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Use ofAntidepression Medicine 
- Young Patients Has Soared 

roister Market, MakersSeek F.D.A.Sanctioi, 

By BARBARA 5 T R ^ U « . | ^ ^ ^ ^ ' , „ , u,. dmgs 
The Long IsUnd g.rl is nearly 15 ^ j ^ ' ^ m e saluraiwl titw adull 

y«rs old. ana She has bwn (a)cm| ripuons (or P ' " " ' ' " „ , ' T h . 
Projac lince sh. was 5. ,.,„, i , ^ , year " - f " ^ ,3 „ r . 

Bclor. Proiac. she was a mess, year b«(or«. .Iier incKasm* u ^ 
She could no. be led alone, even lor „ „ , („ ,994. C°5; '" '"c°"j^ clw-
minuies. Strane«rs lerril.ed her. and cus'omert. Fonna i- i ' 
She was Obsessed by ihough.s lha. „ „ ol " ' " ' ' " " ^ ^ ^ d direct-
her par.n<s were dying or burglar, would " " T S ^ c h U d r « . 
were breaking in.o Jouse. Con̂  >, »W « « ; 
vennnnal iherapy la.led. said ihe maiaging "director o( 
girl s mother, who spoke on the CO.- bart K V ^ ̂  ^ „ „alyw5 
dilion thai she and her daugh.er no. pMnnaceuiical industry. • The 
be ident.li-d. ^ , ,omP«nl« 
• BUI alter taking Proiac. the g.rl rttets." , „ , 

was translormed. Today, she is m «orry. """g^^*^ ' 
her school-J honors program. ^ is unown about 

In the decade the girl has taken work on the grwrtng 
Prouc - now in its 10th year on Uie ,hat cosi-consclpus Insur-
marke. and the most popular anti- companies w i l l ' T ? ^ 
depressant ever in the United Stales ol cosUy " ^ " " ^ 
_ the drug was never approved lor psychotherapy. Others lear that 
children. No antidepressant has ever ^^^^^ approval could 
been (ormally cleared lor children or ^^^ .̂̂ ^ prescriptions ol the d i ^ or 
adolescents. e,en accldenul overdoses. esp«i»i 

BUI that could be about to change. | because some companies j ^ . 
The drug company that makes Pro- ^'^^ preparing them In mini »no 
lac. Eli Lilly, recently submitted orange-llavored liquMveriloM. 
data on .he drug to the Food and -Depressed kids n««d «" «'>« 
Drug Administration in an eflort to ^ give them." said Dr. Leon 
have I. approved lor children. The Eisenberg. protessor ot social med -
aeencv has asked lor more .nlorma- ^ m Harvard Medical acni»». . 
t.on. • "But even a 80«1 . " " ^ 

Companies making similar new ,tyase<i- look what h»PP«"",*"" 
antidepressanis. most ol which regu- ^j,a,i„ -pie availability ol tne piu 
late mood by ad|usiing the bram has allowed doctors 10 dlsregaro ine 
chemical serotonin, are gathering in- importance ol trying w lino ou' 
lormaiion and conducting pediatric ^^afs going on with 
studies in hopes ol getting Federal ^najm i , , widely P««r '5!? , '^* 
approval (or use ol their drugs In used to treat attentloii « ' f"' «̂ »̂«n- , , '*^CSJlS«t^t •Kline Beecham is analyzing hood, and tnanychlWren have oseoii 

ora two large studies ol its , „ yean. Some critics tee out !>»»• 
JUonadolescents.HieBrts- ton as an abuse of the <ml^ 

, s Squibb Company is doing a Marsha Uvy Warmi. a Mannat-
,1 Senone and the American ton dlnlcal psycbologiA sua mai 

.....le Producis Corporation is test- ^ was worried that " - ^ 
ing Ellexor. .1 ol » « l * e i > « » » ^ ' " ^ J J ^ b l 

F.D.A. approval is. in lact. not nec- „ight mean «<f»**f" X t e a ^ 
essary. Once the agency approves a niedlcated lust lor • " ^ • f * * ^ 
drug lor sale, doctors can prescribe .ger, and that by P™n»tog d W 
II 10 anyone lor any purpose. So the without counseling, chtiaren 
new medications have quietly llowed g„ ^ wrong __uc..ion 
into the children's market But the ' - | f we are glvmg *«" ' .? 'Sf iJ~" 
agencvs approval ol an antidepress- „ stabUUe JTible to 
an. lor children would be a tremen- „n M " ^ y n«y oTerootion 
douf marketing lilt lor the drug. handle the ebb and How ol etnoiion 

' Ihat is part of life. ' , „ 
But (or the rrMhtt of the Long 

Island girl. F.D.A. approval would be 
a lontawaited vindication. 

Tt* scary enough to give your 
drug. ..^ child medication." said the mothe^a 

Last vear. nearly 600.000 children worker, "but to give some-
and adolescents were prescribed U,at isn't approved is even 
Proiac. Paxil or Pflier s Zokilt. the 
most common of the new- drugs, ac-
eordmg to IMS America Ltd, a re­
search concern. Proiac prescrip­
tions for those 13 to 18 years old 
increased <7 percent last year. Over 
all. Proiac tales touted S1.73 billion 

.... In loqA r i i Llllv 

Harold S. Kopiew.t*. . l " " " " 7 
clin.cal psychiatry at New Yorit Unl-
^irslty School of Medicine, has had 
doiens of chUdren on tb« ww antl-
S^sants. The « " ^ ' 
body's Fault" CTl-no Books 1996) 
on brain disorders In ' ^ " ^ ^ 
acknowledge, that <tepr«sl<« U d ^ 
licult 10 diagnose m f^Wren and • 
counseling should be lri«l "nL 

But. Dr. Koplewici tald, children t 
depression remains >»* ;~« ; |~ 
and underdiagnosed, and medication 
can be lUesavlng. Far from encour­
aging drug use. he said, treating 
presiion with medicine can lt«P 
kids from medicating themselves 
with leel-good drugs" that Ute-
aal " I I a child truly baa depression, 
medication should be considered as 
pan ol the treatment. Dr. 
ICoplewici taid. -This Is no Proxac 
party, these drugs only wotk U you 

"S'r.^e^r'jen.a.d.ldofthechlU 
and adolescent disorden >«««r* 
branch of the National ta«^<« °J 
Mental Health; iald rates ol ta* 
adolescent depression "<1^««^« 
had risen over the last decade, with 
the teen-age tuldde rate now equal­
ing that of adults. "We don't want to 
leave these HH. M therapeutic or-
o h w i t - D r . i S S T S I - T W f " 

have not i«elved «P<>n» « f » ' - = ^ ^ tors that wouU have raised a red flag 

•^ia„Uke Donna Moreau.mrec^ 
lor^toe children's a u d e t y \ ^ 1 

scarier. There was no retearehandl 

m ^ i P^blems and say. 'Hey. why | ^ S ^ ^ ^ " ' 

suits with _d«gs_Uke P " » « ^ ^ ^ 5 use r » v - — 
SO oerceot bl tevettly "lepr^^J better with tuwedts o 
^ ; S S i w . D r . M o r e « . « i i B u t 

, to^ the rest, drugs. us^W 
! along with counseling, teem to helP 
. ^lald. adding, "rm convinced it s 

the medication wortcV*" 
sSToiUy •mfc** " *^ 

^Srea. Conducted over eight 
w ^ by Dr. Graham Emslle, prt> 

TeSlSouSUstein Medical 
. ^^Mlas . the t tudy lou . r f tha 
S S r i » 6 Children. h . K » o . ^ ^ 
Sitag Pixwtc, eompaied w l j 
S r tuk lag a dummy dnig. JlmU" 

I 2 £ i S ^ n e ^ x a « ball those who 
letapset were taking the 

druz and hall were not 
•""^llScally. weSre felt these drugs 

but no one had *own 
JTorEnislie said. His research ts 
a be published this lall In the Joutnal 
SSwSdCeneral psychiatry. 
^ W h imdles do little to. quiet 
cSSiSTibout lon«-*em elfects <m 
S J S ^ brains. Although ~s t 
S S r S u P have never been ^ 1 . -
^ «3ted on children, there U add-
S m r r y about antidepresaanu be-
.S t^eSy a « often taken for yejrv 
/STttcan be dilllcult to calculate 
^iJrSVdosage lor children. And 
with to many new drugs, 
. ... .rfiiifi are mixing 

Conliiiiirdon PofeU _ 
Conlinu«l From PoRf I 

all, Proiac sales toiaieo t i . u uiiii>»' 
in the United Slates in 1996. Ell Lilly 
said. 

critic drugs too quiciuy - , „ pew drugs, some cnu-

sion and obsetslve<»>»j~- 1 --dicatloot. 
U r . to even extreme . ^ by tto . e « <|l our. 

many compWn . . - , « . eoacedet Dr. Btuee Wasllck 
S^^toThealth ^ State P.y*<«rtc 

lartty.T*efewiOJ<lles*J«»^^ W t t u UkeW to be discussed with 
Z S m _ S £ J S ! * t ^ ^ ^ S S ^ l ^ ' ^ ^ ^ , , ^ «lv*sers. Evi-

better than P ^ . ^11 "weak and Inconsistent, Dr. 

r . ; ? : ? J h C S . " j K ' « ! ^ - ; . ^ghret^^th, age. 
^ Nw experts estimate ^ w Ji'tead-oI psychlatrtc.dtug pred­
i c t ^SĴ  SStan Amertao d ^ . ' ^ d n " »«>«*J"8»; 
S^S-orSpercent -suHerdepres- .^^^^l^ changes and may 
" r " I S^oSallcularly vulnerable w the el-
Tately leseardiers have be»u«i J^Pf3^ \ , „ ,o r tuna t e ly , I t ' sd l^ 

. , i ?^"hwSuSenre«P<»«»« ' "5» l ]S tToSiin " 
J ^ S H n S . «»U«» •^•dSSmme U «lve.« llndings are 

Mhal overdose. 



cc 

a 

* M 

2 

By ROBERT PEAR 
WASHINGTON, Aug. 12 - Presi­

dent Clinton will order changes in the 
testing of prescription drugs to in­
sure that manufacturers specifically 
examine,the drugs' effects on chil­
dren if the medications are to be 
used by any significant number of 
young patients. White House officials 
said today. 

The officials said they decided to 
require such studies because drug 
companies were not doing enough-
pediatric studies on their own. 

Mr. Clinton will announce the new 
policy on Wednesday at the White 
House, the officials said. 

Chris Jennings, a White House 
aide who coordinates health policy, 
said: "Medications used for pediat­
ric populations have been woefully 
and inadequately tested to date. Only 
42 percent of drugs that have proved 
highly useful in pediatric populations 
have been tested on children." 

The-brder is the latest example of 
the Clinton Administration's empha­
sis on protecting children. Mr. Clin­
ton recently persuaded Congress to 
create a health insurance program 
for children. Under his direction, 
Federal agencies are trying to halt 
the sale of tobacco to minors and to 
protect children from environmental 
health hazards, sex and violence on 
television, and liquor advertising. 

