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PEDIATRIC LABELING FOR DRUGS 

BACKQKKTNP 

Children sufief from most ofthe same diseases aa adults, and by necessity, are treated with many 
of the same drugs as adults. Manufacturers of drugs are not currendy required to study and label 
their products fbr use in children, even where they can anticipate that the products will be 
prescribed for children. Although pediatric studies are conducted fbr some drug classes and by 
some manufacturers, the majority of drugs and biological product* that pediatricians use have not 
been tested by their manufacturers in pediatric populations. As a result, product labeling 
frequently Cuts to provide directions for safe and effective use in children. The absence of 
pediatric labeling infonnation poses a serious risk of inappropriate dosing and unexpected adverse 
effects in children. It also may result in Mure to provide children with optimal treatment in cases 
where physicians are reluctant to prescribe potentially toxic drugs to children before the drugs 
have undergone pediatric testing. 

Despite these risks, pediatricians often have no choice and the use of drugs that have not been 
adequately labeled is widespread, An FDA. survey of drugs prescribed during 1994 identified thc 
ten drugs prescribed most frequently to children without adequate labeling. Together, these ten 
drugs were prescribed to children more than 5,000,000 times in one year (see Tab 1). The 
pediatric physician community has therefore urged FDA to take steps to ensure that drug labels 
provide information on the safe and effective use ofthe drugs in children. 

In recent years, EDA has undertaken several initiatives to encourage the voluntary addition of 
pediatric use information to drug labels. FDA implemented a "Pediatric Plan" designed to focus 
attention on, and encourage, voluntary development of pediatric dala during drug development. 
As pan ofthe Plan, FDA staff meets with manufacturers at several stages of drug development 
and encourages them to conduct pediatric studies of their drugs. FDA has also identified the top 
ten 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 infonnation to appear on labels on the basis of substantially less data than required 
before. The rule also required manufacturers to survey existing data to determine whether there y 
was sufficient infonnation to support pediatric use infbnnation on die drug's label. 

These voluntary efforts tn increase the amount of pediatric use information on labeling have not 
resulted in significant gains. The response to the 1994 rule has not been encouraging. Moreover, 
efforts to date have not increased the number of new drugs entering the marketplace with 
adequate pediatric labeling. As shown in the chart below, a comparison of new molecular entities 
(NME's) approved in 1991 through 1996 shows no improvement in the percentage approved with 
adequate pediatric labeling. While approximately 56% ofthe drugs approved in 1991 with 
potential use in children had some pediatric labeling, 37% of those approved in 1996 with 
potential use in children had pediatric labeling, The data also suggest that eommitments by 
manu&cturers to conduct pediatric studies after approval frequently do oot result in pediatric 
labeling. 
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FDA estimates that pediatric studies are needed for approximately 10-15 products per year thai 
would not otherwise have been studied in children. This figure includes an estimated 10-13 new 
drugs and biological products and two already marketed products. 

Status of pediatric 
labelingfttudies forNME's 
approved in 1991-1996 

1991 1992 1993 1994 1995 1996 Total 

Total number ofNME's 
approved 

30 25 25 22 28 53 1S3 

Those with potential use in 
children (pediatric studies 
needed) 

16 14 14 15 14 40 113 

Label included some pediatric 
use information or pediatric 
studies complete at tune of 

approval (as a percent of 
NME's needing pediatric 
studies) 

(s!%) (A) 5l 

(36%) 
6 l 

(40B/o) 
5 

(36%) 
15 

(37%) 
44 

(39%) 

Post-approval pediatric 
studies promised or requested 

7 10 10* 10^ 10' 17 64 

Pediatric labeling added after 
approval 

1 0 1 0 0 0 2 

RKCrTJMTQRY STRATEGY 

The absence of adequate pediatric labeling continues to pose a significant public health issue. 
New approaches to the problem are needed. Financial incentives may be successful m generating 
pediatric labeling for some drugs, but there is no assurance that such incentives will 
work since they would leave it up to the manufacturer's discretion to conduct the 
studies. In addition, FDA's experience shows that a significant minority of manufacturers 
conduct needed pediatric testing without financial incentives. Providing exclusive marketing 
rights to companies that would have conducted pediatric studies without incentives may impose 

1 In one case, pediatric use inforraarion provided for one of two approved indications. 
2 In one case, pediatric data requested for second of two approved indications. 
3 In one case, pediatric data requested for additional age groups. 

