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

Today, President Clinton unveiled a new FDA regulation that will protect children by requiring
manufacturers to study the safety and appropriate dosage levels of drugs for pediatric
populations. The regulation also requires proper labeling of drugs for use in children. . Even
though many drugs affect children differently than adults, most drugs have not been tested on
pediatric populations. Under this rule, manufacturers of prescription drugs likely to be used by

* children will be required to complete studies and place information on drug labels to help <
pediatricians and other health care providers make scientifically-based treatment dec1smns when
prescribing drugs to children. ‘

- WHY THIS REGULATION IS NEEDED
Most drugs -- even those commonly used in children -- have not been widely tested on
pediatric populations. According to the American Academy of Pediatrics, only a small fraction
of drugs and biological products marketed in the United States have had clinical trials performed
“in pediatric patients. Despite evidence that drugs affect children differently than adults, 80
percent of all drugs marketed in the United States have been labeled for use by infants, children,
and adolescents. Forty-two percent of drugs that are widely used in pedlatnc populatlons have
been tested on children. -

. Many drugs commonly given to children under the age of six including Prozac, Zoloft,
Ritalin, and-drugs for asthma, allergic reactions, and ear infections are inadequately tested
and labeled for use in children. These drugs, taken together, are given to over ﬁve million
chlldren each year.

1

e  Less than half of the drugs used in the treatment of HIV infections carry any"séfefy or

effectiveness information for children. Of those that do, the data is often incomplete.
e~ Safety and effectiveness-information is espemally sparse for the over seven mﬂhon ‘
children under the age of two. :
»  The percentage of drugs. bemg tested on chlldren decreased by over one- th1rd between

1996and1991 . A : R

- Drugs are llkely to have a dlfferent 1mpact on chlldren than on adults The approprlate use . oo
~i, and dosage levels of medication for children and adillts is ually dlfferent because of d'spantles
s in organs, the immune system, -and metabohsm L g Can T B St




Children who take prescription drugs that have not been tested on pediatric populatlons
are at serious risk for unexpected adverse reactions: Evidence suggests that prescribing drugs
that have not been adequately tested on children can be extremely dangerous. One example of
the possible harm is the case of “gray baby syndrome” where a number of babies died from
chloramphenicol, an antibiotic that their immature livers were unable to accept. Other children -
had withdrawal symptoms from prolonged administration of fentanyl, a pain killer used as an
adjunct to anesthesia in infants and small children. Still others have suffered seizures and cardiac
arrest from bupivacaine, a local anaesthetic not adequately tested in pediatric populations.

Some physicians are reluctant to prescribe much needed therapies to children because they
have not been tested on pediatric populations. Physicians report that they have denied
children important new drugs because, in the absence of adequate testing and labeling, they
would have to guess at an appropriate dosage, and they do not want to take that risk. As a resul,
too many children do not receive the treatment they need and deserve.

SUMMARY OF THE RULE

Pediatric Studies for New Drugs. Under this proposed rule, manufacturers of new drugs would
have to do studies on pediatric populations under two circumstances: when the product
represents a meaningful therapeutic benefit over existing treatments; or when the product is
expected to be widely used on pediatric patients. The FDA anticipates that about twelve new
drugs each year would meet this requirement. Manufacturers could receive waivers from the
requirement to do a pediatric study under any one of the following circumstances: ‘

(1)  The product does not represent meaningful benefits over existing treatments and is not
likely to be used on a substantial number of pediatric patients as a whole; or -

PR

(2)  Necessary studies are impossible or highly impractical-- i.e., the number of patierits is too

small or geographically diverse; or
(3)  There is evidence strongly suggestmg that the product would be unsafe or 1neffect1ve in
pediatric populations.

Pediatric Studies For Existing'Dfugs For drugs that are Valready on the market, the new FDA
regulation requires additional testing on the pediatric population only if there is a “compelling
need for more mformatlon The criteria used is: ~ !

s
)

(1)  Iftheproductis w1dely used in pediatric p0pu1at10ns and the absence of adequate labelmg

= could pose SIgmﬁcant nskstepedlatnc populatlons or SR TR
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@ If the product is mdxcated for very sxgmﬁcant or hfe threatemng 111ness but addmonal

dosing or safety mformatlon is needed to perrmt its safe and effectwe use in pedlatnc
'jpatlents R ey , I
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Fact Sheet
Proposed Regulatlon on Pediatric Labelmg

August 13, 1997

“This is an important time for America's children. They're growing up in a world that is changing
rapidly. They need our help more than any generation before them. As Hillary says, children are
not rugged individualists; they depend upon us -- their parents and others in the community who
love them -- to give them love and guidance and discipline, to provide for them, and to defend
them. That's as it should be. Their future and ours depends upon how well we do our job.” -

-- President Bill Clinton, Radio Address, June 1, 1996

Today, President Bill Clinton announced a proposed plan that would increase the amount of
information about new drugs used to treat children. The proposed regulation would require that
most new drugs that will be used to treat sick children will be studied in children prior to
approval: The regulation also requires data to be submitted on approved drugs that are used in
children but which lack mformanon on how to safely use the drugs in this patient popula‘aon

The proposed plan was published today in the F ederal Register and mcludes the following key
points: . B
. Many new drugs and biological products represent treatments that may be the best
available treatment for children. Many of them have not been adequately tested in
children when they are approved, however, this regulation would require these -
sorts of new drugs to have information on how the drugs should be used in
children. :

. For drugs that are already marketed, this regulation also would codify FDA’s
authority to require, in compelling circumstances, that manufacturers conduct
studies that the product is safe and effective in children.

