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Scott Nathanson 
.^armament Campaign Organizer 

Peace Action Education Fund 
Washington, Feb. 8, 1995 
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(editorial, Feb. 8) identifies/the 

• • J--Tpbses

Too Harsh a Sentence
For Convicted Juvenile?
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Edwin M. Wolf 
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the delay of hours and days must 
be addressed by asking the police 
to fulfill their constitutional obliga­
tions. Daniel L. Greenberg

Exec. Director, Legal Aid Society 
New York, Feb. 9, 1995
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derers in a New York court case 
received a sentence of only 3y3 
years. It takes a careful reading of 
the article to learn that only one of 
the defendants was sentenced.

Tony Wilkins, who was .15 when he 
participated in two robberies, was, 
according to Ihe article, sentenced to 
3i/3 to 10 years with a recommenda­
tion of no parole.

Thus, it would seem that his 
chances of serving 10 years in state 
prison are more likely than his serv­
ing 31/3 years. Further, it appears 
from the article that Mr. Wilkins 
was not armed (the article would 
certainly have mentioned it if he 
was) and clearly did not shoot or kill 

anyone.
A 10-year sentence for a 15-year- 

old participating in two robberies, 
unarmed and not injuring anyone 
himself does not seem insufficient 
to me. Benjamin Zinkin

__ — _JNew York, Feb. 9, 1995

We Still Need a Strong Food and Drug Agency  

istration was strengthened as a con­
sequence of the thalidomide disas­
ter, there had been considerable 
numbers of now-preventable deaths 
from even headache remedies and i 

antibacterial agents. 
A decade before the strengthening 

of the F.D.A., antihistamines hit the 
market like a tidal wave and within 
six months had been taken by mil­
lions of Americans. Luckily, there 
were no disastrous unpredicted side 
effects; if there had been (especially 
if delayed, preventing their early: 
recognition) those antihistamines 
could have crippled the nation. 

Pharmaceutic companies are Jek- 
yll-Hydes that create many wonder­
ful remedies, but are dangerously
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To the Editor:
“F.D.A. Becomes Target of Em­

powered Groups” (news • article,
Feb. 12) exposes attacks calculated
to weaken' and even dismantle the
Food and Drug Administration.

Those who would do so should re­
view the history of the sedative drug
thalidomide.

From 1957 to 1961 it was taken by
pregnant women for morning sick­
ness, but it had an unexpected side
effect that resulted in 8,000 cases of
babies born with malformed arms

and legs.
Virtually all of those tragic cases

occurred outside the United States.
Dr. Frances Kelsey of the Food and
Drug Administration had virtually    
singlehandedly prevented market- impatient l0 market their new prod­
ing of the drug here despite pressure ucls That js ^hy we need a strong 
from irate American pharmaceuti- A -----
cal companies, one of which distrib­
uted free samples to physicians and
thereby caused a number of indige­

nous American cases.
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-FDA internal description of the issue and their draft proposal.
-Article listing the top 10 drugs prescribed for children without pediatric labeling

I have been meeting with FDA and White House staff on this issue. Greg Simon gave 
Kessler the green light to draft a regulatory proposal with HHS that could then be discussed 
with the industry. FDA is still working on their proposal, but attached is a description of the 
problem and their draft proposal. Preliminary FDA estimates suggest their proposal would 
require new studies for 5-10 drugs each year, costing $200,000 to $5 million per drug.

Kessler just met with Secretary Shalala this week on this issue. Some people within the 
Administration reportedly would prefer to handle this issue as part of our FDA reform 
legislative proposal rather than moving forward with a rule. However, it is unclear how 
quickly or slowly FDA reform will proceed, and pediatric drug labeling could be handled 
administratively as we have done with tobacco. While drug companies would not sunnort 
new regulations, it would be difficult for them to oppose publicly a well-designed and 
targeted rule on this subject.