2 
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unnecessary costs on prescription drug consumers, and on governmental and third party payers in 
the form of more expensive drugs. 

The adequacy of pediatric labeling can be substantially improved by imposing a limited pediatric 
study requirement applicable only to the drugs and biological products needed most urgently by 
children. Pediatric studies would be required for certain innovative new drugs and never-befbre 
approved biological products if they (1) provide a meaningful therapeutic advance to children 
over existing treatments, or (2) are likely to be widely used in pediatric patients. The requirement 
could be deferred until after approval if, or example, it was appropriate to delay pediatric studies 
until sufficient data were collected in adults, or if imposition ofthe requirement would delay the 
availability of an important new therapy. Where deferral was permitted, a deadline for submission 3 
ofthe studies could be established. The study requirement could be waived altogether if among 
other things, the product was likely to be unsafe or ineffective in pediatric patients, pediatric 
studies were impossible or highly impractical, or reasonable efforts to develop a pediatric 
formulation had failed. 

The pediatric study requirement would also, in compelling circumstances, apply to manufacturers 
of already marketed drugs and biological products to support pediatric use labeling for already 
approved indications. Appropriate circumstances would be (1) where the marketed product is 
widely used in children and the absence of pediatric labeling presents significant risks to children, 
and (2) where the product ofiers a meaningfiil therapeutic benefit over existing therapies, but 
additional dosing or safety infonnation is needed to permit safe and effective use in children. 

In the event that a manufacturer failed to carry our a required pediatric study, the drug would not 
be disapproved or withdrawn, because such an action would deprive adult patients of important 
therapies. Instead, an order fiom a Federal court requiring the manufacturer to conduct or fund 
the needed studies would be sought. t^XUcu^ ^ ^S^n^ 

TDTRL P.04 
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IMPACT OF PEDIATRIC STUDY REQUIREMENT 

FDA has made a very preliminary assessment of the impact of the 
proposed pediatric study requirement. This assessment is based 
on the aasum.ption that the require�ent would apply to drugs 
classified as "new 1ttolecular entities'' and biological products 
that either (a) represent a significant therapeutic advance or 
(b) would be prescribed to children more than 100,000 times per
year.

• FDA esti:m.ates that it approves 5-10 drugs and biological
products per year that would require new studies under this
rule that would not otherwise have been conducted.

(In making th1s estimate, FDA analyzed product approvals
between 1991 and 1995, looking at 4 factors: (l) the number
of products approved with potential u5e in children; (2) the
nuruber of products that the manufacturers voluntarily
studied in children; (3) based on (1) and (2), the number of
p�oduots that were not studied in children, but should have
been: (4) of the latter category, the number that
represented a significant therapeutic advance or that were
prescribed to children more than 100,000/year.J

• The cost of conducting studies that adequately assess
pediatric safety and effectiveness could vary from
approximately §200.0Q_O for a pharmacokinetic comparison of
adults and children to $3-5,000,000 for a full-scale
clinical trial. � 

► The cost of a study is calculated based on a rough
estimate of �5,000 per subject enrolled in the study.
Pharmacokinetic studies require very few patients {40-
50 1 in most cases), while controlled clinical trial;-­
may require several hundred patients. 
---------

--------
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Pediatric Drag Labeling Background Materials ^ ^ ^ 

CLOSE HOLD 

1. Internal FDA fact sheet on the issue and a draft FDA proposal 

2. Top 10 drugs used off label on kids (without pediatric safety and dosing information on 
the label) 

3. Information on FDA's 1994 actions which have Med to encourage drug manufacturers to 
voluntarily provide pediatric information on labels. 

4. Wall Street Journal article on the issue. 
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PROPOSAL TO ADDRESS THE LACK OF PEDIATRIC LABELING FOR DRUGS 