. The requirement could be waived if (1) FDA found that the product was likely to
. be unsafe or ineffective in pediatric patients; (2) that pediatric studies were
impossible or highly impractical; or (3) that reasonable efforts to develop a
pediatric formulation had failed.

«  Because this rule has just been proposed, the Administration invites written
comments on the proposal from the public and industry, which may be submitted
to the Dockets Management Branch, HFA-305, Food and Drug Administration,
12410 Parklawn Drive, Room 1-23, Rockville, MD 20857, until Nov. XX, 1997.
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Improving American Children’s Health Care

In 1963, Dr. Harry Shirkey coined the phrase “therapeutic orphans” to describe children. Shirkey
was alluding to the plight of children for whom many drugs have not been studied.
Pharmaceutical firms have had little incentive to study drugs for use in children because the
population--and therefore the financial return--is likely to be small. Moreover, testing drugs in
children can be more complicated than in adults. '

In 1994, the Food and Drug Administration issued a regulation to encourage drug manufacturers
to submit pediatric data voluntarily for review. However, many new drugs are still being
approved without information on how they should be used in children.

Today’s proposal would require data that could then be put on a drug’s label to help pediatricians
and other health care providers make treatment decisions based on scientific information aimed at

their patient population.

When drug labels do not include pediatric information, health care providers may be forced to
guess at the appropriate dose or forego possibly the best treatment available. Likewise, without
pediatric data, these health care providers may have limited information on potential side effects
that might occur specifically in this patient population.

More information on this proposed rule is available at http://www.fda gov/cder/regguide htm.

Executive Office of the President
August 13, 1997
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FDA PROPOSES TO REQUIRE PEDIATRIC DATA
PRIOR TO DRUG AND BIOLOGIC PRODUCT APPROVALS

FDA: has proposed a rule to provide physicians with more information on using new drugs
in children.  Published in today's Federal Register, the proposed rule would require
pediatric-use data for any medicine which may offer improved treatment for children over existing
therapies.

For drugs that are already marketed, this regulatlon also would codify FDA's authorlty to
require, in compelling circumstances, that manufacturers conduct studies to support pediatric-use
labeling for the approved indications.

Despite FDA efforts in riicent years, many prescription drugs commonly prescribed for
children have labeling that states the safety and effectiveness in children has not been established.
Without adequate information, physicians may be reluctant to prescribe certain drugs for their
pediatric patients, or they may prescribe them inappropriately. As a result, children may be
exposed to an increased risk of adverse reactions or decreased effectiveness of the drugs or they
may be denied access to valuable therapeutic agents. _

Today's proposal would require data that could then be put on a drug's label to help
pediatricians and other health care providers make treatment decisions based on scientific
information aimed at their patient population.

"Kids deserve the same access to newly developed drugs that their parents get," said
Donna E. Shalala, secretary of Health and Human Services. "With this proposal, we will have the
power to ensure pediatricians and other health care providers who treat children have the best
scientific information available on which to base their medical decisions."

"When drug labels do not include pediatric information, health care providers are e forced to
" play a guessing game and may not properly dose their patients," said Michael A. Friedman, M.D.,
FDA lead deputy commissioner. "Not only does this mean sick kids sometimes don't gét better,
but they also have the potential to get worse as a result of unexpected adverse events."

The proposed rule would allow post-approval submission of pediatric data if FDA had
safety concerns about testing the drug
on children prior to approval.

Likewise, the requirement could be waived if:

. FDA found that the product was likely to be unsafe or ineffective in pediatric
patients
. that pediatric studies were impossible or highly impractical
K that reasonable efforts to develop a pediatric formulation had failed.

FDA invites written comments on the proposal from the public and industry, which may be
submitted to the Dockets Management Branch, HFA-305, Food and Drug Administration, 12410
Parklawn Drive, Room 1-23, Rockville, MD 20857. The closing date for comments is Date,
1997. All comments received will be reviewed and considered by the agency in developing the
final rule.
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PEDIATRIC LABELING Qs and As

1. Why are you doing this now? -

Despite efforts in recent years to address this issue, most drugs still lack adequate pediatric
labeling. Every year about one half of all new drug and biologic products approved, that are
likely to be used in children, lack information to support their safe and effective use in children.
Pediatricians initially lack information necessary to prescribe these products to children who may
need them. For products already on the market, information is eventually made available to
physicians by journal articles, handbooks and other references, but usually years after a drug is
approved (and even then the information isn’t available on the label). ~

2. Can't you achieve the same effect through voluntary compliance?

FDA has taken a number of steps in recent rears to address inadequate pediatric labeling,
including issuing a rule in 1994 requiring drug manufactures to survey existing data and determine
whether those data are sufficient to give information on how to use a drug in pediatric
populations. Most drugs, however, still lack adequate pediatric labeling.

