuberculosis, svmptomatic illnesses de-
velop, which are diagnosed after the children seek
medical attention. In the other half, tuberculosis is
discovered when they receive tuberculin skin tests,
chest radiographs, and phvsical examinations after
exposure to an adult or adolescent with suspected or
proven pulmonary tuberculosis. This activity, per-
tormed by the local public health department, is
called a contact investigation, and 1t has been the
cornerstone of tinding children with recent tubercu-
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PROPOSAL TO ADDRESS THE LACK OF PEDIATRIC LABELING FOR DRUGS

BACKGROUND

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

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

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

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

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

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

The absence of workable penalties has historically hampered FDA’s
ability to require pediatric studies. It 1s inappropriate from a
public health standpoint to prevent the marketing of a drug that
offers a clinical benefit to adults simply because the
manufacturer has failed to study the drug in another subgroup of
the population. FDA is therefore considering a different type of
penalty for failure to conduct a pediatric study. FDA would take
the manufacturer to court and obtain an injunction requiring the




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