• Under a rule to be issued oh 
Wednesday by the Food and Drug 
Administration, Mr. Jennings said, 
'.'we will require drug manufactur­
ers to conduct studies to determine 
the safety and appropriate dosage 
levels for any prescription drugs 
used widely by children." 

In addition, he said, "we will re­
quire appropriate labeling" to re­
flect the results of .those studies. 

Alan F. Holmer, president of the 
Pharmaceutical Research and Man­
ufacturers of America, a trade asso­
ciation for drug companies, said the 
industry would work with the Gov­
ernment in a cooperative spirit 

1^ 

" I would expect that there would 
be some increase in testing of drugs 
in children as a result of this regula­
tion," he said, "but it's hard to deter­
mine the precise magnitude until we 
have a chance to see the text of the . 
regulation." • 

Dr. John D. Siegfried, deputy_yice 
president ot the association, saTd it 
might be difficult for drug makers to 
recruit children for clinical trials. 

"F.D.A. assumes that thousands of "' 
children are willing to be tested and 
that their parents are willing to have 
them tested," Dr. Siegfried said. 
"But in reality, there are not a lot of 
parents who want their kids to be in 
clinical tests just for the sake of 
satisfying the Government." 

|n addition, he said, children of 
different ages may react differently 
tofthe same dose of a particular drug. . 
So the studies will be difficult to 
design. 

'TJndef'tlie'proposed regulation,' 
drug companies would not have to 
evaluate a new drug in children if it 
was "impossible or highly impracti­
cal" to do so. 

j Explaining why the White House 
had decided to act now, Mr. Jennings. 
said: "In the last few years, \ie have 
requested the pharmaceuticsil Indus­
try to provide this information and to 
put It on drug labels. Unfortunately, 
we have had a fairly low success rate 
in getting the companies to do it. 
voluntarily." 

Many drugs used by children, in-
cluding asthma medications and 
antibiotics, have not been specifical­
ly studied in children or approved for 
use in children. They are approved 
for adults and prescribed for chil­
dren, for uses not specifically recog­
nized on the labels. 

Mr. Holmer said drug trials for 
children must not delay the develop­
ment, approval and marketing of 
drugs for adults. 

But Donna E. Shalala, the Secre-

tary of Health'ahd Human.Services, 
said: "Children are not sirngljr small 
adults. Underthe new niloiimahuf ao-. 
turers of drugs llkely _tp .be used by:; 
children will be required toxotiiplete 
studies and place, inlprmatlgn ĵOri 
drug labels to helpiphV ĉiâ î dgeQce-: 
scientifically based deciSlpns-'wHeh • 
prescribing drugs for children." 

Iri addition, Mr. Hdlmet siai,d;,dnig 
companies will have tp-j^iiduct^^ 
studies of ^sqiije- dnigSi^m^lii. 
wide use among cbilclr'^^^^^^.:' 

Dr. Robert M..W.ard, apTrolMspKoT:: 
pediatrics at the.UiUversltyffl.Iiytah 
and chairman of the;American Acad­
emy of Pediatfics!;''cpmmittee on, 
drugs, welcomed the'President's ini­
tiative. ' ' 0 

"This is one pf the mp5.t..tfii>prtaiit 
advances for pediatric drug therapy 
in several decades,"-Dr. W.arid said.(n 
an Interview. "It will ii^jyei.aie! . 
information that dbctprs;̂ ay^4ygllT. 
able to them when. thev-:̂ eKct?;and 
prescribe raedltf'atipns forchlldrpn^" •' 

For example, Pn;iy waVj^pj-'P^-
tlents with Mthina are''ofteî ^ treated 
with steroids taken through an 'inhal­
er. These are among liie'inosi.effec-. 
tlve treatments ayailJibiei-lpjpî t̂h-
ma. But drug cdmpaiil^Srjjajf^tit, 
spent the mbriey .orthe tliT}§,tQ;?.tii'<ly 
these drugs ln...^rge;:grpup§;o)^^li 

. dren and to submit the. data;\tp,s$ĥ  
F.DA." • , -.•>'-/ '.t:.?.iB£t̂ |̂ &;Jî i& 

Susan DeLaurentlsi .a;,'?:woi;ii4W 
pf the Pediatry AIDS.;̂ ,pupdatlpn-, 
praised the new.iiule.|;Ti., ' .r,'>;i:';ri :(;ii6;; 

''Drug comp.aniesiwlll.tjetijfluir.ed 
to evaluate the safety<and.dps.iiig-.of 
drugs that wllilbe use.d'M children," 
she said. "They are not;, required to 
do that now. Thls.is.a huge.,change; 
It's fantastic." ' . '•' f 'i-\^i.KiK'r-

i White House Talks Seen Likely on Medica^^ 
By JAMES DAO 

ALBANY, Aug. 12 - Advisers to 
President Clinton said today that the 
White House was prepared, to open 
negoUations with the Patakl admin­
istration to resolve a dispute that had 
jeopardized the payment of hun­
dreds of millions of dollars in Fed­
eral Medicaid money to the state. 

The three-year-old argument 
came to the forefront on Monday 
when the President used his new line 
item veto powers to delete a Federal 
budget provision intended to pre­
serve rules that have allowed New 
York State to collect up to $2.6 billion 
in Federal Medicaid matching funds 
since 1992. State officials say they 
are concerned that the veto will lead 
to a reduction in Federal Medicaid 
payments to the state by $200 million 
or more in the coming year. 

Because the Medicaid funds in dis­

pute have helped finance health care 
programs for the pooi", Mr. Clinton's 
veto came under intense attack by 
state labor leaders, hospital officials 
and political leaders in both parties 
tpday, many of whom said they had 
already begun lobbying blitzes to 
persuade the President to reverse^ 
his action. 

Amid the protests, Chris Jennings, 
deputy assistant to the Pr&ldent for 
health policy, said that he would at­
tempt to convene a meeting between 
budget and health care advisers to 
the President and aides to Mr. Pa­
takl and Mayor Rudolph W. Giuliani 
within the next several weeks. 

"We will do everything we possi­
bly can to work this out," Mr. Jen­
nings said. 

His remarks came as an array of 
Democratic and Republican officials 
denounced Mr. Clinton's Inaugural 
use of the line item veto, saying it 

.was Inappropriate .a)id , j ^ ^ . ^ . 
challenge It In Murt ^ i - ^ f y ^ i 

At City. HaU, Mr.-.Glull5ni;,9Ppejr7, 
Ing with several Den)pci;^c Jije.m;, 
bers x)J Congress, .said,,^iii^. MSi. 
Clintpndid notreversehisKtJofl'tfi§; 
pity would start a lawsia|;-fihaiUeflg-

'ing the cpnsUtuUpnalltyiptjthftillnfc 
Item vetP.."I think theipase:î iff3fPiy! 
strong one," the RepubUcaiii yojj, 
said. 'K=f! *''!:? 

In Albany,, aides to State .Comptrol­
ler H. Carl McCall, a Democrat; said 
that he had spoken today.-to i.Clinton. 
Administration ptticlals, .including 
Treasury Secretary RpbertvE.rRu-
bin, urging them' to resplve.:;tiie'.dis-. 
pute quickly and in a wayfthat would, 
npt be cpsUy to the statesurt :\i;.m'fy,< 

"The Comptroller s believes; v-the-; 
President was wroiig to have l̂ngled 
out New York and vetoetl this-provî ' 
slpn," said Steven • Greenberg,'iia! 
sppkesman fpr Mr. McCall.-;:'!̂  :,-':•'.,' 
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By LAURIE McGiNury 
Staff Repo'lar o / T K t W»1J. STBErT JOUIWAl. 

In a major change In the nation's drug-
approval policy. President Clinton will 
propose today that new drugs likely to be 
prescribed for children should first be 

c3 

O 

PHARMjilCEttfiCAtS : I 
tested on kids for safety, dosage and, in 
some cases, effecliveness. 

The policy could pose a quandary [or 
ihe drug Industry, which would face new 
research costs but can't afford to appear 
insensitive to children's needs. Alan 
Holmer, president o( the Pharmaceutical 
Research and Manufacturers o( America, 
the industry's Washington-based trade 
group, said manufacturers are committed 
to increasing! their pediatric testing but 
questioned wnether a government man­
date is needed. 

The drug-iestlng proposal follows an 
increasing clamor from children's health 
experts about what they see as a growing 
problem: Drugs commonly used for Uds 
often don't - and. Indeed, aren't required 
to - undergo pediateic testing. In the case 
of new AIDS drugs, doctors have been : 
reluctant to prescribe them lo children-l 

• ••• '^"i^-, 
Ing children for years. ••"Safjtjrii^WS.; 
concern," says Susan, DeUmepttC^-: 
founder of the Pediatric AIDSfQWiMtpfl 
a Santa Monica, CalU., groupvthaJjM^ 
pushed hard tor Increasetl peiilapq?tgl;. 
ing. She notes that both the Araertc|n 
Academy of Pediatrics and thfe fedajil 
government have issued guldeUhes qpgMjy 
to conduct such tests etWcally...An£l';(jtbf!j, 
AIDS activists say the regulatltin-vlrtuallj! 
ensures that manufacturers •develbpujg 
ihe next generaUon of AIDS drugs cpndjjcj 
pediau-ic tesUng before seeldng,.FC>j|̂  
proval. »• , , •" .'•r;,.o'>';'iKi:5a3: 

The Clinton a(inilnlstraJUq5-,j;:illM 
would require prescription drug.maketslb 
submit pediatric data to.tlie.Fp^.-.-whl^ 
they apply for approval to seU'thrdruaw 
adults, or shortly after'.-appnixi^-Sa, 
granted. The rule woultl,cover.<lnig? JnaJ 
are expected to be a slgnUlcant:a4vi»i^ 
for children and medications Ulttly^JbW 
taken by more than 100,000 children a jis^j 
The FDA expects 12 of the iiew gjjiiput 
approves each year to trigger.ftSiKj! . 
menis, and it would dedde,whw>889fj. 
were. ' •.'•'^'^ 

While manufacturers that dpnit^ 
ply would face court acUon and flii¥,^ljp.S 

pim-v. Turn 10 Paa^Br, Colwistf.<i 

because they don't know how the drugs, 
which have severe side effects, will work. 

Only about 40% of drugs considered 
highly beneficial for young patients un­
dergo pediatric testing. Including medica­
tions for such'common childhood ailments 
as asthma, allergic reactions and ear 
infections, administration officials say. 
Only about 20% of me drugs on the market 
have been tested on children. 

While pediatricians often prescribe 
drugs that haven't been studied In chil­
dren, they frequently lack important Infor­
mation on precisely how much medication 
to use and how It will affect their pa­
tients. 

AS a result, physicians are sometimes 
forced to choose between "prescribing 
drugs without well-founded dosing and 
safety information or utilizing other poten­
tially less effective therapy," says a copy 
of a draft Food and Drug Administration 
rule. In fact, administration officials say. 
the percentage of drugs tested on children 
is decreasing, and Is largely absent for 
children under two years ol age. ' In 
the case of AIDS, only five of the 11 
approved drugs have been tested In chil­
dren. 

•The administration estlinates the plan 
wouid cost the drug industry between $13.5 
million and S20.9 million a year. Part of 
that reflects a requirement that manufac­
turers develop drug formulations, such as 
liquids, that could be used by children. 