Friday, February 28, 1997 
Diplomatic Room 
12:00-12:30 p.m. 
Pauline Abernathy

DATE:
LOCATION:
TIME:
FROM:

FAREWELL MEETING WITH DAVID KESSLER 
February 27, 1997

PURPOSE

< '

To say farewell to David Kessler on his last day as FDA commissioner.

Kessler asked for a few minutes with you. While the purpose of this meeting is to say 
farewell, the subject of pediatric drug labeling may come up. Kessler sees failure to make 
significant progress in getting pediatric safety and dosing information on more drugs with 
pediatric applications as one of his greatest disappointments. In addition, on Tuesday you 
will be speaking to the Pediatric AIDS Foundation, which supports FDA’s issuing a 
regulation requiring drug comp-irw^ tn provide ppHiatrie. cafrty and dosing information The 
Foundation also supports legislation providing financial incentives (patent-like protection) to 
companies to do this, but would agree that such an approach is less desirable because it is 
not well targeted. Patent-like protection would provide financial windfalls to some 
companies who might have provided pediatric data anyway at very little cost.

IT
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PROPOSAL TO ADDRESS THE LACK OF PEDIATRIC LABELING FOR DRUGS

BACKGROUND

and, by

z

Children suffer from most of the same diseases as adults, i_..d '
necessity, are treated with most of the same drugs as adults/ 
The majority of new drugs and biological products, however, have 
not been tested in pediatric populations. As a result, product 
l-abeiing frequently fails to provide directions for safe and 
eftectiye use in children, despite widespread use. Tin FDA survey 
of drugs prescribed during 1994 identified the 10 drugs 
prescribed most frequently to children without adequate labeling. 
Together, these 10 drugs were prescribed more than 5,000,000 
times. Because of differences in size and ability to metabolize 
drugs, children require different doses than adults and may be 
subject to different adverse reactions. The absence of pediatric 
labeling information thus poses a serious risk of inappropriate 
dosing and unexpected adverse effects in children. It may also 
result in failure to provide children with optimal treatment in 
cases where physicians are reluctant to prescribe potentially—* 
toxic drtigs Lu children before they have undergone peHia-t-rir 
testing. For example, a survey by the Pediatric/AIDS'Tbunda’EionX 
found that fewer than 10% of children with AIDS were receiving 
protease inhibitors, the newest and most promising AIDS drugs. /

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

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



Year approval

1991 26 15 7 7 1

1996 53 40 15 17 ?
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The proposed rule might also codify FDA's authority to require in 
compelling circumstances that manufacturers of already marketed 
drugs and biological products conduct studies to support 
pediatric use labeling. The circumstances in which FDA might 
require pediatric studies of a marketed drug would be: (1) where 
the drug is widely used in children and the lack of adequate 
labeling poses significant risks to children, or (2) where the 
drug offers a significant therapeutic advantage to children but 
additional information is needed to permit safe and effective 
use.

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

post­
approval 
study 

promised

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

3

<

study to be completed. r“ ' ' ' 
punishable by contempt or fines.
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Pediatric Corner' 

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

By L Mirbra Piu, M.D. 
After the Fi1111I Pcdlatrfc Ru� was published in Oe«mbcr 

1994, the Pediatric Use Survey Worlcing Group of the Pediatric 
�hr.nmmintt wac fonn•d. The group's r1tst c;hqc wu LI.I 
identify <he drugs most widely used In pediatrics on an out­
patient basis for which lh,-.r,; WM ln:adeC\mtc uce ir\formatioQ. 

Results of the survey disclosed that most drugs that arc 
indicated for diseases occurrin� in both adults and children havt: 
very little· infonnalion about pedia1cie use In cu labeling. Some 
age groups have less information available to them than others. 
Toe population or less than 2 years of age, for instanc:c, hu 
vittually no pediatric use infonnation on dn1t; products In 
several class c:atcgo,ie:i. In general, dn.lCS used to treat diseases 
like asthma, and seasonal and perennial minltis, so common in 
childl'CI\, pr�.sent vety little infomaGtion about pc,dlat> ic d1ui; use. 
For other therapeutic areas, such as infectious diseases, the 
pediacric information is. in contrar.r, 'l\litt good. 