BACKGROUND 

Child r e n s u f f e r from most of the same diseases as a d u l t s , and, by 
necessity, are t r e a t e d w i t h most o f the same drugs as a d u l t s . 
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 t e s t e d i n p e d i a t r i c populations. As a r e s u l t , product 
l a b e l i n g f r e q u e n t l y f a i l s t o 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 c h i l d r e n , despite widespread use. An FDA survey 
of drugs p r e s c r i b e d d u r i n g 1994 i d e n t i f i e d tbe 10 drugs 
p r e s c r i b e d most f r e q u e n t l y to c h i l d r e n w i t h o u t adequate l a b e l i n g . 
Together, these 10 drugs were pr e s c r i b e d more than 5,000,000 
times. Because o f d i f f e r e n c e s i n s i z e and a b i l i t y t o metabolize 
drugs, c h i l d r e n r e q u i r e d i f f e r e n t doses than a d u l t s and may be 
subje c t t o d i f f e r e n t adverse r e a c t i o n s . The absence of p e d i a t r i c 
l a b e l i n g i n f o r m a t i o n thus poses a serious r i s k o f i n a p p r o p r i a t e 
dosing and unexpected adverse e f f e c t s i n c h i l d r e n . I t may also 
r e s u l t i n f a i l u r e t o provide c h i l d r e n w i t h o p t i m a l treatment i n 
cases where ph y s i c i a n s are r e l u c t a n t t o p r e s c r i b e p o t e n t i a l l y 
t o x i c drugs t o c h i l d r e n 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 
found t h a t fewer than 10% of c h i l d r e n w i t h AIDS were r e c e i v i n g 
protease i n h i b i t o r s , the newest and most promising AIDS drugs. 

I n recent years, FDA has undertaken several i n i t i a t i v e s t o 
encourage the v o l u n t a r y a d d i t i o n of p e d i a t r i c use i n f o r m a t i o n t o 
drug l a b e l s . FDA has implemented a " P e d i a t r i c Plan" designed t o 
focus a t t e n t i o n on and encourage v o l u n t a r y development o f 
p e d i a t r i c data d u r i n g drug development. FDA has also i d e n t i f i e d 
the top 10 drugs used i n c h i l d r e n w i t h o u t adequate l a b e l i n g 
i n s t r u c t i o n s , and has w r i t t e n the manufacturers of these drugs 
req u e s t i n g t h a t they submit supplemental a p p l i c a t i o n s t o add 
p e d i a t r i c use i n f o r m a t i o n t o t h e i r drug l a b e l s . I n 1994, FDA 
issued a new r u l e t h a t allowed p e d i a t r i c use i n f o r m a t i o n t o 
appear on l a b e l on the basis of s u b s t a n t i a l l y less data than 
before, and t h a t r e q u i r e d manufacturers t o survey e x i s t i n g data 
t o determine whether there was s u f f i c i e n t i n f o r m a t i o n to support 
p e d i a t r i c use i n f o r m a t i o n i n the drug's l a b e l . 

These v o l u n t a r y e f f o r t s t o increase the amount of p e d i a t r i c use 
i n f o r m a t i o n i n l a b e l i n g have not r e s u l t e d 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 drugs e n t e r i n g the marketplace. 
A comparison of drugs approved i n 1991 and 1996 showed t h a t 
approximately 47% of the drugs approved i n 1991 w i t h 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 a b e l i n g , w h i l e 37% of those 
approved i n 1996 w i t h 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 a b e l i n g . 
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FDA is considering proposing new regulations to address the lack 

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

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

The absence of workable penalties has historically hampered FDA's 
a.bility to require pediatric studies. It is inappropriate from a
public health standpoint to prevent the marketing of a drug that
offers a clinicQl 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

2 
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study t o be completed. V i o l a t i o n o f the i n j u n c t i o n would be 
punishable by contempt or f i n e s . 
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Center IDs Top 10 Drugs Used Off-Label in Out-Patient Setting 

By L Mirbm Pi111, M.D. 
Afti:r th� f'i1111I Pali'ltrlc flu le was pqbli1hcd in Oeccm bcr 

1994, lhc Pediatric Use Survey Wodc.iog Ciraup of the Pcdiiuri� 
Suhmmrnin� w&& fonncd. Th• g.uup'a tint c.hugc wa) iu 

identify chc drugs inast widely� in pediaoics on 111 ou1-
patien1 basu for which thr-n. 1W11S iar.uJeqwita use inf'onno.tlOQ. 