Mr. Holmer ot the drug makers' group 
called the administration's cost estimate 
too low. "It widely misses the mark and 
fails to reflect the enormous sclenlific 
difficulties that are often Involved" In 
I'liiiiliii'liiiK iiî cll.'ilri.' Ii'.sl.s iiiiil ilrvi:lii|iiii|{ 
liinniilalluiisi fur children, lit; suUI. 

Industry officials say that pediatric 
trials are particularly challenging because 
parents are often reluctant to enroll their 
children. Another problem: The tests may 
have to be repeated in children of different 
ages to get enough usetul information. 

But health groups and administration 
otiicials note that drug companies have 
been conducting sate clinical trials involv-

MT- '7 j r l y M 
Continued From Page W,jt^;jKr;3 

wouldn't be threatened with drug-a'pprqyal 
delays or product recalls-enforcement ac­
tions the adminlsU'aUon jejecteil û mi.e|a% I 

'"̂ ^ For drugs already on Uie.market, ,m»b- : 
utacturers would be required to'.siibmlt ' 
pediatric InformaUon If there were ̂ cim- ;̂  
pelling circumstances" - for examR!̂ .Ti<; 
the drugs could help children but w r̂̂ p.t . 
being used because of a dearth of aaia.;to 
cases where children and adults.Are'af­
fected slmllariy by a disease, companies; 
would have to test a drug for safety, and 
dosage but not perforai mQr«.,eIabor̂ te.̂  
effecliveness testing.'•»• ,'.i " i •••i>t3.;;(r 

Some drug companies are alreatly test-' 
Ing their drugs in chlldî n. A Ojxo .Wdl-; 
come PLC spokeswoman says the<»mpany 
includes pediatric studies for ̂  Its HIV 
drugs, among others. Glaxo also testeji Its 
drug Ulliva. an analgesic us'eiĵ anesther 
sia procedures. In chUdren two ajnaiplder, 
and it Is now tesUng the dnig iiv̂ hUclcsn. 
ranging In age from newbotji'.Jgjjiglija* 

. Various forms of Glaxo's'asthma; yig.^. 

Ventolin, are approvetl iorvchUipn.'.^^: 
young as two, she adds.' .' • .•. '.>*' 

SmlthMlne Beecham PLC Is t^Uii'g US;;', 
" antidepressant, PaxU, In young peopleJl;; 

spokesman says. He also notes that tfei. 
company conducted pediatric trials for Its-,, 
leading antibiotic, Augraentln.' ' 

A spokesman for Novaitls AG, .thC;; 
company that makes Ritalin, says the druc.. 
to treat atlcnUon deficit disorder has pejUj, 
atric approval but Isn't recommended-tor.;̂  
children under six years of age. He d j^ . 
dined to comment on the proposed requlwr,; 
iiirni 111 ii'sl druds In children becauaajnl;; 
loiiiimiiyhasn'ueen the proposal.' 

The new rule, which Is stlU'Subject to.;', 
change, will become effective 5birietlni|:.I 
afler the close ot a 90^1ay pubUc^^mmeng; 
period. Manufacturers submitting' neyC;->. 
drug applications would have between TST.; 
and 21 months lo hand in klds'-studlewr 
depending on when they filed thelTiEDA. 
application, /•^[•V^ 

-Elyse'Tmiim 
contn'bufed to (Us arnclei v. 



Drag 'quantum step' rtdisi 
By Steve Sternberg i , 
USA TODAY A 

A new drug for people undergoing 
coronary angiopla^ cuts their risk of 
death, heart attack and collapsed 
blood vessels, but it may be too costly 
for all but the sickest people. 

The anti-clotting drug, abcbdmab, 
reduced the one-year death rate by 
19% and the tbree-year death rate by 
13% overall, researcheis say. 

The drug worked best In the sickest 
people: one 12-hour Intravenous Infu­
sion cut the death rate by 60%. 

"We have never seen any drug that 
has a lasting Impact on patients un­
dergoing angioplasty,' says lead in­

vestigator Eric Topol, of the Qeve-
land Qinic Foundation. 

About I million people each year 
undergo coronary angioplasty in 
which a balloon is opened inside an 
artery to clear a blockage. For half, 
the newly opened arteries collapse by 
the first anniversary of treatment 

Like aspirin, the new drug prevents 
blood clots from forming and may 
also block Inflammation within blood 
vessels, reducing the odds that a new­
ly cleared artery will cxiUapse 

The new drug, says Topol, "takes 
aspirin a quantum step further." 

The drug, which Is sold as ReoPro, 
is In the vanguard of a powerful new 
class of drugs that prevent clot-form-

j l - l s ' i l s 

ing red blood cells from clumping 
David Fischman of the Jefferson 

Medical College in Philadelphia says 
researchers are now also trying to 
make oral versions of these drugs. 

The study Is an extension of an ear­
lier one. In the new trial, doctors mea­
sured the drug's longterm benefit in 
2,001 people; half got abcbdmab be­
fore angioplasty, half a placebo. The 
finding are in today's Journal of the 
American Medical Association. 

The drug, made by Centocor Inc. of. 
Malvern, Pa., costs $1,350. Since it ap­
pears to work tiest in the riskiest pa­
tients, Fischman notes In a compan­
ion editorial that It may be too costly 
to use In low-risk patients. 

& ' o 

ReoPro is given before balloon angioplasty. It 
is given intravenously over a 12-hour period. 
Cost: About $1,350. platelets 

Inflating (ha To haal (ha injury, ReoPro stops 
balk»n red blood cells platelets from 
injuras (he (platelets) form clumping, 
inner wall of dols thai stop allowing blood 
the artery blood flow. lo flow freely. 
S o t n a : Eric J . lopo l . < > M l t n d CIMc F o m d u k m 

Br J t *a SlMwy. USA TODAY 

o.S-Sg-jgS'̂ 'i 
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"The order is the latest example of the Clinton 
Administration's emphasis on protecting children. Mr. 
Clinton recently persuaded Congress to create a health 
insurance program for children. Under his direction, 
Federal agencies are trying to halt the sale of tobacco to 
minors and to protect children from environmental health 
hazards, sex and violence on television, and liquor 
advertising." 

-Robert Pear, 
New York Times 
August 13, 1997 



o 
7 

I 

9 
% 
1 



C S e n ' s î iUatives advocated by P ŝtdent Clinton. 

included $24 billion - fl.e l a r g e s t » ' " J ^ ^ ^ J f i J e l l ion of our nation's uninsured cluten^ He 
to provide meaningfitl health ' ^ ^ " ^ ^ X ° J S ^ ^ wUch will not only further reduce number of 
r r e S X n r ^ n Z to he. preve. our children . .o. starttng to 

smoke in the first place. 

Cblldre^andTobaeeo-^ePresiden...^^^^^^^ 

prohibit companies &om '^''^^^'"''"^^•^^^ iltaess. According to fomter FDA Commtssiotjer 

^ ^ ^ ^ ^ ^ ^ — ^ 

— - S ^ S e ! » 
ChU^enana — . a b e . e s - T h e P r e s i ^ . . ^ ^ ^ ^ ^ 

years) for research to help find ̂ ^X^v fisetftven vvta I " ' 
consequences, such as blindness and lodney d ^ ^ = ' b e s t scientific opportumttes. Thts 

set by the President in 1993. 
A, President simed an Executive Order to reduce 

. Children and .he Envir.nmen.- ^ ^ f ^ ^ ^ ^ , ! ^ ^ ^ strengthen policies and improve 

rr̂ ntnr̂ r̂re& 
. chUdrenandMedleald. -gho. l .Adnnms^^^^^^^ 

^etdSs:^^;="^^ 
thousands of children. 
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AVAILABILU Y ur TREAT CHILDKEN 
Augiis.l3,1997 

FDA reflation that will protect children by requiring 
Today, President Clinton unveiled a new regutation ^^^^ 
manufectuxers to study the safety " ^ ' ^ ~ o f drugs for use in children. Even 
populations. The regulation also ' " l ^ ^ ^ ^ ^ T ^ ^ ^ l most drugs have not been tested on 
Lugh many drugs affect children "̂ ""̂  „f prescription drugs likely to be used by 
pediatric populations. Under '^'^^''•^^^^^^^^i^onal^ on drug labels to help 

"-trĥ rrro-:--
prescribing drugs to children. 
WHY TfflS REGULATION IS NEEDED 

A PhiMren -- have not been widely tested on 
Most drugs - even those common y "f̂ ;̂ ^̂ ^̂ ^̂ ^̂ ^̂ ^ of Pediatrics, only a small fraction 
pediatric populations. According f̂̂ f̂̂ *̂ ^̂ ^̂ ^ states have had clinical trials performed 

dmgs and biological V^^'^^'^^^^f^J^^^^ differently than adults, 80 
in pediatric patients. Despite evidencê at dmgs ^̂ ^̂ ^̂ ^ 
percent of all drugs marketed m the "m^d ^^ ŝ ha ^ ^^^^^ ^̂ ^̂ ^̂ ^̂ ^̂ ^ have 
L d adolescents. Forty-two percent of dmgs that are 
been tested on children. 

. Manydrugsconu„onlysiventochildren-de^.h^^^^^^ 

RitaL, and drugs for - ^ a , ^^"^^ o"*-. are given to over five million 
and labeled for use m children. These amgs, uu. 
children each year. 

. Uss.hanhalfofthedrugsusedin*e.^.^e.on^^^^^^ 
effectiveness information for ctaldren. Of those tnat 

. safetyandeffecUvenessinformationisespeciallysparsefortheoversevenmiUion 

children under the age of two. 
. T^e^rcentageofdrugshe^gtestedonchildrendecreasedhyoverone-thirdheriveen 

1996 and 1991. 
* oWHren than on adults. The appropriate use 

rro:̂ etrf̂ -==r"̂ ^̂^ 



Children who take prescription drugs that have not been tested on pediatric populations 
are at serious risk for unexpected adverse reactions. Evidence suggests that prescribing dmgs 
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 dmgs 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 result, 
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 dmgs 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 
dmgs 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 

(2) Necessary studies are impossible or highly impractical— i.e., the number of patients is too 
small or geographically diverse; or 

(3) There is evidence strongly suggesting that the product would be unsafe or ineffective in 
pediatric populations. 