The wocking croup analyzed survey data from IMS America, 
Ltd., to provide estimates for pediatric use for 1994. The IMS 
da�base is an ongoin! pharmaceutical marketing research 
survey describin! drugs mentioned during patient contacts by a. 
mrtionwlde panel of offJCC-based physicians randomly selected 
from lhe American Medical Association and the American 
O£teop:ithlc Association (more lt.an 2,940 physicians 
rtprcsenting 27 specialtits). 

Data collected from rh� p11nel :are projected nation.lily by 
multiplying the raw number of mentions in each smm.1m, 
defined by region and spec:ialtY, by n corresponding pmjccrinn 
factor. 

The table displays the dru11,s d\ac were most widely uu:rl off­
label in the pediatric population in 1994, aGCOrding to the IMS 
database. The drucs a� presented in order of frequency of 
me.odons per year and retJect neither the severity ofchc: diseases 
being treated nor the adverse cvcnu rqioned. Also, roe drugs 
wed to treat cluuuic: conditions, lbe number ot'meations may noc. 
conclatc well with the number of patients befog G'Cated. In the 
mronic use oflhe Schedule fl dn&g RifAlin., for o.-,uplc. the 
physician is required co presaibc it with no refills under close 
surveillance (the prescribint reqnirr.m�nts vary &om stac. to 
state). Thus, in chis case. the number of appearances wut be· 
ovcreslimatcd when co� with other drues used chronblly. 
Nonetheless, in cvecy case, the physician had to make a decision 
to use the drug with Inappropriate pediatric use informadon. 

Members of the i'e�hatric Usie Survey Woociog Group are: 
L. Miriam Pina, M.D., chairpersoo, Division of Pulmonary
Dnig Produ,ts, Khnbmy Struble, OivisiOfl of Anti-Viral Drug
Products; Linda Hu, Division of Over the Counter Drug
Producu; Jonca B•ll, M.D., Division of Au,i-lnOammacory,
Analgesic and Ophthalmologic: Onlg Produar. Cuimlro
Martin. Divi,ion nf Over the Countet Dnl& Produ�u: Fnnk
Rora, recently retired horn the Division of Pharmacovigilanc:.c
and Epidemiology; and Charles Maynard, Divi.<ioo of
Phannacovigilancc and Epidemiology. The December Piu lists
reprtscnt.atives horn each of the Center's review divisions who
can assist you w11h Pediatric Rule issues. The working group
plans on publishing in-patient dar..t In a fulure is.sue.
L. Mirian, r1,,o. M.D .. is a vfsllfng scltn/1sl In the Division of
/'ulmonary Drug Products.

Off-L:abC?I Pre5cribc.-'s 

Product lndication(s} Label Statement Prescribing Specialty 

/\ lbu1erol inhalation P1evcn1lon and relief or 
solution for bronchospasm. 
nebuliulion (�lh111,.rol 
sulfate, 0.083 mg/nil) 
···--···-·· --·--. ·-------4• .. ···-

Phenergan Relief of diverse 
(prome1h111.ine HCI) allergic reactions. 

Ampicillin sodium for Infections due to 
incravcnous or susceptible organisms_ 
int ram uscul:ir 
i, ,j,:t:tions. 

::ialety and effectiveness 
(S&E) have not been 
cst11blishcd i11 d1ilJrc:n 
below 12 years of age. 

----------·

Should not be used in 
chilJrc::n below 2 years 
of age. 

··- - -- - ..

SkF. h1wr. nor b--t'.n 
established in infants 
and children under the 
age of 12. 

Frequency 

1,626,000 to children 
< 12 years old. 

663,000 to children 
<-2 years old. 

. ..... .. 

639,000 to children 
< 12 years old. 