3. Given that the draft FDA reform legislation, pending in Congress, contains financial incentives
to encourage voluntary compliance, why is this rule necessary?

This rule is intended to complement the financial incentives for market exclusivity that are
currently being proposed in Congress. Because financial incentives may work in some cases, but
offer no guarantees, this rule is needed to give FDA the authority to ensure that products widely
used or offering a clinically significant use in children carry adequate labeling for their safe and
effective use in children. '

4. Have children been at risk in the past?

The lack of adequate pediatric labeling has resulted in the use of many products that have only
been tested for adults, causing an increased risk of inappropriate and unexpected adverse effects.
Also, sometimes useful drugs not have been used in children because their effects in kids were
uncertain.. » ' :

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

1.

FDA estimates that one-half of the drugs approved in the past five years that had potentlal
usefulness in kids had no pediatric labeling at the time of approval.



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

FDA approves approximately 30 major new drug advances each year. About half of those

products will need pediatric studies under this rule. The agency will also review drugs already on
the market to determine which ones should have pediatric studies. The effect of this rule will that
in a few years most drugs important to children will have directions for use in kids on their labels.

7. What kinds of drugs are commonly missing this pediatric data?

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

8. What do doctors do when they don't'have this information?

Many physicians rely on referenced pediatric handbooks for dosing and use information. Others
are reluctant to prescribe certain products to children without adequate pediatric labelmg on the
product. :

9. When can parents expect that mformatlon to support safe and effectlve use of products in
children will become avaxlable :

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

10. What drugs now have the best pediatric data?

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

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

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

12. How much will this cost drug manufacturers?

The costs of pediatric studies will be less than 1% of the total costs of developing a drug. FDA

estimates that the total annual industry costs will be less than $20 million per year (for a multi-
billion dollar industry).



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

Because the cost of pediatric studies to manufacturers is expected to be small, it is anticipated that
there will be little or no price increases to patients

14. Does this regulation cover all drugs?
It covers all drugs that are Widely used in, or important to, children.
15. Will this requirement hold up drug approvals?

No, the proposal allows for postapproval submission of pediatric data if concerns about pediatric
testlng arise prior to approval Addltlonally, the requirement may be waived in certam cases.

16. How will these waivers work and won’t they make the regulation meamngless’7

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

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

Once the agency gains experience in requiring pediatric studles for drugs and biologics, it wxll
assess the need for such labeling for devices.

~18. What kind of i 1mprovement can we expect in our chnldrens health as a result of this
regulation?

We expect safer and more effective medicines for children. The primary benefits expected are the
reductions in avoidable adverse drug reactions and under or over treatments that would result

from better informing health care practitioners about whether, and in what dosages, a given drug
was safe and effective for use in children.

19. When will this regulation go into effect?

There is a 90 day period for comment on the proposed rule after which the agency will evaluate
and respond to the comments and publish a final rule. The final rule will take effect 3 months after
issuance. At that time, for drugs and biologics already on the market, FDA, in compelling
circumstances, may request that pediatric studies be initiated. Manufacturers of new drug and
biologic products, under review at the agency, will have 2 years to comply with the pediatric
study requirement. Manufacturers of new products, not yet submitted for review, will have 18
months to comply with the requirement.



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

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

21. Would pediatric study pamc:pants lives be-at risk without having all the adult data from the
start?

Pediatric participants are not enrolled in studies until enough data on the drug have been obtained
so that the risk to the pediatric participants is low. :



PEDIATRIC LABELING Qs and As

" WHY ARE YOU DOING THIS REGULATION NOW?

Despite efforts to increase the number of studies on pediatric populations, stlll too many .

~ children take prescription drugs that have not been tested on children. Over 80 percent of

drugs manufactured in the United States have not been tested on children and over 50
percent of drugs that are known to be widely tested in children have not been tested.

As a result, some physicians are reluctant to prescribe much-needed therapies to children.

- Physicians report that they have denied children important new drugs because, in the

absence of adequate testing and labelmgg they would have to guess at an _appropriate
dosage, and they do not want to take that risk. -

In some cases, guessing can be extremely dangerous. One example-of the possible harm
is the case of “gray baby syndrome” where a number of babies died from , :
chloramphenicol, an antibiotic that their immature livers were unable to accept. Other-
children have had withdrawal symptoms from prolonged administration of fentanyl, a
pain killer used as an adjunct to anesthesia in infants and small children. Still others have

- suffered seizures and cardiac arrest from buplvacame a local anaesthetic not adequately

tested in pediatric populatlons

' CAN’T YOU ACHIEVE THE SAME EFFECT THROUGH VOLUNTARY

COMPLIANCE?