Pediatric Studies For Existing Drugs. For dmgs that are already on the market, the new FDA 
regulation requires additional testing on the pediatric population only i f there is a "compelling 
need for more information." The criteria used is: 

(1) I f the product is widely used in pediatric populations and the absence of adequate labeling 
could pose significant risks to pediatric populations; or 

(2) I f the product is indicated for very significant ô  Ufe threatening illness, but additional 
dosing or safety information is needed to permit its safe and effective use in pediatric 
patients. 
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THE WHITE HOUSE 
W A S H 1 N G T O N 

August 12, 1997 

PEDIATRIC DOSAGE AND LABELING ANNOUNCEMENT 

DATE: Â Ŝ st ^̂ ^̂  
LOCATION: Rose Garden 
BRIEFING TIME: 115 pm -135 pm 
EVENT TIME: 1:45-2:15 pm 
FROM: BmceReed 

I. PURPOSE 
u-\Ar̂ n'< heahh issues by announcing a new FDA 

To demonstrate your commitment to children s health y 
Regulation to improve the safety of pediatric dmgs. 

n BACKGROUND 

VouwUlbeunveilinganewnjAre^^nt^t— 
effects of drugs on children. The ' ^ ^ ^ I ' ^ X regulation, drug manufacturers wtU and to certain dmgs currently on the m k̂ t.Ĵ nd̂ ^̂ ^̂ ^ J ^ ^ ^ „ 

^ p ; S ? l : ^ i I ^ - S L t r p : e s c n ^ h . n g d r . g s t o c « ^ ^ ^ ^ 

„ h Children have distinct ' ^ ^ X ^ ; ^ " ^ ^ 
medication, most d™8= âve not een̂ e .̂ ^^^ 'phyS ians'are reluctant to prescribe many 

^̂ -lotsreCr̂ ^ 
Thereareatleast.e„dmgsus«.hym,.lio.^^^^^^^^^^ 

These include Prozac, Zoloft R-talm, ^"fj™8 of filV are being studied on 

of the 10,000 to 12,000 children with HIV. 

. be in attendance. 



m . PARTICIPANTS 

Briefing Participants 
Secretary Shalala 
Bmce Reed 
Chis Jennings 
Jennifer Klein 
Maria Echaveste 

Events Participants 
Vice President 
First Lady 
Secretary Shalala 
Parent of child with asthma 

Meet and Greet Participants (Prior to Event) 
Bill Schultz, Deputy Commissioner of the FDA, and family. 
Mike Freedman, Acting FDA Commissioner, and family. 
Dr. Joseph A. Zanga, Vice President, American Academy of Pediatrics 
Susan DeLaurentis, Co-Founder, Pediatrics AIDS Foundation 
Francesca DeLaurentis, daughter 

Lawrence McAndrews, President and CEO, National Association of Children's Hospitals 

TV. PRESS PLAN 

Open Press. 

V. SEQUENCE OF EVENTS 

- You will be announced onto the stage accompanied by stage participants. 
- The First Lady makes welcoming remarks and introduces Secretary Shalala. 
- Secretary Shalala makes remarks and introduces the Vice President. 
- The Vice President makes remarks and introduces parent of child with asthma. 
- Parent makes remarks and introduces you. 
- You will make remarks and then depart. 

VL REMARKS 

Remarks Provided by Lowell Weiss in Speechwriting. 
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SUPPORTERS OF THE PRESIDENT'S INITIATIVE ON 
PEDIATRIC LABELING 

PROVIDERKS 

American Academy of Pediatrics 
American Academy of Family Physicians 

American Medical Association 
National Association of Children's Hospitals 

National Association of Pediatric Nurse Associates and Practitioners, Inc. 
American College of Physicians 

CONSUMERS 

American Foundation for AIDS Research 
American Lung Association 
American Thoracic Society 
Pediatric AIDS Foundation 

Juvenile Diabetes Foundation International 
National Organization for Rare Disorders 

Center for Medical Consumers 
National Medical Association 

PHARMACY 

National Association of Chain Drug Stores 

OTHER VATIDATORS 

C. Everett Koop, M.D., ScD. 
Senator Barbara Boxer 



QUOTES SUPPORTING THE PRESIDENT'S ANNOUNCEMENT ON PEDIATRIC 
LABELING 

"I am writing to applaud the efforts of you and your Administration on children's 
pharmaceuticals. After long years of working with inadequate data, the nation's physicians, 
pharmacists, and parents will finally have solid information about the safety and dosing of 
medicines for children...1 know how desperate families can become when their sons and 
daughters are sick...The policy you are proposing would create a new and better choice: dmgs 
that have been studied for pediatric use. You should be congratulated on taking this step." 

~ C. Everett Koop, M.D., Sc.D. 

"The American Academy of Pediatrics enthusiastically applauds President Clinton's efforts to 
ensure that children will no longer be "therapeutic orphans." The availability of medication 
approved for infants, children and adolescents just took a much needed step today, and the 
President is to be commended." 

"Currently, only 20 percent of all dmgs marketed in the United States have been labeled for use 
by infants, children and adolescents. As a result, pediatricians must prescribe dmgs based on 
information from limited medical studies, rather than more comprehensive clinical trials in 
children." 

"For children, we label the food they eat and the television shows they watch. However, when it 
comes to prescribing children's medicine, information about how much and how often to give it 
to them is sorely lacking." 

"The unpact of these proposed regulations, properly implemented, cannot be understated. 
Pediatricians and other health care professionals will now be armed with more precise 
information that takes into account various ages.and stages of child development so that the best 
dmg, at the right dose, can be prescribed." 

— American Academy of Pediatrics 



"On behalf of the 85,000 members of the American Academy of Family Physicians, I would like 
to commend you for your initiative to improve labeling of dmgs prescribed for children. Your 
proposed regulation will help ensure that our nation's children receive safe and effective 
medications." 

"We are highly supportive of an initiative that will provide family physicians with additional 
information to use as we prescribe dmgs for children. America's family physicians stand ready 
to assist you in implementing an initiative that will be of enormous benefit to our youngest 
patients." 

— American Academy of Family Physicians 

"Product labeling information that would provide all health professionals with readily accessible 
information about proper dosage for the use of adult medications by children would further 
assist pharmacists and other providers in determining the appropriate use of these medications 
for children. We strongly support efforts that would increase the amount of useful information 
available to health care providers in treating and counseling patients." 

— National Association of Chain Dmg Stores 

"The American Medical Association today celebrates President Clinton's proposal to make more 
information on using dmgs to treat children available to physicians. We applaud President 
Clinton for this initiative, and for all his hard work in the area of children's health." 

"Currently only about 20% of all prescription dmgs marketed in the U.S. are labeled specifically 
for use by children. As a result, many physicians prescribe dmgs for children based on limited 
research, and without comprehensive information based on clinical trials with children. We 
hope today's move will dramatically increase the amount of information available, allowing 
physicians to more confidently treat children using a wider range;of prescription medications." 

— American Medical Association 

"The Administration has taken an important first step towards ensuring that American children 
receive the very best pharmaceutical care in the world: The generic industry applauds the White 
House for its strong public support of this initiative." 

— Generic Pharmaceutical Industry Association 



"For too long the routine course has been that dmgs will be tested only for adult use and that 
parents, pediatricians, and pharmacists will be left without solid data on which to base decisions 
regarding treatments for a sick child. I am pleased that these regulations will finally address this 
deficiency." 

— Senator Barbara Boxer 

"Today's announcement will change history. From now on, children will not be automatically 
left out. From now on, it will be mle that dmgs are tested for children, unless there's a good 
reason not to. Once again you have demonstrated that this is an Administration that tmly cares 
about children." 

— Pediatric AIDS Foundation 

"The National Association of Children's Hospitals (N.A.C.H.), representing more than 100 
children's hospitals across the country, strongly commends the Clinton Adminstration's 
recognition of a serious failing of the health care market place — the absence of adequate 
market incentive or requirements for testing and labeling of pharmaceutical products for use by 
children." 

"Three weeks ago, in a hearing before the Senate Public Health and Safety Subcommittee, a 
number of the nations' leading pediatric researchers cited the serious lack of pharmaceutical 
products tested for children' use as one of the most important challenges facing the pediatric 
health care community in its efforts to convince the nation of the need for increased investment 
in research devoted to children's illnesses and conditions." 

"As parents and pediatric providers understand all too well, children are not miniature adults. 
Their health care needs are not appropriately met by providing either adult-sized treatments or 
even miniature versions of them. All too often, our children's care givers must rely only on their 
personal judgement in deciding which dmgs and which dosages are best suited for theu: 
patients." 

— National Association of Children's Hospitals 



"The Juvenile Diabetes Foundation International (JDFl) applauds President Clinton's leadership 
in attempting to improve the health care of all children, particularly those who suffer from 
diabetes. This announcement demonstrates an important understanding that children are not 
simply small adults, and therefore may require additional measures to ensure that they receive 
the best possible treatments currently available." 

— Juvenile Diabetes Foundation International 

"A physician's clinical decisions must be based on scientific evidence, and the Administration's 
action will take us another step towards evidence-based medical practice." 

— American College of Physicians 

"Your new FDA regulation requiring pediatric data on new dmgs is long overdue and essential 
to the well being of ill children throughout the nation. It is vitally important that henceforth 
manufacturers will be required to include children in clinical trials, and that data from pediatric 
studies will be included on pharmaceutical labeling." 

"Mr. President, on behalf of the millions of American children who are afflicted by rare 
disorders, most of which are genetic, we are tmly grateful for your leadership and concern for 
improving the lives of America's children." 

— National Organization for Rare Disorders, Inc. 

"Prescription dmgs are used to treat all segments of the population, yet the clinical trial 
experience on which their approval is based often excludes the very young and the very old. 
once a dmg is marketed, however, it is widely prescribed even though the thresholds for safety 
and effectiveness may differ among age groups. It is time to stop puttmg children unnecessarily 
in harm's way by improving the information required on dmg labeling pertaining to pediatric 
use." 

— Center for Medical Consumers 



"We greatly appreciate the Administration's effort to ensure that pharmaceuticals are adequately 
tested in children and that such studies are used to support better labeling for pediatric dmgs. 
Giving health care providers adequate and appropriate information about usage is cmcial in 
ensuring the health and safety of our nation's children." 

— National Association of Pediatric Nurse 
Associates & Practitioners, Inc. 

"Because of limitation in testing of many dmgs in pediatric populations and labeling for 
pediatric use of specific dmgs, children can be considered an underserved population for certain 
dmg therapies. The proposed regulation requiring pediatric-use data on new dmgs, with 
provisions pertaining to existing dmgs, has the potential for improving available treatments and 
increasing the effectiveness and safety of treatments for this vulnerable population." 

— National Medical Association 



CEvtRCTTKoor.M-D. 

August 12,1997 

Honorable William J. Clinton 
The President 
The White House 
1600 Pennsylvania Avenue 
Washington, DC 

Dear Mr. President: 

I am writing to applaud the effotti of you and your Administration on children's 
phaimoceuticals. After long years of working witli inadequate data, the iwtion'a jAysiciana, 
pharmacists, and parents wiU finaUy have solid information about the safety and doamg of 
medicines for children. I am v«y pleased that you have moved to «quin: diat dmgs be tested for 
pediatric patients unless there's a good reason not to do so. This is a common-sense and 
workable policy that will do a lot of good. 

Throughout my medical caieer of woridng with children oacAjy-cne and my public health 
caioer of xvoridng with the children of America, I know how desperate families can become when 
their sons and daughters are sick. The cunent dmg approval system toually leaves tten with 
only two choices: Give the children dmgs that have not been tested for safety or withhold a 
treatment thai woiks in aduhs. It is an unsaJisfactoiy choice. 

Instead, Che poUcy you are proposing would create a new and better choice: drugs thai 
have been studied for pediatric ose. It is the right policy to choose. Wc should ensure that 
ChUdren benefit ftom biomedical rescareh and medical progress as much as adults do. You 
should be congratulated on taking this step. 