(percentage) 

Pediatricians (62%) 
Family practitioners 
and allergist s (20¾) 

·-

Pediatricians (82%) 

Pediatricians (SS¼}

Most common 
inALc�tfon: pcrinaul 

infections 

I 

I 

I I 
i 
I 
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Product 

Auralgan otic solution 

II •• Locrlsone ere.am
(cloaimazol w._

1 betamethasone 
I dipropio11a1e 0.05%) 

I Proue (fluoxetin HCI.) 
1 pulwles and liquid 

Off-Label 

Indic:-ation(s) L2bel St:.ateruent Prescribing 
Frequency 

Prompt relief of pain of No inwuctions for 600,000 to children 
:v.ulf\ otitis m�ia and pedia1ric ucc al any•&•• <16 )'Hl'O old. 
to facilltare the removal 
of excessive or impacted 
tcNmcn. 

Topical creatmeot of 
particular dermal, 
fungal lnfeetions. 

. ·----- ·- · ·-·---------

S&E in children below 
thft 11ge of 12 have not 
been established. 

325,000 to children 
<12 yeani old. 

----- ... -·--·--------- ··-·-· .. -·--··· .. ··---···--·

Oq,r�fon 111ntl 
obsessive compulsi..,c 
disorders. 

SlcE in children have 
n0< been CSlablished. 

349,000 to childr,n 
<16 years old. 
Note: wL-: mentinnr.'1 ro 
3,000 infants <t year of 
age were in 1994. 

t-0.406 P003/006 

Prescriber's 
Spe.ci2lty 

(percentage) 

Pediatricians (62Y,) 
Family practitionas 
(23%) 

Pediatricians (S l %) 
Family practitioncn 
(24%) 

Psychuurisu (81%} 

Mostc-ommon 
indication: depressive 
disordm 

---·· ----···· ·------- -----------·-· ·--------� 

, lntal (c:romolyn 
: sodium). 

Prophylactic agent in 
the managcmCClt of 
bronchial asthma. 

For inhalallon 
(ocbuliulion) solution,

S&E below \he age of 2 
have: noc been esi;lbliSllc:<I. 
For inhalation aerosol 
solution (MDI). S&E have 
not be.en established 
below the ai;c of S.

----· ·· ·----·-----------·· ····------

Zoloft (senralinc HCI) 

Ritalin �blets nnd 
sustaincd-alea.se tablets 
lmethylrhcnirlAf� HCI) 

(Schedule II dri,g) 

Depression. 

Trcotmcnl of attention 
deficit disorders and 
narcolcpsy. 

S&E have not been

cst.ablished in children. 

S&E huvr: IIUl br:,:n 
established in children 
<6 Ye:IC"$ of�c. 

lntal inhalation ,olu1ion 
was prescribed 109,000 
times to infants 
<2 years of�e. Int.al 
inhala1ion aerosol 
(MDI), 399,000 times 
to children < 5 years: 

248,000 for children 
<16 years. 

226,000 10 chll<lrcn 
<6 years old. 

Ped�tricinns (71 %)

Psychiatrists (72%) 

Pediatricians (4"/%) 
Psychiatri.sts (26¾) 

---------· -·---------·- ----· ..... . ··----··----

Alupcnl Syrup 
1 mctnprotcrenol 
sulfate). 

dc.c.lomctJ,iuu,,c: 
01propiooate nasal 
�1"3'/1: (include$ 
.=)cconasc AQ and 
v:rnccn3$e AO nasal 
sorays). 

Bronchodilator for 
lm>uclai�I �hm11 and 
for revcnible 
broncho:;pnsms. 

Rc:lid uf>ympo,oms or 
seasonal and perennial 
rhinitis and for the 
prevention ofrccurrenlX of 
n�I polyps followins 
:-.ursiOGJ n:::muv.t. 

Clinical trial experience 
in children under the 
1!,C of6 is limited. 

S&E in children below 
the age of 6 have noc 
been cm1"bli$hcd. 

184,000 to children 
<6 years Old. 

174,000 co children 
<6 years old. 

Pediatricians (59%) 
family practitioners 
(23¼) 

Pediatricians (46%) 