R.t:s\llts o! lh� survey disc.lOSM lhal most drugs t.bll are 
indicatr.d.for diseases occurrin,A in both adulls and cbildn=n h.rvr. 
v� Hu.le inf'onnalioa about pedia1ric use Jn r1l2 labeling. Some 
age groups have less infonnaticm awllable tc them lhan others. 
n1e population ol le$$ limn l yca,s of age, for mstanc:e, hu 
victually no pediartic use information an dN& products In 
s�I cla.s5 ca,egO.ie!i. ln general, OIUSS used lO lrC8t diseases 
like ssthma, and :seasonal and peminial rbi.nhis, so common in 
childreti, prestnt v4=ry little infomuu.ion ahouc pc:dla11 ic d11,11t, u:se, 
For other thcrapeu1ic areas, 5u41 IS infectious diseases, the 
pediatric infonnali011 is. io contra.!:t. 'll•it� good. 

The wortdrig group analymi survey d1t1 fiooin IMS America, 
Ltd., ro provide estimares tor pcdiaaic use for 1994. The IMS 
dat1bi1se is an on�oing phanuace11tical marketing r=e.ardl 
survey describing dn.ags nteflt� during patiem: con1.acts by a 
malonwide panal or offla!-based phys.icians randomly selected 
from the American Medical Associati011 and !he Americ:An 
o�teop:1thic �OC1i11ti0tt (more Lhari 2,940 pnysiclans
rr:prese1U,ng 21 specialties).

Dara coUecred from th� 13"nel aR projec1cd a�tionalJy by 
multiplying lhe raw number of mentions in each snan.im. 
defined by region at1d specialtl', by a eorre.saonding pmjeainn 
factot. 

The table displ.q,5- the dru,.s that were most wideh, uttrl olf'­
label in the pediarric population in 1994, accord int ID the IMS 
database. The dni,s arc preseo� in order of fi"equmcy of 
mendons pes- ycarund J'ftl1ect ncitherlhesevffll)' oflhc diseases 
being ttta� nor the -1ve1$C cvcrns rqlortcd. Also, foe drugs 
u.:icd to ggr cluuuic 1-011dltJom. die number ofmeadonsm,y n0t 
correlate wcU with the number ofpa.licnts be.lag U'Clled. Ia dt.e 
mronic use oflbci Schedule n dnlg IUtalin. fur Qiquplc. lhc 
physiciian is rcqu� to pre.saibc it wid\ ao mills under close 
sut\'ciUIJI.CC (the p�ibing requ;r,.rn�nB \tary ftom cuca, to 
siare). Thus, in this we, 1hc number ofappcarana:s wtll be, 
overesti.inared when co�� wilh othcrdru,s used chroaieitlly. 
NoMthcl� in every case, the physie&.111 had co make a decision 
ro use the dl'Ug widt Inappropriate pediamc use lnfonnadon. 

Membe� of the .l:'ediaaic Use Sun-ey Working Group ate'. 
L Miriam Pina. M.D .• chairperson, Division of Palmonary 
Dnig Prvd.u,IS, Kimbaiy S<rublt.t DIYisian of Anti.Viral Orug 
Prodocts; Unda Hu, O,vislon of Over die Countt.r OJug 
Produc.q; Joaca Bult, M.D., Di..,ision of An1i--lnGnmmacory, 
Analgesic and Ophthalmologic Drug Produas; Cazimiro 
Martin. Divi,ion nfOv�r 'lhe Co,.m�r Drug Products; Frank 
R.on, reccnrly retired lrom the Divi:sian of Phaimacov.igilnnce 
and Epidtm iology; and Charles MayHrd, Divi(ion of 
Phannacovigilancc and Et>idcmiology. The December Piu lists 
�re.scnwives nom each of the Centl!f's review divisions who 
can asstsc you wlth Pedianic Rule isS\ICS_ The working group 
plans on publishing in-J)a\icnl dat.t in a tuturc i�ue. 
L Miri«:ni ru,a. M.D., is a visiting sciuu,st in the Dfvlsio1.1 of 
/'ul,nanary Drug Pn,ducrs. 

OfT-L2hal Pr-C3cri�r'.s 
Product lndication(s) Llbel Statement Prescribing Specialty 

Alburcn,I inhall!tio11 Pr1:vcmioo and relJcfof �atcty and effectiveness 
solution for bron chospasm. (S&:E) hive not been 
nebulizalian (:ilhur"l'ol cStzlbl�hcd iu d,ilJrcn 
sulfate, 0.083 mg/ml) 'below 12 years of age. 
----- ... -- __ ,. __ , _______ _ . ·•--- -----

Phenergan Relief of diverse Sho1.1ld not be used in 
(flmmerhnine I-ICI) allergic rcoctioru. clcilJn:n b,;l0w 2 years 

of age. 