Sincerely yours, 

C Everett Koop. KtD., So J). 

6W7 Di*KCU^anoiHltVAinSUtTF.ia7.BKT>n;«A.MD»17.n29 0 0 n « ^ FAXCPU^WttW 



cmirnm: 
BAXSAAA BOXER of^wooua 

Iflnitd ̂ States ̂ omt£ 
KAflT SENATE OfRCC BWUWG 

WASHINGTON. OC 20610-0805 

August 11, 1997 

The Presidenc 
Xho Wbite Houoo 
Waflhington, DC 20500 

Dear Mr. President: 

; S e n t 0 across tha nation regarding i ' ^ ' ^ ? ^ ^ 
Involved In giving prescripcion dnigs to children-

For too long the rou^ne conrBa hae been that drugs v i U be 
t e s t e d ^ r r o ^ l d n l c - t i f l e and that parents, P ^ d ^ f J ^ i ^ f f f l ^ f ^ 
S S S a c i S I w i l l be l e f t without ^o^^^data ou^hich to baac^ 
daSaioafl regarding traatmants for a aick chxld. I am J^omea 

j n c r c ^ ^ d r j i g s on ^ h e ^ K e C have never ^ ^ ^ f 
aafotiy i n children, evea drugs that are ' ^ ^ ^ ^ ^ f ^ ^ ^ ^ ^ ^ ^ ^ g 
t S m . I am pleased that these regulationa v l l l f ina l ly address 
th i s deficiency, 

Hheu t:hfi FDA regulation become f i n a l . I ^ ? f f ? « ^ S ^ £ o r 
the new preflumpdonlill instead be that drugo 
S i l d r e n ' B use unless there i s a reason not to. This la clearxy 
thfl appropriat:a vay to procaad. 

I nm particularly touched that «uch of this a<^i«^^*^ .^f^ 
, » d a r ? a S n ^ i h a sp ir i t of Elizabeth Qlaser for whot. J ^he 
hS^est: regard. FrSaf the f i r s t looaent t b a ^ . » g ^ V S h o L s t 
t i i e she teotif led before Congress at ny ^ ^ t * ^ ^ ' and 
dOT of her l i f e . Elixabeth worlced txrelesaly to t d r u ^ ana 

research Xor children. She was ^ P ? ^ ° ? ^ ^ 
S S t discovered that: the drug that ^^^^^^l^"^^^ "^ 
i o t available to treat bar < ^ " g ; ' ^ 5 ' - ^ J - - ^ ^ ^ a Pediatr ic AIDS Foundation, which 8 h e « r : f p i ^ J r : sec 

o£ ensuring that this does not S ? ^ ; ^ * * ^ ^ ^ r ^ S S ^ M i m , 
2 i t h AIDS or for children with any eprious disease. ^ 

UtS4a9-flM> CTiej*i*-*»09 



T icT̂ iw I aoaak for the Faunda;:loD—and, I am aomahov sure, 
I Know J. opeaK tot j_iic ruux^ actJ.onfl. con<TratulaCe 

for Blizabeth-when I 9 ^ ^ ^ = ' % ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ that 
yoa on t i e naw proposals, and e3q>5ff« i C n e f i h 
the broadest poasible nuBbor of children wxll benefit. 

srely. 

cbara 
Dhited States Senator 

BB/jo 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

OFFICE OF POLICY 

REGULATIONS POLICY AND 
MANAGEMENT STAFF 

5600 FISHERS LANE 
HF-26, ROOM 12A-17 
ROCKVILLE, MD 2085 

FAX: 301^-2946 
PHONE: 301-443-3480 

DATE: August 12.1997 

TO: 
FAX: 
PHONE: 

Sarah Bianchi 
202-456-6557 

Number of Pages (Including cover): 3 

FROM: Diane SuIIivan-Ford 

RErPediaric Labeling proposed rule - fact sheet 
and As. 

Any questions, cal l me at 301-827-0870 

revisions (again) and revised Qs 
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August 13,1997 Contaci: Murjorie Tharp 
1:45 p.m. (EST) Gem Bemvza 

202/347-8600 
800/336-5475 

FllESS STATEMENT ou 
CHILDREN AND DRUG LABELING 

(This statement can be anributcd to Joseph R. Zanga, M.D., AAP Vice President) 

The American Academy of Pediamcs enthusiasticully applauds President Clinton's efforts to 
ensure that children will no longer be ''therapeutic orphans." Thanks to the proposed Food and 
Drug Administration (FDA) regulations, drug manulacfurers will routinely conduct pediatric 
studies of most new and specific classes of drugs already in the market. Tlie availability of 
medication improved for infants, children and adolescents ju.st took a much needed step today, 
and the President is to be commended. 

Several members of Congress, including former Seu. Nancy ICasscbaum (R-Kan.), have long 
recognized the need to actively pursue this goal. We believe the proposed regulations will 
complement AAP-backed legislation introduced in the 105th Congress. The Better 
Pharmaceuticals for Children Act, sponsored by Sens. Christopher Dodd (D-Conn.) and Mike 

êWine (R-Ohio), and Reps. Jim Greenwood (R-Pa.) and Henry Waxman (D-Calif.), will 
olidify the establishment of a dmg development system that meets the unique needs of children. 

Pioper drug studies must be done to ensure dial children receive optimal treatment The wrong 
drug, or even too much or too linlc of the right drug, docs no good and may do harm. Cuircntly, 
only 20 percent of all drugs marketed in the United States have been labeled for use by infants, 
children and adolescents. As a result pediatricians must prescribe drugs based on information 
from limited medical studies, rather than more comprehensive clinical trials in children. Adults 
have had the benefits of testing and labeling for over half a century. For children, we label the 
food they eat and the television shows they watch. However, when it comes to prescribing 
children's medicine, information about how much and how often to give it to tiiem is sorely 
lacking. For example, asthma is the leading cause of hospitalization of children in the Lfniied 
States, and commonly affects children younger than age 5. Despite that, there is only one 
asthma drug labeled for use in children under the age of 6. 

The mipacl of these proposed regulations, properly implemented, cannot be titideratated. 
Pcdiauicians and other health core professionals will aoyff bc armed with more precise ::. 
information that takes into account various ages and stages of child devclopnneni so that the best 
drug, at the right dosc" can be pirescribed. 

nun 
The Amarican Academy of Pediatrics is an organization of53.000primary care pediatricians, 
pediatric medical subspecialists. and pediatric surgical specialists dedicated to the health, 
.safety, and well-being of infants, children, adolescents and young adults. 
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Honorable William J. Clinton 
The President 
The White House 
1600 Pennsylvania Avenue 
Washington, D.C. 

Dear Mr. President, 

M.O. 

M.D. 

A I D S F o 
Augusi . i . 1997 

u n d a t i o P. 

I want to thank you for announcing today a proposed Food and Drug Administration 
regulation requiring drug manufacturers to perforai pediatric studies for new drugs that will 
be used by children. Thank you for raising this issue to the highest visibility and for taking 
this step to ensure that children are no longer left behind in the progress of biomedical 
research. 

The Pediatric AIDS Foundation was established to get dmgs and research for 
children with HIV. We have been active on this issue because children with HIV couldn't get 
the same drugs as their parents. My best friend and fellow co-founder, Elizabeth Glascr, was 
shocked to find that the dmgs that were available to her were not available to her daughter, 
Ariel. 

A decade later, that is still too often the case. Last year, there was great news for 
adults with AlDS-protease inhibitors offered new hope. But the hope wasn't available to 
kids for almost a fiill year later. Only this spring, two of these dmgs were finally approved 
for older children. One was a dmg that did its adult trials long before its pediatric trials-the 
usual story for most AIDS dmgs. The other, however, was the dmg manufactured by 
Agouron. a company that did die right thing by developing their dmg for children at the 
same time as for adults. 

But still none of these new protease inhibitors have been approved for infants and 
newborns. This is especially tragic since recent Jrtudies show that the most promising time to 
control and potentially reverse the effects of HIV could be in a newly infected newborn. 

Children should not be an afterthought Progress in research should include both 
adults and children. And while we have been primarily involved in AIDS, we recognize that 
this problem affects children with many other illnesses. So the solution should not be 
disease-specific. It should be for all diseases. It should be children-specific. 

Today's announcement will change history. From now on̂  children will not be 
automatically left out From now on, it will be the rale that dmgs are tested for children, 
unless diere's a good reason not to. 

For that, I am gratefiil to you. Once again you have demonstrated that this is an 
Administration that tmly cares about children. 

Sincerely yours. 

win,. M.O. 
"•A . ' i ( i f * fj:' .»fttif;.>* 

^ WK-JW. Ph.D.. A.CAW. 

Susan DeLaurentis 
Co-founder 

CO'FOUNOERS: Susan OcLaurvntis/Elizabetri Claser/Susi« 2eegen 
l3tt Colorado Avonufi, Santa Monlra. Calirornia 9CtM)A 
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LAWRENCE A. .McANDREW S. F A C H E 

Prcsideni & Chief Executive Officer 

N • A • C • H 

Statement 

Lawrence A- McAndrews 

CHILDREN'S HOSPITALS URGE FEDERAL ACTION 
TO STIMULATE MANUFACTURERS' TESTING 

OF PHARMACEUTICAL PRODUCTS FOR CHILDREN'S USE 

August 13, 1997 

The National Association of Children's Hospitals (NA.C.H.), representing more 
than 100 children's hospitals across the country, strongly commends the 
Clinton administration's recognition of a serious failing of the health care 
market place - the absence of adequate market incentives or requirements for 
testing and labeling of pharmaceutical products for use by children. 

The proposal for public comment of new regulations mandating testing of 
pharmaceuticals for pediatric use by the Food and Drug Administration (FDA) 
reflects the strong, ongoing personal commitment of President CUnton and the 
First Lady to public policy that helps every family meet its children's needs for 
health, education, safety, and security. Certainly a serious concern for any 
parent whose child requires medication is the realization that only about 20 
percent of all of the drugs marketed in the United States have been tested and 
labeled specifically for use by children. 

Three weeks ago, in a hearing before the Senate PubUc Health and Safety 
Subcomminee, a number of the nation's leading pediatric researchers cited the 
serious lack of pharmaceutical products tested for children's use as one of the 
most important challenges facing the pediatric health care community in its 
efforts to convince the rution of the need for increased investment in rese:arch 
devoted to children's illnesses and conditions. 

These researchers included academic leaders from Children's Hospital in 
Boston and Le Bonheur CMd^n's Medical Center in Mempĥ ^ They 
recognize that the oiarket's £aiiure would not be a problem if children's health 
care needs were identical to those of adults.- But that, of course, is not the 
case. As both parents and pediatric providers understand all too well, children 
are not miniature adults. TTieir health care needs are not appropriately met by 
providing either adult-sized treatments or even miniature versions of them. 