FDA has already implemented reforms to encourage voluntary compliance. However, as
80 percent of drugs manufactured in the United States and over 50 percent of drugs

- widely used in children still do not have a adequate pediatric labeling, FDA has

concluded that this new rule is necessary to ensure that children get the protection they
need.’

: . GIVEN THAT THE DRAFT FDA REFORM LEGISLATION PENDING IN

CONGRESS, CONTAINS FINANCIAL INCENTIVES TO ENCOURAGE

- VOLUNTARY COM]’LIAN CE, WHY IS THIS RULE NECESSARY"

‘The Congressmnal approach while thoughtful and worthy of serious con31derat10n
- would not assure that most or all of prescription drugs used by children are tested and

labeled approprlately We bélieve that the Dodd/Dewine legislation has the potential to
complement the regulation the President is unveiling today, but it is not a replacement for -
¥ ) .
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DO YOU SUPPORT THE DODD LEGISLATION AS CURRENTLY I)RAFTED
AS A COMPONENT OF THIS EFFORT? :

We are reviewing this leglslatlon to determine if it can be designed to compliment and
bolster our efforts today. ‘We believe that it has great potential to compliment the
legislation but we are not prepared to accept it as currently drafted before we consider all
of the ramifications of overlaylng the important regulation the President is announcmg
today.

HAVE CHILDREN BEEN AT RISK IN THE PAST?

Yes: In some cases hhysicians do not prescribe drugs because {hey determine that it is
simply not worth taking the risk of prescribing drugs that have not been tested in-
children. . :

In other cases, physicians choose to prescribe treatment, because it is the only:means to
cure a child’s nagging illness or even a life threatening disease. Those physicians are left
to make their best guess at the appropriate doses -- rather than rely on the through studies
and information that the rest of us take for granted. -

In some cases, however, guessing can be devastating. One example of the potential for
harm is the case of “gray baby syndrome” where a number of babies died from
chloramphenicol, an antibiotic that their immature livers were unable to accept. Other
children had withdrawal symptoms from prolonged administration of fentanyl, a pain
‘killer used as an adjunct to anesthesia in infants and small children. Still others have
* suffered seizures and cardiac arrest from bupwacame a local anaesthetlc not adequately
tested in pediatric populatlons

HOW MANY PRODUCTS WILL BE AF FECTED BY THE RULE"

FDA antlclpates that this w1ll 1mpact about 12 new drugs each year The agency will also
review drugs already on the market to determine which ones should have pediatric -
studies. FDA will work as quickly as possible to ensure that in a few years the drugs
most impcrtant to children will have directions for use in kids on their labels.

"WHAT KINDS OF DRUGS ARE COMMONLY MISSING THIS PEDIATRIC
DATA"

Drugs such as anti-asthmatics, steroids, drugs to treat gastrointestinal prohlemé strong
pain medications, antidepressants, and antxhypertenswes commonly lack appropnate
pedlamc labeling. .



WHAT DO DOCTORS DO WHEN THEY DON’T HAVE THIS INFORMATION?

In some cases they choose not to prescribe the drugs at all. In other cases, they take their
best guess -- without the assistance of information that we rely on for adult medications.
‘Sometime, however, guessing can have dangerous consequences such as seizures, heart

problems oreven death ’

WHEN CAN PARENTS EXPECT THAT INFORMATION TO SUPPORT SAFE
' AND EFFECTIVE USE OF PRODUCTS IN CHILDREN WILL BECOME
B AVAILABLE" o

We belleve that in some cases, the information already exists and the drug companies
merely need to analyze and compile it. In these- cases, the information can be made
“available on the labeling of the products fairly qulckly In other cases, studies need to be
conducted.  Under the requirements of FDA’s 1994 regulation, where the effects of the-
- product and the disease for which it is indicated are sufﬁmenﬂy similar in both adults and
.children, these stud1es can be done w1th1n one year

: * HOWMUCH WILL THIS COST DRUG MANUFACTURERS?

- FDA est1mates that the costs of pedlatnc stud1es w1l] be less than 1% of the total costs of -
developmg a drug -

WILL DRUG PRI.C‘ESVIANCREASE AS A RESULT OF THIS REGULATION?

Because the cost of pediatri¢ studies to manufacturers is expected to be small, it is
ant1(:1pated that there ‘'will be little or no pnce increases to patients. :

o WILL THIS REQUIREMENT HOLD UP DRUG APPROVALS"

Clearly we wﬂl prowde every incentive to complete the study before the drug is
approved. However, the rule explicitly ensures that a drug’s entrance into the market is
not held up even if all studies on- pediatric populatlons have not yet begun. We will rely
on other legal and ﬁnanc1al remedles to ensure that compames comply as soon as
p0331b1e o : !