I 
... ___ ,., 

I Ampicillir, sodium for Infections due 10 �i:;; h"'v" nor bi-.en 
incravenous or susce:ptible org,misms. established in inf.ants 

�od children under the 
age or 12. 

Frequency 

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

663,000 to children 
Q years old. 

. .. ' .... 

639,000 co ,hildr-en 
<12 yea11; old. 

(percentage) 

Pedi:acricians (62%] 
Family practitionc� 
and allergists (20%) 

Pediatricians (82%) 

· Pc:di:micians(U¾)
Mo.st common
innk2iio.,_, pc"""''"'
infections

-
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Product 

,ura1gan otic; solution 

lndiution(s) 

Prompt relief of pain of 
2".IU«. otitis medi.a -"' 
to tacilltate the removal 
of otcCSSiYC or impaacd 
a:Nmen. 

L�bcl Statement 

Oil-Label 
Prescribing 
Frequency 

No inso-uelioiis for 600,000 to childrell 
pediatric\lse ar.any a;-. <16 yataGlcl 

- -----·-­

,, 
•----• ■.-... -----••-•-- I ------ •- • ■-• •-••----

AU'isanecre&m 
·a:Jocrimaml 1o/o.
,ctametbuonc
!ipropio11ate 0-05%)

Wlae (tluo11:elin HCl.) 
ulvules 1.J1d liquid 

Topi�l CRaQncnt of 
particu tar dennal, 
funpl infeeticnS_ 

S&E in chil� below 
thf! .ap of 12 11:ave r1ot 
been established, 

�2S,000 to c:hildretl 
<1:2 yoan; old, 

- . .  ------------· ·•-----···-·---..-"". ______ ... ___ 

[')eJ,re:I..Q'11'1 _.nrl 
ob,essive compulsi'f'c 
disorders. 

Slc.E iii children �ue 
not been established_ 

34 !tl,000 to childHn 
<16 ycat.sald_ 
Nole: wai; mr:ntiont.11 fc,, 
3,000 iafanls < I year of 
age wctc in 1994 _ 

t-o.406 P003/006 

PreJcriber•s 
Speci2.lty 

(percentage) 

Pediatricians (62%) 
F111n Uy pnccwoneu, 
(23") 

Pcdi:atriciaJls (5 l %) 
· Fsmily pnactitiancrs
(24%)

Psychi&!fnCS (8 I%) 

M�comrnon 
indi�tion; depressive 
disordcn 

--· ---···· ·-------· -----�---·-· ·---------1 

1tal (aomolyn 
JClium). 

Prophylsdic agent in 
die management of 
bronchul asthma. 

For iflhalalion 
(.1u:bulizalion) solution, 
S&E below lhe aic of2 
l111vc nor tiei:r, est:itiliSIJo:t 
For inhala1.ion ac:�ol 
so1u1ion (MDI). S&'E. ha.vt 
not bttn established 
below the �c or 5. 

ll'lt&I inhalation 10lu1ion 
WU prescribed 109,000 
rirnes co infants 
<l years ofagc. lnaal 
inhalatiol\ aerosol 
(MDI), 399,000 times 
to children < S years; 

---· -••------------------ ···•--- - --------··-· -· · ------·-----

,loft (.senr.iline HCI) 

1.111.in �bletli .ind 
staiat.d-tt.leue tablets 
1clhylph�irlMe 1-lCI) 
-::h�dule JI dr1,1g} 

1..1pent Syrup 
etnprelercnol 
fate}. 

:;;lomctl,�u11c: 
ropiona.te n�I 
)'6 (include$ 

asc AQ and 

Depression. 

Tremmcnt ofatti:ruion 
de.licit disorders artd 
narcolepsy. 

Bronchodilator for 
lsu:111chial �m II and 
for reversible 
broach.o�p:ii.nt.$. 

kr:licfuf:.ymp\Ofn� of 
SCBStlnal and r;ie�nial 
fhillt\iS -and f<ir tbe 
p�vcntion 4lf recurrence CJ f 
nns:il polyps followins 
�£1,oa.l ct-«10.V111, 

S&E have not been 
established in ch.ildrcn. 