401 VXythc S r « i . .-Mcxandria VA 22314 
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.^J^ .KtTd'me of the National .Association o f 

CHildrcni H<.i<pit.ils &; RcijCfd Institutions 
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j«v«iile OfalicUi FoiadarUn Utemotio.il 

Tht Diabefes R*i«oncii Fouirfatioi 

G ov t r ^ r,, e „ I R ( I a t ,o n , 

August 12, 1997 

Contact: Eric Schutt (202) 371-2760 

Statement Provided by the Juvenile Diabetes Foundation international (JDFl) 
Regarding Proposed Regulation on Pediatric Labeling: 

The Juvenile Diabetes Foundation International (JDFl) applauds President 
Clinton's leadership in attempting to improve the health care of all children, 
particulariy those who suffer from diabetes. This announcement demonstrates 
an important understanding that children are not simply small adults, and 
therefore may require additional measures to ensure that they receive the best 
possible treatments currently available. 

3400 I Street N.W. • Suite SCO • U^hington. D.C. 20005 • 202-371-9746 • Fax: 202-371-2760 



"A physician's clinical decision's must be based on scientific evidence, and the Administration's action 
will take us another step towards evidence-based medical practice." American College of Physicians. 

. A. 



American Medical Association 
Physicuns dedicated to t.he hej'iJ! of America 

Statement 

FOR IMMEDIATE RELEASE ^̂ ^̂  ^̂ ^̂  

Statement attributable to: Yank D. Coble, MD , ^ . . 
btatemenx a«n American Medical Associauon 

^AmericanMedicalAssodationtodaycelel^^Presi^^ 
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^ l ^ ^ d e n t Clinton for this initiative, and for aU h^ 

children's health. 
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-wider lange of prescription medications, 

specifically at their youngest patients. 
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August 12, 1997 

President Bill C|Miton 
The White House 
1600 Pennsylvania Ave. 
Washington, DC 
Attention: Barbara Wooley 

Via FAX: 202-456-6218 

Dear President Clinton: 

The National Organization for Rare Disorders (NORD), representing an estimated 20 
million Americans with more than 5,000 rare "orphan diseases.*' applauds your 
important initiative to ensure that pediatric information is included on pharmaceutical 
labeling. As you are keenly aware, until now most prescription drugs have not been 
tested on children, and appropriate dosage information for pediatricians is absent from 
product labeling. 

Your new FDA regulation requiring pediatric data on new drugs is long overdue and 
essential to the well being of ill children throughout the nadoiL It is votally important 
that henceforth manu&cturers will be required to inchide children in clinical trials, and 
that data from pediatric studies will be included on pharmaceutical labeling. The 
inclusion of an enforcemeot mechanism is vital to the success of the new r^ulation, 
ensuring that all manu&cturers will obey the new mle. 

Mr. Preddent, on behalf of the millioDS of American children who are afflicted by rare 
disorders, most of which are genetic, we are truly gratefiil for your leadership and 
concern for improving the lives of America's children. 

Very truly yours. 

Abbey S. Meyers 
Preadent 
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American .\cadem> of Family Physicians 
The doctors irho specialize in yon 

Augusts, 1997 

The Honorable William J. Clinton 
The White House 
Washington, DC 20500 

Dear President Clinton: 

^ u u , f f t h . 85 000 members of the American Academy of Family Physicians, 
Ukf to cô ^̂ ^̂ ^̂ ^̂  initiative to improve labeling of dr̂ gs 

l 7 ^ Z ^ : : ~ % ' o n . p roUd regulation WiU help ensure that our 
nation's chUdren receive safe and efifective medications. 

, • • • fi,«TTn;t*./1 States see millions of chUdren each year. For 
Fanfly phys.c.̂ s ^thc J ^ ' ^ v i s i « to famUy doctors included 
exatnple. ^ ' ^ f ^ whTmcam that 25% of ckildren's visit, to . doctor 

prescribe drugs for chUdren. 

enormous benefit to our youngest patients. 

Sincerely, 

Douglas E. Henley, MD 
Chair, Board of Dkectors 

2021 .Mx>;sachusctv> 
.\\cnut. N.W. 
VL-ihinpon. Of. 
20036-1011 

(202) 232-90.V< 
Fa.\ (202) 232-qO-n 

E-mail: 
capi(ol@aafp.org 
hnp-yA^-ft-ft.aafp.org 
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CENTER FOR MEDICAL CONSUMERS 
THOMPSOr^ STREET NEW YORK, N.Y. 100124090 

(212) 674 7105 u FAX (212) 674 7100 

August 12, 1997 

President Bill Clinton 
The White House 
Washington, D.C. 

Dear President Clinton: 

1 am wridng to express my support for U>e FDA's proposed rcquiremem ttat drug mafufecturers 
X r ^ r e 1 aJing irfornX. about the safety and efficacy of th«r products for use m 
pediatric populations. 

Prescription drugs are used to treat all segments of the population, yet the cUiucalmal experience 
on w S e H S r o v a l is based often exctodes the very young and the very old. Once a dnig .s 
^ k t ; S , h^w^^it is widely prescribed even though the thresholds for safety and effectrveness 
may dififex among ̂ e groups. 

It is time to stop putting chUdren umwcessarily in harm̂ s way by improving the information 
required on dmg labeling pertaining to pediatric use. 

Sincerely, 

Arthur Aaron Levin, MPH 
Director 



National Association of Pediatric 
Nurse Associates & Practitioners, Inc. 

August 12, 1997 

Presidcnl William Jefferson Clinton 
1600 Pennsylvania Avenue, N.W. 
Washington, D.C. 20500 

Dear President Clinton: 

On behalf of the 5,300 members of the National Association of Pediatric Nurse 
Associates and Practitioners and the children they serve, I commend you for yo\a leadership in 
addressing pediatric phaxmaceutical research and labeling. 

As providers of health care for children, we understand the great in̂ >ortance of 
pharmaceutical research that recognizes children are not "litde adults" ~ their metabolism, 
response rates, and tolerance levels are different from adults. 

We greatly î rcciatc the Adminisiration's effort to ensure that pharmaceuticals are 
adequately tested in children and that such studies are used to support better labeling for 
pediatric drugs. Giving health care providers adequate and appropriate mformation about usage 
is crucial in ensuring the healtii and safety of our nation's children. 

Thank you again for keeping our children's mtercsts at the forefront of national health 
policy. We look forward to assisting the Administration in development of these new 
regulations. 

Sincerely, 

Patricia Franklin, MSN. RN, CPNP 
President 

1101 Kings Highway. North. Suite 206 / Cherry Hill, New Jersey 08034-1912 / 609^7-1773 / FAX 609-667-7187 



NACDS 
National Association of Chain Drug Stores 

Ti- . RyaA 
C , of thi Boiird 

Ronald L. Zie^lcf 
Prtii.<iHt A CEO 

August 11. 1997 

The President 
The White House 
Washington DC. 20500 

Dear Mr. President: 

On behalf of the members of the National Association of Chain Drug Stores, we are 
writing to support the intent of a new proposed regulation to be issued by the Food and 
Drug Administration that would provide pharmacists and other health care providers with 
additional information on prescription drugs that can be used in treating child illnesses.' 

The National Association of Chain Dmg Stores (NACDS) membership consists of more 
than 130 retail chain community pharmacy companies. Collectively, chain cornraunity 
pharmacy comprises the latiest component of phannacy practice with over 86,000 
pharmacists. These phaimacists arc responsible for filling approximately 60% of the 
more than 2.6 billion prescriptions dispensed annually in the United States. 

Pharmacists are considered one of the most accessible and trusted health care 
professionals, and frequentiy the only health professional available in many small towns 
and rural areas. On a daily basis, community retail pharmacists counsel patients on 
proper use of then- medications and answer questions about prescription drugs prescribed 
for them or their family members. 

Product labeling information that would provide all health professionals with readily 
accessible information about proper dosage for the use of adult medications by children 
would fiffther assist pharmacists and other providers in deierradniî  the appropriate use of 
these medications for children. We strongly support efforts that would increase the 
amount of useful information available to health care providers in treating and counseling 
patients. 

and Chief Executive OfBcer 



National 
Medical 
Association 

1012 Tenth Street, Northwest 
Washington. D.C. 20001-4492 
(202) 347-1895 FAX (202) 842-3293 

SENT VIA FACSIMILE TO 202/456-6218 

August 12, 1997 

The White House 
Office of Public liaison 
Attention: Ms. Barbara Wooley 
122 Old Executive Office BuUding 
Washington. D.C. 20502 

Re: Proposed Regulation on Pediatric Labeling 

Dear Mb. Wooley: 
Throughout its 102 year history, the National Medical Association has been a leading voice to 
] S e " ^ l ' in health particularly among t̂he ^ . ^ ^ l ^ ^ ^ ^ ^ 
nooularions Because of Uraitations in testing of many dmgs m pediatric populations and labclmg 
for nS^aSc ^ o f Specific dmgs. children can be considered an underserved population for 
^ a ^ C t h ^ p i e s ^ I ^ P ^ 
^ ^ ^ ^ Z A s to exi^Idmgs. has the potential for improving available treatments and 
•^^Z r S v e n e s s and saf^ of treadnents for this vulnerable population. 

Sincerely, 

Nathaniel H. Murdock, M.D. 
President 
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AmFAR 
August 8, 1997 

The President 
The White House 
Washington, DC 

Dear Mr. President: 

The American Foundation for AIDS Research (AmFAR) endorses your support of 
the proposed rule by the Food and Drug Administration to require safety and 
dosmg stud.es for new drugs that will be used in children. It is a clear statement 
that this nation is concerned about tiie health of its children. This decision will be 
an additional milestone in FDA progress, increasing the certainty that all 
individuals will benefit from the best of our therapeutic discoveries. Life-saving 
treatment must be available to men, women and children simultaneously No one 
shou^ be denied treatment because of age. No parem should be concerned about 
the safety of a drug for their child. 

i L T S r ^ M ' ' ' r ' f ? "''^"^ ^^^^ ^PP^°^^ -<l"'ts but not 
T v M mc J""^^"'' ^ ^ ^ " ^ ^ " ^ ^ ^ ^sible tiiat in the 

- F n v ^ ? l T \ ?^''"''i^' " '̂'̂  ' ' ^PP °̂̂ «1 d̂"'ts to treat 
m v and only 5 for children. Parents have pleaded for these new drugs for their 
children as they have watched tiieir own health or tiiat of their adult 4nds 
unprove while their children worsened. 

We at AmFAR have strongly supported FDA rules that have accelerated die 
availability of promising treatments for patients witii fflV infection and other 
diseaseŝ  We have seen new treatments return people to healthy and productive 
hves. We also strongly support equal access for all individuals to these therapies 
Your decision to support this new FDA rule has die potential to bring closure to 
an mequity m health care by bringing life-saving treatments to this and future 
generations of our children. 

Sincerely, 

Matiiilde Krim, Ph.D. . 
Founding Co-Chair and 
Chairman of the Board 
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PEDIATRIC LABELING Qs and As 

Q: WHY ARE YOU DOING THIS REGULATION NOW? 

A: Despite efforts to increase the number of studies on pediatric populations, still too many 
children take prescription drugs that have not been tested on children.. Over 80 percent of 
drugs manufactured in the United States have ~ot 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 h(!.ve 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 riot want to take that risk. 