WHEN WILL THIS REGULATION GO INTO EFFECT? o

There is a 90 day period for comment on the proposed rule after which the agency will
evaluate and respond to the comments and publish a final rule. The final rule will take
effect 3 months after issuance. At that time, for drugs already on the market, FDA, in
compelling circumstances, may request that pediatric studies be initiated.- Manufacturers
of new drug and biologic products, under review at the agency, will have 2 years to
comply with the pediatric study requirement. Manufacturers of new products, not yet
submitted for review, will have 18 months to comply with the requirement. Drugs
~already on the marketplace w111 have 3 months to comply

WHAT IS THE ENFORCEMENT MECHANISM FDA WILL TAKE TO FORCE
COMPANIES TO PROVIDE THIS DATA ON APPROVED DRUGS?

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



President Clinton Continues to Fight to Improve the Health of Our Nation’s Children

Children and Prescription Drug Testing. Today’s announcement requiring manufacturers to do studies on
pediatric populations for new prescription drugs and those currently on the market bullds on an impressive
array of children’s m1t1at1ves advocated by President Clinton. :

Children and Insurance Coverage. The President fought hard to ensure that the Balanced Budget Act

included $24 billion -- the largest investment in children’s health care since the passage of Medicaid in 1965 --

to provide meaningful health care coverage to as many as five million of our nation’s uninsured children. He

also fought to include revenue from a 20 cent tobacco tax which will not only further reduce the number of
~uninsured children, but it will also serve as a ﬁnan01al barrier to help prevent our children from starting to
~ smoke in the first place.

Children and Tobacco. The President issued guidelines to eliminate easy access to tobacco products and to
prohibit companies from advertising tobacco to kids. Each day about three thousand children become regular
‘smokers and 1,000 of them will die from a tobacco-related illness. According to former FDA Commissioner
David Kessler, the possibility of a comprehensive, public health oriented settlement with the tobacco industry
could not have come about without the President’s leadership in this area.

Children and Insurance Reform. By sigxﬁng the Kassebaum-Kennedy bill into law last yeaij, the President
helped millions of American children keep their health care coverage when their parents lose or change jobs.

Children and Juvenile Diabetes. The President fought to include $150 million ($30 million annually for five
years) for research to help find the cure for diabetes. Americans with this disease often suffer severe
‘consequences, such as blindness and kidney disease, even when they receive the best treatment and care. The
HHS Secretary wﬂl have discretion to target the new funds toward the best scientific opportumnes This
represents the largest single new investment in Juvenile Diabetes. ~

Children and Immunization. As the President recently announced, over 90 percent of Amerlca s toddlers
in 1996 received the most critical doses of each of the routinely recommended vaccines -- surpassing the goal
set by the President in 1993 :

Children and the Environment. Earlier this year, the President signed an Executive Order to reduce -
environmental health and safety risks to children by requiring agencies to strengthen policies and improve
: research to protect chlldren and ensure that new regulations ; con51der special r1sks to chlldren

Children and Medicaid. Throughout his Administration, the President has fought to preserve and strengthen

“‘the Medicaid program; its coverage of about 20 million children, makes it the largest single insurer of children. -
The Administration has partnered w1th states through Medlcaxd waivers to expand coverage to, hundreds of
- thousands of chxldren ' : : . ‘



Pediatric Labelmg Event
The Rose Garden
Wednesday, August 13, 1997

" Thank you, Secretary Shalala. In a few moments, President Clinton will announce new steps - R
he is taking to help parents and pediatricians care for our children -- to have the information they
need to provide the very best care available. But today’s announcement represents a comm1tment
that is much broader and much deeper for this adm1n1strat10n ‘

As President Clinton has said so often, the toughest job in the world -- the most 'mportan t job
in the world -- isn’t being President; it’s being a parent. Prov1d1ng the love support and caring
that strengthen future -generations. Passing on our values, and our ideals. . And any parent knows
* that the greatest respons1b111ty of all is caring for a ch11d when he or she is 51ck

Government can’t do those jobs -- nor should 1t try. - But government can make ita whole lot -
easier for parents to succeed; and raise the kinds of healthy, strong children that make us all
proud. That’s our purposé here today -- and that’s what President Clinton has been frghtmg to
achieve these past four and a half years. S

The First Lady has very eloquently described our achievements in expanding health care for
children and families, But this administration’s commitment to children’s health goes far beyond
. the doctor’s office. That s why this President has enacted the toughest-ever measures to cut off
children’s access to tobacco -- and.a crackdown on crgarette ads aimed at our children. If it.
weren’t for th1s Presrdent J oe Camel would st111 be puffmg away. :

Pre51dent Clinton dramatically expanded meat 1nspectlons $O parents can be sure the food they
serve their children is safe. Our tough new air quality standards will make sure that the air our -
children breathe is clean and safe -- especially for those ch11dren who have resp1ratory difficulties.
Thanks to those new regulations, children like msert new: name when we get it Frances Doyle, a .
’ four-year old w1th asthma can breathe a lot eas1er :