S&f. hiJvci rtul been 
C$tabUshed in children 
<'.6 yean afa;e. 

24g,ooo for children 
<16 years. 

226,000 10 children 
<6 years old. 

Psychiatrists (72%) 

Pediatricians (4'/o/ia) 
Psychiatrists (26%) 

----- --·•· · -�---·-----

Clinical trial experience 
111 chlldrai llndenhe. 
age of6 is limited_ 

S&E in children below 
the age of 6 have noc 
b«.n ,;:.,st1101isha;I. 

l 84,000 to chi)drc,
<6yc�olct

17-4,000 to children 
<6y� old. 

Pedi�11icians (590..4) 
farn ily pntctitionets 
(23%) 

Pediatrician:; (46%} 
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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 not been tested on children and over 50 
percent of drugs that are known to be widely tested in children have not been tested. 

As a result, some physicians are reluctant to prescribe much-needed therapies to children. 
Physicians report that they have denied children important new drugs because, in the 
absence of adequate testing and labeling, they would have to guess at an appropriate 
dosage, and they do not want to take that risk. 

In some cases, guessing can be extremely dangerous. One example of the possible harm is 
the case of "gray baby syndrome" where a number of babies died from chloramphemcol, 
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 ACHIEVE 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 United States and over 50 percent of drugs 
widely used in children still do not have a adequate pediatric labeling, FDA has concluded 
that this new rule is necessary to ensure that children get the protection they need. 

Q: GIVEN THAT THE DRAFT FDA REFORM LEGISLATION, PENDING IN 
CONGRESS, CONTAINS FINANCIAL INCENTIVES TO ENCOURAGE 
VOLUNTARY COMPLIANCE, WHY IS THIS 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/Dewine legislation has the potential to 
complement the regulation the President is unveiling today, but it is not a replacement for 
it. 
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Q: DO YOU SUPPORT THE DODD LEGISLATION AS CURRENTLY DRAFTED 
AS A COMPONENT OF THIS EFFORT? 

A: 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 
ofthe ramifications of overlaying the important regulation the President is announcing 
today. 

Q: HAVE CHILDREN BEEN AT RISK IN THE PAST? 

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

A: FDA anticipates that this will impact about 12 new drugs each year. The agency will also 
review drugs already on the market to determine which ones should have pediatric studies 
FDA will work as quickly as possible to ensure that in a few years the drugs most 
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? 
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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. 

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

A: We believe that, in some cases, the infonnation already exists and the drug companies 
merely need to analyze and compile it. In these cases, the 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 will be less than 1% ofthe 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 will rely on other legal 
and financial remedies to ensure that companies comply as soon as possible. 

Q: WHEN W I L L THIS REGULATION GO INTO EFFECT? 
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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. 

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

A: FDA can go to court and ask the court to order the company to comply with the 
regulations. I f the company does not comply, the court can impose penalties. 
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Every year Americans purchase five billi in over-the-counter drugs for a wide variety of ailments-from 
aches and pains to skin rashes and acne tt cough and Isolds. These are drugs that don't need a doctor's 
prescription and require the consumer to make [their own judgements about what drug to take, how to 
take it, and whether to give it to their children.: In such cases having the necessary information to make 
the right choice is not just important, it's critical. 

Until now, information on the 100,000 OTC driug labels-about directions for use, warnings, advice on 
when to consult a doctor or pharmacist- has Usually heen in small type, run together and hard to read 
and understand. 

i 

Today we are changing that. The new regulati ms thaf are being published this week will reinvent the 
OTC drug label by giving consumers a clear, ojrderly.iunderstandable set of information that will give 
them the information they need to make the right choices for their health care. 

Why is this necessary? First, although OTC dhigs ar̂  generally very safe, each year 170,000 Americans 
are admitted to the hospital because they have been iijjured by misuse of an OTC drug. The health care 
cost alone of this is three-quarters of a billion dollars./ We know that many, many of these injuries could 
have been avoided if the consumers had been given tie proper information on how to take the drug and 
warnings about possible risks from that product. j 

Second, many of our elderly citizens cannot easily rê d the small, run-together type in the current label. 
This new label will remedy that by ensuring Itirger, better spaced infonnation 

Third, it's important that people pick the right1 producjt for their condition. With this label, consumers 
will better recognize which drug will treat their ailment, make the right choice, and receive the benefit 
the want and the drug is intended for. 