In some cases, guessing can be extremely dangerous. One example of the possible hann 
is the case of "gray baby syndrome" where a number of babies died from 
chlorampheilicol, 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 bupivacaine, a_ local anaesthetic not adequately 
tested in pediatric populations. 

Q: CAN'T YOU ACIDEVE THE SAME EFFECT THROUGH VOLUNTARY 
COMPLIANCE? 

A: FDA has already implemented reforms to encourage voluntary compliance. However, as 
80 percent of drugs manufactured in the DnitedStates and over 50 perc·ent 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. 

-- .'-·- .. ~·· 

Q: GIVEN THAT THE DRAFT FDA REFORM LEGISLATION, PENDING IN 
CONGRESS, CONTAINS FINANCIAL INCENTIVES TO ENCOURAGE 
VOLUNTARY COMPLIANCE, WHY IS TIDS RULE NECESSARY? 

A: The Congressional approach, while thoughtful and worthy of serious consideration, 
would not assure that most or all of prescription drugs used by children are tested and 
labeled appropriately. We believe that the Dodd/pewine legislation has the potential to 
complement the regulation the President is unveiling today, but it is not a replacement for 
it. 



DO YOU SUPPORT THE DODD LEGISLATION AS CURRENTLY DRAFTED 
AS A COMPONENT OF THIS EFFORT? 

We are reviewing this legislation 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 overlaying the important regulation the President is announcing 
today. 

HAVE CHILDREN BEEN AT RISK IN THE PAST? 

Yes. In some cases physicians do not prescribe drugs because they 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 v âthdrawal 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. 

Q: HOW MANY PRODUCTS WILL BE AFFECTED BY THE RULE? 

A: FDA anticipates that this will impact about 12 new drugsTeach year. The agency v^dll 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 important to children will have directions for use in kids on their labels. 

Q: WHAT KINDS OF DRUGS ARE COMMONLY MISSING THIS PEDIATRIC 
DATA? 

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



Q: WHAT DO DOCTORS DO WHEN THEY DON'T HAVE THIS INFORMATION? 

A: 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, or even death. 

WHEN CAN PARENTS EXPECT THAT INFORMATION TO SUPPORT SAFE 
AND EFFECTIVE USE OF PRODUCTS IN CHILDREN WILL BECOME 
AVAILABLE? 

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 FDA's 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. 

Q: HOW MUCH WILL THIS COST DRUG MANUFACTURERS? 

A: FDA estimates that the costs of pediatric studies v^U be less than 1% of the total costs of 
developing a drug. 

Q: WILL DRUG PRICES INCREASE AS A RESULT OF THIS REGULATION? 

A: 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. 

Q: WILL THIS REQUIREMENT HOLD UP DRUG APPROVALS? 

A: Clearly we will provide 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 populations have not yet begun. We wall rely 
on other legal and financial remedies to ensure that companies comply as soon as 
possible. 



Q: WHEN WILL THIS REGULATION GO INTO EFFECT? 

A: 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 will 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 v^th the 
regulations. If the company does not comply, the court can impose penalties. 



CHINA PNTR ECONOMIC POLICY WORKING GROUP 
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Levin Follow Up 

• Approach/Timing 
• Human Rights Commission 
• China Safeguard Mechanism 
• Admin. Counterproposal on Congressional Review of China's Implementation of 

WTO Commitments 
• Initial Reaction on Levin Section 301 Proposals 
• Outline of List of Administration Trade/Labor Actions 

II. Approach on Labor-Related Concerns - Elements of Response 



ft 

f 



.· .. ··,; 

Draft 8/12/97 8pm 

PRESIDENT WILLIAM J. CLINTON 
REMARKS ON PEDIATRIC-DOSE LABELING 

THE WHITE HOUSE 
AUGUST 13, 1997 

Acknowledgments: V.P. Gore, the First Lady; Rep. Jim Greenwood; Dr. David Kessler, 
who was instrumental in preparing this rule; Dr. Michael Fnedman, Acting Commissioner of the 
FDA; Reagan Ralph, who introduces you. 

Little ~amuel's story is not unique. According to the American Academy of Pediatrics, d'0 . 

more than--";5()% of medicines that have proved helpful for children have not been adequately --: si:-. 
tested for children's use. That is simply unacceptable. Today, I will take executive action to -~ ~ 

ensure that parents and pediatricians will have the safety information they need. -.!._ "') >< ~ 
\) l ~ ...,. ~ 

Doctors have long known that children react differently from adults to prescription drugs.-:- . .J ::-:- ~ \ 
In many cases, children must have vastly scaled down doses. In some cases, their bodies have "-.. _ :1; ~ ~ 
not developed enough to take any quantity of a medicirie that has been proven safe for adults. Q:;'er ~ ~ 

. \~· We are aware of these dangers, and yet we still do not have good information about 
~~ xii cations for some of the most common childhood illnesses - like asthma, allergic reactions, r 

..ud ear infections. We also don't know enough about medications to treat life-threatening 
diseases. Less than half of the drugs used to treat the estimated 12,000 children with HIV 
infection have been tested for use in children. Information is particularly sparse for children 
under two. 

Without clear guidance, pediatricians sometimes decide not to prescribe for children 
drugs used successfully by adults. That means child.fen are sometimes deprived of what might be 
the very best treatment available. 

The pediatrician's other alternative is to guess. But-gues;:;ing -- even educated guessing­
can have grave consequences. Some time ago, doctors gave infants small doses of a crucial 
antibiotic commonly used by adults. It turned out that the infants were unable to clear the drug 
from their bodies and large amounts built up in their livers. Because needed d9sage studies had 
not been done, 23 ·infants died. · 

... · . The rule I mn announcing toda.y will put an end to the gues~ork·Jhe ne~ IUl~J. ~ )>L::. :·,· ::~: .. ; :·.·: . 
. announcing -~day~~ the inanufucturCrs of all medicine5 'n~ecfby cbilmefr~ 'StiidY.'#i~;_·'t:\~'.> { .. 
drugs' effects iii youn:tfpoople~ The results will then be di.Splayed on drUg l3beIS to help.-:·:· ;.··;'."<':' .·. · · · 
pediatricians and other hCalth-care professionals make goocl decisions about how to treat their_:. ·• 
-·"ung .patients. I am plea5ed to.report that groups representing patients, physicians, nurses~· · · 

- 1 -



pharmacists, and drug manufacturers have all indicated their willingness to help implement this 
. new rule. 

I want to applaud Senators Dodd and DeWine and Congressmen Greenwood and 
Waxman, who have introduced legislation that would provide additional incentives for drug 
manufacturers to perform the needed dosage studies in children. Their approach is compatible 
with the rule we are introducing today. I look forward to working with them on this issue as the 
Congress continues our efforts to pass comprehensive FDA reform this fall. 

Through the common-sense initiative I have announced today, we will take one more 
significant step toward assuring quality health care for our children. Last week, I signed a 
balanced budget agreement with the largest new commitment to health care since Medicaid was 
enacted, more than three decades ago. Under this law, as many as 5 million uninsured children 
will get health care coverage. 

Now we are working to ensure that the treatments we give our children are safe and that 
cutting-edge medicines are available to children just as soon as they are available to adults. We 
owe this much to parents like Reagan Ralph and Elizabeth Glaser, whom the First Lady just 
spoke of a few minutes ago. We owe this to every parent and every child. As the First Lady 
says, children are not rugged individualists; they depend upon us to give them love, guidance, 
discipline, and the benefit of good medical care. Their future and ours depends on how well we 
Jo our job. 

•2-





vr 
Pediatric Labeling Event 

The Rose Garden 
Wednesday, August 13, 1997. 

Thank you, Secre~ry Shalala. In a few moments, President Clinton will announce new steps 
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 commitment 
that is much broader, and much deeper, for this administration. 

As President Clinton has said so often, the toughest job in the world -- the most important job 
in the world - isn't being President; it's being a parent. Providing the love, support, and caring 
that strengthen future generations. Passing on our values, and our ideals. And any parent knows 
that the greatest responsibility of all is caring for a child when he or she is sick. 

Government can't do those jobs - nor should it try. But government can make it a whole lot 
easier for parents to succeed, and raise the kinds of healthy, strong children that make us all 

·proud. That's our purpose here today -- and that's what President Clinton has been fighting to 
achieve these past four and a half years. 

The First Lady has very eloquently described our achievements in expanding health care for 
'iildren and families. But this administration's commitment to children's health goes far beyond 
~doctor's office. That's why this President has enacted the toughest-ever measures to cut off 

dren' s access to tobacco - and a crackdown on cigarette ads aimed at our children. If it 
wc:ren't for this President, Joe Camel would still be puffing away. 

President Clinton dramatically expanded meat inspections, so 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 children who have respiratory difficulties. 
Thanks to those new regulations, children like insert new name when we get it Frances Doyle, a 
four-year-old with asthma~ can breathe a lot easier. 

But as Frances's father Johnthan 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. Twc{ out" bf three drugs that Frances 
·has to take for her asthma do not have adequate pediatric information. That means Franees' 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 introduce Johnthan 
Doyle, who will tell us more about what this problem means to his family·.·. 

' ' 



Mr. President, Mr. Vice President. Mrs. Clinton, Mrs. [parent], other 

distinguished guests: 

Today we announce another dose of good medicine for our children"s health --

and another victory for good government. 

As our kids get ready to head back to school, their parents are worrying about 

whether they'll have the right books, the right classes, and, even the right clothes. 

But, when a child gets sick there's one thing parents should never have to worry 

about and that's whether their children will have the right medicines - safe medicines. 

\nd, that's why we're here. 

Over the last four years, we have fought hard to make sure that all citizens have 

access to promising new dmgs that are safe, effective, and arrive oatime. 

The results? More cancer dmgs are reaching people who ne ĵ them when they 

need them. 

Drug approval times have 

thanevwy oma nation,'-'̂ ^̂ ^̂  - .O r̂. ;v%> .x.̂ ..;-;̂ ^̂ :tf-'r'\-̂ v--'r. 



I. 

J ~ L \l Miles of red tape have been cut. Pi !es of regulations have been thrown away~ 

1-rV'"~ 

And we're working with the Congress to reach consensus on balanced FDA 

reform.· 

But, even as we work to make ~e FDA more efficient, there is one thing we must 

never do: We must never lose sight of--. or compromise.;._ its fundamental mission: 

.. 

f. 
. :. To promote the public health, to maintain the public truit, and to improve the . 

lives of all Americans .. especially children. 

Every once ii1 awhile, we have an extraordinary oppQ~ty to do that. 

When an FDA doctor named Francis Kelsey was faced with .a decision about 

approving Thalidomide more than 30 years ag9, she knew she had an opportunity to 

prevent birth defects in countless children. 

And she did it. 



And now, once again, we see too many children placed in harm's way. 

Too many children with asthma, depression, and other ailments and not enough 

information about what medicines and what dosages will help them. 
. . 

Too many pediatricians forced to play a high-stakes guessing game about 

wh~the~. to forgo an effective treatment or risk prescribing one that could hurt -- not heal -

- a child. 

Now, once again, as a government and as a nation, we have an opportunity -- and 

a responsibility-:- to act. 

We have an opportunity to place our most exciting scientific discoveries firnily 

within the grasp of every American child. And today we are. 
•. 