But as Frances’s father J ohnthan will tell you in: Just a few moments there are a lot of parents
~ who want to do the right thing for their children -- especially when it comes to prescription |
medicines -- but they just don’t have the right information. Two out of three drugs that Frances .
has to take for her asthma do not have adequate ped1atr1c information. That means Frances’s
‘parents often have to guess -- even though Frances’s mother, Kristen, is a nurse. When it comes
to our children’ s health, guessing isn’t good enough. And I'm pleased to 1ntroduce Johnthan
Doyle, who will tell us more about what this problem means to his family...
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PRESS BRIEFING BY:

PRESIDENT'S PRINCIPAL HEALTH CARE ADVISOR, CHRIS JENNINGS

The Briefing Room

12:50 P.M. EDT

MR. MCCURRY: Good afternoon, ladies and gentlemen.
Today's daily press briefing will begin with the President's ,
principal Health Care Policy Advisor, Chris Jennings, to tell you
more about the event soon upcoming.
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Chris, come on up here, help us out.

MR. JENNINGS: Later this afternoon at | believe it's
1:45 p.m., the President is going to unveil a new FDA regulation
which will require pharmaceutical manufacturers for new and current
drugs to do both testing and labeling for medications that are widely
used by pediatric populations, or of course, children.

And this is something -- a regulation that the
Department of Health and Human Services and FDA have been working on
for a good time now. It follows in an effort by HHS to do this on a
voluntary level, on a voluntary basis. Unfortunately, over the last
several years we've noted that we've actually seen a decline in the
amount of.testing and labeling done for children, despite the
voluntary efforts. So we have been working with the industry,
pharmacists, providers, and of course, consumer groups to develop a
regulation that the President will be unveiling.

This is just the unveiling of the reg. There will be a
90-day comment period, and then we will go to final. We think it
works to complement legislation that is on the Hill, or it can
complement legislation on the Hill that also tries to deal with this
initiative. And the President will be with the Vice President, the
First Lady, and the Secretary of Health and Human Services, and the -
parent of a child who has had great difficulty for herself and their
pediatrician to have adequate information on labeling.

So that's it. Any questions?
Q How much is this going to cost --

MR. JENNINGS: Well, it's unclear. The FDA assumes it's
about one percent of the current cost of drug development. It's a.
very, very modest amount according to them. | think the industry may
say it's more. We will certainly be getting comments during the
upcoming period, but we do anticipate it being very, very modest
because, one, it does not necessarily require clinical studies. They
can do pharmakenetic studies, which means they don't necessarily have
to have populations of children in order to get the type of
information that's necessary. Also, there has been some information
for current drugs that are already out there that drug companies can
access to get the type of information necessary and required under
this legislation. - '
0 ,

Q Does it apply to all medicines?

MR. JENNINGS: It applies to all prescriptions that will
be used widely by children or are meaningful to children. We
anticipate for new drugs that's about 12 to 14 new drugs a year and
current drugs, t00. And the regulation itself it will mention a
category of about 10 drugs that are currently on the market that have
inadequate testing.
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Q . Did the drug companies fight this?

MR. JENNINGS: Well, the drug industry has indicated
today and last night that they look forward to working with us in a
collaborative effort. | think that they are not overly thrilled
about the concept of it being required or mandated. We would only
point out that in the last five years we've actually seen a decline
in necessary testing and that we see no other way to address the
problem. | anticipate that over the next 90 days we'll have even
more serious discussions with them. And | hope by the end of the day
they will be supportive of other regulation by the time it goes
- final. S

Q Did you say you identified just 10 drugs that are
currently on the market that need --

MR. JENNINGS: The regulation itself lists 10 categories

of drugs ranging from asthma to antibiotics to pediatric AIDS and -
particularly these protease inhibitors that are being used in a
significant way. There may well be others but we will go ahead and
review. Of course, many of these drugs have been on the market for
so0 long that some information has become available, and pediatricians
feel that they have the information they need and getting the

adequate clarifications will not be difficult.

Q Sois this a problem -- are kids being
over-medicated?

MR. JENNINGS: | think that you'll see that the major
problem is that there are three categories -- what happens is really
three choices for a physicians. One, because they don't have the
information they need, they don't prescribe medications that children
may benefit from, which obviously is an unfortunate outcome.
Secondly, and what | would anticipate happens most frequently, is
they guess. Frequently, they guess right. They've had lots of
experience. Physicians know -- have' a good sense of their patients
and their needs. And third, they guess wrong. They either
under-medicate or over-medicate, sometimes with tragic consequences.

There'have been some cases of deaths that have been reporied because

of the lack of information. That's why the American Academy of
Pediatricians and many other physicians throughout the country, the
Family Physicians, the College of Physicians, strongly, strongly
endorseé this information being made {o them -- and this regulation.

Q Chris, are there any liability concerns? Are the
companies concerned that if they say that this drug might be all
right to use on children under 18 or under 12 and it turns out that
it isn't, then all of a sudden they've got a problem.