And lastly, no longer will we as consumers bdleft standing forever in the drug stores or supermarket line 
trying to wade through the jumble of data that is in t̂ e current label. Graphic design experts have 
donated their time and talent to help us design a label that will contain the best principles of modern 
design. Consumers will see infonnation laid but in the most readable form, and it will always be in the 
same place. As this label become more familiar, we jwill be able to travel through it faster and with 
greater comprehension. i 

This label will deal with real problems that A<nericarts confront every day, sometimes tragically. For 
example, a few months ago ABC News ran a story about 14 month old Sophie Regosin-Hodges, whose 
parents gave her a "children's" pain reliever. Sophie's parents didn't know that the "children's" product 
was different from the "infant" version, and Sophie was injured to the point that she has had to undergo a 
partial liver transplant. Our new label will mike it easier to identify subtle differences like this. 

Now, we're doing this fbr the clear and compelling public health reasons I've stated. But we're also 
trying to make government and its activities more transparent to the public that pays the freight and uses 
the services. This label will cut through the gpbbleyfcook and give our citizens a clear, readable 
translation of information that can often be confusing. You may recall that we did this for the food label 
early in this Administratrion, and that label has sincej been recognized as a major advance in consumer 
understanding of how to build a better diet. 



New Standard Labeling Format Existing Label 

Drug Facts 
Active ingredient Purpose 
(in each tablet) 
Calcium carbonate 500 mg ..Antacid 

U s e relieves: 
• sour stomach 
• acid indigestion 
• heartburn 

ugset stomach due lo these symptoms 

Warnings 
Ask a doctor or pharmacist before use 
If you are taking a prescription drug. 
Antacids may interact with certain 
prescription drugs. 

Stop use and ask a doctor If symptoms 
last more than 2 weeks 
Keep out of reach of children 

Directions 
chew 2 to 4 tablets. Repeat hourly if 
symptoms return. 
do not take more than 16 tablets m 24 
hours or use the maximum dosage more 
than 2 weeks 

Other information 
each tablet contains: calcium 200 mg 

1 nactive ingredients cornstarch, 
neral oil, sucrose, talc 

TUMS E-X to last rshsl ot HcH inQigesuon. hitanbjrn. »our jlomaai 
and tn* uptai ilomacn assooaiM with ttiwt sjmpioms. NMJIHIIZH 
EICMS Stomach Acid - Go*> u wak in MCOTYU IO give tost, sols reief 
Noo-Native, non-consiipaiing. For Antacid Rallaf - CMractkins: 
Chtw 2-4 uueis a) lymoioni occut. Rapaai rwjrly il eympiomj s»\ui n. 
or as 4i»c»W Dr a pfiysoan."ACTIVE IMGHEDIEHT: EtlsCalV a 
fegiSKfM tradamark Ol SirnMlin* Baacfwn Ccruumer Hullhcars. i» a 
retmM Iwm ol calcium caiOonan, 750 mg par taBil. INACTIVE 
INGREDIENTS: Adpic ted. FD1C Blua 1. D1C Rafl 27.0SC Red X. 
D1C Ydo* 10. FD1C Yaltow 6. Flavor*. Hneraf Ol. SoOium PolypnoipTuis 
Starcn. Suaose, \X WARNINGS: Do nol uXe mori than 10 lotfeis in 3 24 
hoof period or UM IT* maiimumcJosage ol inu produCI lot more inan two 
maekj. eiceoi undet lha advee ano wpervision ol a pfiysioa^ ll aympioms 
persist W Nto •aahj. itep Lang n t produa and ww a pnytioan. DRUG 
INTE RiCTION PRECAUTION: Antaads mar 'nietact with car lain ptaacripnon 
drugs. 11 rou ara ptajartlr taking a piasaipuon drug, do not taKa this produci 
wuhoji cnaOong wiffi jour prtysiaa/i ot otnet naaim proiaaonal. Keep this 
and all drugs out ol me raach ol cftildren SAFETY SEALED • Do not use il 
pnnted inn* seal baneath cap is musing or boKea. 