Now, I'm very pleased to introduce a leader who has dedicated his entire life to 

keepiµg our earth in the balance, to ensuring that our science 8ri(fieklinolo~y are on the 

cutting-edge, and to always putting our public h~th first . 

. .. ;,'~;;c:?;':c:~~.~~.&nd~~~~,~~~;~~~gov~~~t 
· : .. • . ,can protect·our heat~ today and meet our challerige8·tomorrow ~- It is my great honor to 
·.-.·:::···.~"':·.·:-:-.~···~:· .. · ... ·.· ··~ ·,.·. ·. . . ·- · ... : .... · . ~ . . : ·. . . . .:.- ,· . . . . .. . . . . . . . . 

ntroduce Vice President Al Gore. 



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

Shalala, and other guests: 

Sam, my husband and I are very honored to be here today. 

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 children and one that will yield 

benefits for millions of children for decades to come. 

Mr. President, thank you for the strength and commitment 

you have demonstrated by issuing these regulations today—I 

thank you as a parent and a citizen. 



Just 21 months ago I became a mother for the first time. It 

came with all the joy and chaos that parenthood brings. I 

barraged my pediatrician with all the first time questions: 

Should he sleep on his side or his back? How do I cut those 

tiny little fingernails? and WHEN will he sleep through the 

night??? 

When Sam was just four months old he had his first asthma 

attack. I was petrified. I was still working on the diaper 

rash questions and now he needed medication so his little 

lungs could sustain him. Before his first birthday he had 

been in the emergency room several times: 



Sam's pediatrician prescribed a couple drugs to try and 

control his asthma—albuterol and Intal. So far, they seem to 

be working for Sam, he hasn't been hospitalized for about 

seven months. 

It wasn't until recently that I learned that those drugs have 

not had extensive clinical trials in children Sam's age. If 

Sam were older, those drugs would have labeling but for his 

age, my pediatrician had to rely on limited medical studies, 

rather than comprehensive clinical trials. 



I must thank Dr. Jeralyn Bernier, Sam's pediatrician. She 

has been with us every step of the way during Sam's illness. 

She was able to determine how much medication to give 

Sam but she should have been able to rely on a proper 

pediatric label to 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-

drugs for pediatric AIDS, heart conditions, infections, and 

allergies just to site a few. 



These regulations being announced today will help Dr. 

Bernier and thousands of other pediatricians and health 

care professionals make medical decisions with the precise 

information they need so that the best drug and the correct 

dose can be prescribed and my son and millions of other 

children can get the high quality treatment they need and 

deserve. 

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

United States, William Jefferson Clinton. 
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PROPOSAL TO ADDRESS THE LACK OF P E D I A T R I C L A B E L I N G FOR DRUGS 

BACKGROTTMn 

Children s u f f e r from most of the same diseases as adults, and, bv 
necessity, are treated with most of the same drugs as adults.' 
The m a j o r i t y of new drugs and b i o l o g i c a l products, however, have 
not been tested i n ped i a t r i c populations. As a r e s u l t , product 
l a b e l i n g frequently f a i l s to provide d i r e c t i o n s f o r safe and 
e f f e c t i v e use i n children, despite widespread use. An FDA survey 
of drugs prescribed during 1994 i d e n t i f i e d 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 i n size and a b i l i t y to metabolize 
drugs, c h i l d r e n require d i f f e r e n t do.se.s than adults and may be 
subject t o d i f f e r e n t adverse reactions. The absence of p e d i a t r i c 
l a b e l i n g information thus poses a serious r i s k o f inappropriate 
dosing and unexpected adverse effe c t s i n c h i l d r e n . I t inay also 
r e s u l t i n f a i l u r e no provide children with optimal treatment i n 
cases where physicians are reluctant to prescribe p o t e n t i a l l y 
t o x i c drugs to children before they have undergone p e d i a t r i c 
t e s t i n g . .For example, a survey by the P e d i a t r i c AIDS Foundation 
-ound tha t f^wer than 10% of chil d r e n w i t h AIDS were receiving 

tease i n h i b i t o r s , tne newest and most prr>mi<;inrr aTn<; Hi-.igc 

- recent years, FDA has undertaken several i n i t i a t i v e s to 
encourage the voluntary addition of p e d i a t r i c use information to 
drug lab e l s . FDA has implemented a ^"Pediatric Plan" designed to 
focus a t t e n t i o n on and encourage voluntary development of 
p e d i a t r i c d^ta during drug development. FDA has also i d e n t i f i e d 
the top 10 drugs used i n children without adequate lab e l i n g ' 
instructions, and has written the manufacturers of these drugs 
requesting that they submit supplemental applications to"add 
pediatric use information to their drug labels! TrTlSg^, FDA 
issued a new rule that allowed pediatrir. n.s^ infoT-m^^^ion to 
appear on label on the basis of substantiaJLly less data than ~ 
before, and that rec[uired manufacturers to survey, existing data 
to determine whetheTThere was sufficient information to supporF 
pediatric use information in the drug^s label! ' ' 

These voluntary e f f o r t s to increase the. amount o f p e d i a t r i c use 
information i n labeling have not resulted i n s i g n i f i c a n t gains, 
p a r t i c u l a r l y w i t h respect to'new dirUtJS ,fihtering the marketplace. 
A comparison of drugs approved i n Vaj2i_;ari^-1996 .showed that 
approximately 47Vof the drugs approved 'in 1991 w i t h p o t e n t i a l 
•'se i n c h i l d r e n had p e d i a t r i c l a b e l i n g , while 37% of those 

roved i n 1996 with p o t e n t i a l use i n c h i l d r e n had p e d i a t r i c 
; l i n g . • 



tatal!^.)-NMEs p .b t en t i a l p e d i a t r i c • ;.: Vpo ŝt-x:,:̂ .-
-ear approved l a b e l i n g ' app rova l . 

c h i l d r e n a t •• • • study:'. 
approva l • p romised ;•. 

1991 26 15 7 7 1 

1996 53 40 15 17 7 

PROPOSAL 

FDA i s considering proposing new regulations to address the lack 
of p e d i a t r i c use information by requiring, f o r the f i r s t time, 
that applications f o r certain new drug and b i o l o g i c a l products 
contain p e d i a t r i c data. The purpose of the proposed r u l e would 
be to ensure that important ne"^rdruqs and . b i o l o g i c a l products 
ca:rrygdg<gilafe p e d i a t r i c labeling at the time" o f , or soon a f t e r , 
^pprovaTT The p e d i a t r i c study requirement would be limited7Eo~'a' 
small group of new drugs _aiid biologies: new molecular e n t i t l e s 
(THe most innovative drugsT and biolo"gical products that (1) 
would provide a s i g n i f i c a n t therapeutic advantage to c h i l d r e n 
s u f f e r i n g trom the disease or (2) would be expected to be used i n 

substantial proportion b f childrerT P e d i a t r i c studies coUl"d~be 
erred u n t i l a f t e r approval i f FDA found t h a t i t was 
>ropriate co aeiay p e d i a t r i c studies u n t i l s u f f i c i e n t data were 

collected i n adults. The requirement could also be waived 
altogether under c e r t a i n circumstances. 

The proposed r u l e might also codify FDA's. a u t h o r i t y to require i n 
compelling circumstances that manufacturers of already marketed 
druc[g and hi n l o g i c a l products _conduct stndie.q t n •<Tupport_ 
p e d i a t r i c use la b e l i n g . The circumstances i n which FDA might 
require p e d i a t r i c studies of a marketed drug would be: (1) where 
the drug i s . widely tised i n children and the lack of adecaaate 
la b e l i n g pjoses s i g n i f i c a n t r i sks to ch i l d r e n , o F (2) where the 
drug o f f e r s a cmi f i rant thprapentic adva.ntage t o chi l d r e n but 
addi t i o n a l information i s needed to permit safe-and e f f e c t i v e 
use. 

The absence of workable penalties has h i s t o r i c a l l y hampered FDA's 
a b i l i t y to require p e d i a t r i c studies. I t i s inappropriate from a 
public health standpoint to prevent the m,arketing of a drug th a t 
offers; a c l i n i c a l b enefit to adults simply because the 
manufacturer has f a i l e d to study the drug^in another subgroup of 
the population- FDA i s therefore consiciering a d i f f e r e n t type of 
enalty f o r f a i l u r e to conduct a p e d i a t r i c study. FDA would take 

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



study to be completed. V i o l a t i o n of the i n j u n c t i o n would be 
inishable by contempt or fines. 



8/12/97 7:30 P.M. 

FIRST LADY HILLARY RODHAM CLINTON 
STATEMENT AT PEDIATRIC DOSAGE EVENT 

THE ROSE GARDEN 
AUGUST 13,1997 



Good afternoon and welcome to the White House. We are here to take 

another major step in our comprehensive effort to protect the health of America's 

children. The action the President is armouncing today will see to it that important 

medications are tested and made available to children more effectively than ever 

before. It will also ensure that parents and doctors have the most complete 

information possible when it comes to knowing how much medicine they can 

safely give a child. 

I would like to say a special word of thanks to a number of organizations 

whose work has made this achievement possible: the Pediatric AIDS Foundation, 

the National Association of Children's Hospitals, and the American Academy of 

Pediatrics. 

I would also like to remember the contributions of someone whojsiLt here: 

Elizabeth Glaser - one of the founders of the Pediatric AIDS Foundation. 

Elizabeth's struggle to get medication for her young daughter, Ariel, and for 

other children with AIDS made clear a heartbreaking problem: Too many medical 

treatments that are saving adult lives are slow in finding their way to children. 



In the Glaser's case, Elizabeth contracted HIV from a blood transfusion she 

received shortly after giving birth to her daughter. The virus was passed to Ariel. 

Yet while Elizabeth was able to take AZT to fight the disease, Ariel was not. As 

one doctor told Elizabeth, "We don't even know what dose to give her. We can't 

just experiment. This is a toxic drug. It could kill her." 

The plan the President is announcing today will see to it that no child or 

parent will have to endure this kind of agony. It will guarantee that children get the 

same access to newly developed drugs as their parents. It will ensure that doctors 

know exactly what medicine works for children and how much of it to give. It will 

extend not just to medications for critical illnesses, but also to treatments widely 

used in children for conditions like asthma, allergies, ear infections, and pain. 

In short, this reform will give parents and doctors the peace of mind that 

comes from knowing that if a drug is out there, and if it can help a child, then we 

will be able td use it. 

Today's proposal is part of the President's comprehensive children's health 

agenda. 



Last week, the President signed into law a balanced budget that will help 

extend health insurance to up to 5 million children. 

In the last five and a half years, my husband has taken a series of_ important 

steps to safeguard the health of our children: from protecting and defending 

Medicaid ... to signing cutting-edge legislation like t~e Family and Medical Leave 

and Kennedy Kassebaum Acts ... to shielding our young people from tobacco and 

drugs ... to seeing to it that our children get the immunizations they need. 

The President could not have done this alone. He has had a lot of°help from a . i 

lot of people committed to his goal.ofbetter health for all our children. I have the 

great pleasure of introducing one of those people to you now -- the Secretary of · 

Health and Human Services, Donna· Shalala. 
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