MR. JENNINGS: They actually raised liability concerns
during the vaccine compensation debate several years ago, then they
dropped that as a major concern of them. We have no indication or no
evidence whatsoever that information on such testing has created any
- liability concerns. We've asked in the past for specific examples.

They have given us none. | don't anticipate that being a very
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significant concern. We will talk to them about that the during the
comment period, but, again, | do not think that is a serious concern.

Q How many children take these medications?

MR. JENNINGS: Millions. Certainly we're talking about
everything from asthmatics -- children with asthma, to children who
have AIDS, to every known disease that children access. So we're
talking about probably anywhere between millions to even more than 10
million children.

Q Why aren't drug companies are already doing
something that sounds like it makes so much sense?

MR. JENNINGS: Well, | think that they would say that
they have some -- | don't know exactly what they would say. |think
you should ask them. My personal belief is that they think that a
lot of the information they have obtained for adults is somewhat
adequate, that it's not necessary to impose additional costs on the
industry, and that they've raised concerns. They would also argue
that they're doing better, notwithstanding some of the data to the
contrary.

Q If I could switch that question just a little bit, '
why is it that the FDA hasn't done this before?

MR. JENNINGS: Well, the FDA, and before Dr. Kessler
left, he worked very hard on this regulation. He consulted with the
industry for a number of years. They asked for us to go voluntary
compliance and to come up with some incentives for themto doit on a
voluntary basis. We djd that. We released a reg in 1994. It
clearly has not had the desired effect, and so we're going beyond
that today.

Q You mentioned prescription drugs, but how does this
apply to over-the-counter medications? '

MR. JENNINGS: Well, this is for prescription drugs that
doctors prescribe frequently. A lot of over-the-counter drugs do
have pediatric labeling information, but that's something that | will
tell you | have not looked into or is not part of this regulation
today.

Q Secretary Shalala yesterday was indicating that so
many OTC medications just simply say, ask your doctor, and that she
indicated that this may move to clear that up. '

MR. JENNINGS: Well, this is for prescription drugs,
and, certainly, if there is a major concern on OTC level, we will be
consulting with the FDA about that.

Q You mentioned protease inhibitors. What is the
problem there with the drug companies -- they are not adequately
providing information to patients, or doctors, or who?
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MR. JENNINGS: Well, as you may know the protease ‘
inhibitors are some of the most difficult to use medications and.to :
prescribe. They are very complicated. They deal with regimens of : ' |
prescriptions. They are usually and sometimes called drug cocktails.
They have very, very differential impacts on children. There have
been drug companies, and I'm sorry there was one Angoram or a smaller
drug company that did do pediatric studies much to the praise of the
AIDS community and others recently, but many other companies have
not. This is very, very significant and absolutely essential
information for any pediatrician for treating a child who has AIDS.

Q Chris, does this mean that a lot of parents will be
asking to have their children tested?

MR. JENNINGS: No, not necessarily, because a lot of
this testing can be done on information currently available.
Pharma-kinetic testing, which does not require that | have actual
children doing testing. It's based on computer simulations of
differential metabolism rates of patients. So we don't anticipate it
to be a major population although there will be some of that testing.
And,
obviously, all of that testing is done on a voluntary basis in trials
throughout the country.
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Q Do you expect that the industry will try to block
the regulation?
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MR. JENNINGS: We would be very disappointed if they
blocked this regulation. We would fight very, very hard, and | doubt
that they would want to do that this year in this Congress. But |
think you better ask them. But my general sense after conversations
with the pharmaceutical manufacturers association last evening was
that their desire was to work with the administration on this
regulation in a collaborative, constructive way. We antlmpate that
they will live up to that commitment.
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Q You mentioned categories of drugs. In what
categories of drugs do you see most of the over-prescribing or the
guessing by physicians that --

MR. JENNINGS: You know, | think that that's a question :
better answered by some of the physicians groups who will be here pé
later this afternoon, so -- I'm not a doctor and | wouldn't want to ?3§x

- guess some specific data in that area. ' 14

Q Chris, Mike indicated we could run a couple other
health-related questions by you today. ' i

MR. JENNINGS: It would be my pleasure. Thank you,
Mike.

Q On the Medicaid situation with New York, there are
some accounts saying you're trying to get together with New York
legislators to fashion another solution. s it accurate to say
you're backtracking on this, or what are-you trying to do exactly?




Mr. President, Mrs. Clinton‘, Vice President Gore, Secretary

Shalala,' and other guests:

Sam, my husband and I are very‘honored to be here today.
Thls is a day I’ll neffer forgetland, quite frankly, o‘ne‘ Sam

may never i‘emember. 'B‘ut the (‘)c‘casi(ﬁi is one thVat marks a
~ tremendous advahce for children and one that will yield -

benefits for millions of children for decades to comé.

Mr. President, thank you for the strength and commitment
you have demonstrated by issuing these regulations today--1

* thank you as a parent and a citizen.



- Just 21 months ago I became a mother for the first time. It
came qwiAth all ti]e joy and chads thaf pareﬁthbdd brings. I
' barfégéd my pediatric‘ianiwith all the first time questions:
B Should he sleep o,h his side or'his back? How do I cut those
‘tin‘y littlé ﬁngéfgaﬂs? and WHEN will he sleep ,throilﬁgh the

~ night???

When Sam was just four'mon‘ths éld he had his first asthma‘ |
attack. I/ Was'petriﬁed. I WQS still working dn the diaper
rash questions and now he ngéded'medicétinn S0 his,‘liyttle
| iungs _cbuld ~sustai1i 'him_; .]?3'e"f'(').re hlS ﬁfs’t birthday he had |

been in the emergency room several times.



: Sam_’sﬁpediatri‘ciah‘ prescribed a couple dr&ugs' to try and
control his 'asvtvhma--albuterol and Intal. So far,‘th.ey seem to
be working for Sam, he hasn’t been hospitalized for about

seven months.

" It wasn’t until recently that I léarn‘ed} thai th_ose dru'gs have
nof had exfelisive clinicalfriéls in childr'eh Sam"s age.» It
Sarh w%ére older, those drugs would lia{fe lébelihg but for his
‘age, my pediatrician had to rely on limitéd medical studies,

rather than 'conulprehensive clinical trials.



I must thank Dr. Jeralyﬁ Bernie;;; Sam’s pediatrician. She
“has been With us every ﬁtep‘ of ‘th“e'wvavy' during Sam’s illnéss.
She was able to determine how much ﬁiedication to giifé
Sam but she should havé’beéh able to rely on a prober |

pediatric label t‘o"inakev that determination. =

Mr. Presidexit, ésthm'a drugs are ohly one example of the
medicAaltion.s.that neéd proper labéling for childvl"en‘.’ Scores
- of other drug’é n‘ee"di fo haVé pediatric clinical ﬁ‘ials done-_-
drugs for pediatric AIDAS‘, heaft coﬁditions, infectidns, | énd

allergies 'j ust to site a few.



" These regulations beihg 'a,mvlounce'd tod'ay Will help Dr
. -_.Bérillier' ahd 'thousands, Aof‘ gther pédiéfriCians and; ’hea"l't‘h R
| i:"are profeséionéls:mAal;e'Iyr:x»'é(ilic;l“d;éciﬁgigi:i; -With 'thé pi‘ééise o
infdi‘mdtidn théy need so ,t'h'av't the bestdrug and the cqrréét ‘
~ dose éan be prescﬁbcd and my son and millions of othef |
- Children can get the high  qﬁality treatment the"y need Va‘n'd

deserve.

Now it is my honor to introduce to you the President of the

United States, William Jefferson Clinton.
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M. President, Mrs. Clinton, Vice President Gorc, Secretary Shalala and other guests:

- Sam, my husband and I are very honored ta be here wday This is a day I’ ll never forget

and, quite frankly, one Sam may never remember, But the occasion is one that marks a
tremendous advance for clnldrcn and one lhdt wﬂl yu,ld benefits tor millions of chxldren ,
for decades to come. - - : : S : ‘ S

Mr. President thank you for the strength and commitment you have demonstrated by
- issuing these regulations today - | thank you as a parent and a citizen.

Just 21 months ago I became a mother for the first time. [t came with all the joy and

chaos that parenthood brings. 1 barraged my pediatrician with all the first time questions:
Should his sleep on his side or his back? How do [ cut those tiny little finpernails? and

- WHEN will hu sleep through the night???

When Sam was just four months old he had his lirst.asthma attack. | was petrified. I was
still working on the diaper rush questions and now he needed medication so his little
lungs could sustain him. Betfore his ﬁrst bltﬂlddy he had been in the emergency room
seven times. :

Sam'’s pcdmtrmzm pre:cnbed a couplc drugs to try and control his asthma -- albuterol ,
sulfate and cromolyn sodium. So far, they seem to b; wml\mg for Sam, he hasn't been

4

It wasn’t- until rccmtly that [ !eamcd that those drugs have not lmd cxtcnswc chmcal trials
in children Sam’s age. If Sam were older, these drug,s would have labeling but for his
age, my pediatrician had to rely on limited medical studies, rather than comprehensive -
clinical trials. oo -

[ must thank Or. Jeralyn Ber mcr, Sam’s pudmmcmn, She h% been thh us every step of
the way during Sam’s illncss. She was able 1o determine how much medication to give .
Sam but she should have been able to rely on a proper pediatric label 1o make that
determination. ' : ‘

Mr. President, asthma drugs are only one example of the medications that need proper
labeling for children. Scores of other drugs need to have pediatric clinical trials done --

,drug's for pcdiatric A[DS heart conditions, infections, and allergies just to site a few.

1o Phesiooiatoic yaoe /0 -
Thcse FDA regulatr(msr ielp Dr. Bernier and thousands of other pediatricians and

health care professionals make medical decisions with the ;gzuse mformanon they need
so that the best drug and the correct dose can be prescribed. chi&.. an—QJ*‘L»L, e %