IMPORTANT DIETARY INFORMAUON 
SODIUM FREE-Each laUal WTLUM more ir^in 3 mg ol soo^rr, ana is 
considered to be dieteiicalty sodium iiee. AS A SOURCE OF EXTRA CALCIUM 
• Dlreclloni Che* 2-3 lablsis adet maais ot as duecied Dy a pnysician. The liC 
mg ol cataum catOonais in each tablet provce 3W mg ol eiemenial calaum 
•mlai is 30% ol ine adull U S RDA tot calciurr. Foot tablets provue 1 Z-f. ol ihe 
oa]^ cakriutn needs lor adulls. When used as a calOum Bupplemeni. do noi 
a.ceed 10 tableis pet day Importenl- it jrou aie using Turns as Don an antacd and 
a cataum jupcJefrani. do not eicead tne 10 laUei mimmum daJy dose (sea 
Warnings above) Avod stoiing al h^h lempatalure (graaier than 100° F). 
Comments or questions? Call loll-lree l-BOO-iK-mwaakdays 

1 2 3 4 5 6 7 8 9 » 



OTC Drug Companies 

Nonprescripiton Drug 
Manufacturers Association (NDMA) 
Warner Lambert 
Bausch Sc Lomb 
Procter & Gamble* 
Novartis 
Schering-Plough 
Merck 
Private Label Manufacturers Assn. 
Pfizer 
Bayer 

James D. Cope (Pres.) 
Hans F. Knapp 
Kim S. DeVitto 
Christine H. Moorman 
Vincent De Stefano 
Ronald J. Garutti (VP) 
Edwin L. Hemwall (VP) 
Brian Sharoff (Pres) 
Stephen Cristo 
John Tomaszewski 

* P&G also raised serious concerns with the cosmetic requirements 

Cosmetics 

Cosmetic, Toiletry, and Fragrance Assn. 
Helene Curtis 

Estee Lauder (represented by Arent Fox) 

General 
American Medical Association 
American Dental Association 
Association of Food and Drug Officials 

Consumer 

Thomas J. Donegan (VP) 
Bruce V. Vamer 

P. John Seward 
Gary Rainwater (Pres) 
Dan S. Smyly (Pres) 

(202) 429-9260 
(201) 540-2000 
(716)338-6000 
(Mason, OH) 
(908) 598-7706 
(908) 604-1640 
(West Point, PA) 
(212) 972-3131 
(212) 573-7827 
(201)254-5000 

(202)331-1770 
(312) 661-0222 

(312) 464-5000 
(312) 440-2871 
(717) 757-2888 

National Consumers League Linda Golodner (Pres) 
National Women's Health Resource Center Amy Niles 
Consumer Helath Information Corp. Dorothy L. Smith (Pres) 

Kids 

American Academy of Pediatrics 

Elderly 

AARP 

Pharmacists 

(202)835-3323 
(202) 293-6045 
(703) 734-0650 

Robert E. Hannemann (Pres) (202) 347-8600 

Martin A. Corry (202) 434-2277 

American Pharmaceutical Assn. 
National Community Pharmacists Assn. 
National Assn. of Chain Drug Stores 

John A. Gans (Exec. VP) (202) 628-4410 
Calvin Anthony (Exec. VP) (703) 683-8200 
S. Lawrence Kocot (703) 549-3001 

TOTAL P.02 



DRAFT DRAFT DRAFT DRAFT DRAFT DRAFT DRAFT 

P99-XX 
FOR IMMEDIATE RELEASE 
March XX, 1999 

FOOD AND DRUG ADMINISTRATION 
Print Media: 301-827-6242 
Broadcast Media: 301-827-3434 
Consumer Inquiries: 888-Info-FDA 

NONPRESCRIPTION DRUGS TO GET NEW, EASY-TO-UNDERSTAND LABELS 

To help consumers make informed decisions about the 

medications they use and give t h e i r f a m i l i e s , Vice President A l 

Gore and Health and Human Services Secretary Donna E. Shalala 

announced today a f i n a l FDA r e g u l a t i o n t o provide new, easy-to-

understand l a b e l i n g on n o n p r e s c r i p t i o n drugs. 

The r e g u l a t i o n c a l l s f o r a standardized format t h a t w i l l 

improve the l a b e l i n g on drugs Americans use most--

no n p r e s c r i p t i o n , or over-the-counter (OTC) drugs. By c l e a r l y 

showing a drug's i n g r e d i e n t s , dose and warnings, the new l a b e l i n g 

w i l l make i t easier f o r consumers t o understand i n f o r m a t i o n about 

a drug's b e n e f i t s and r i s k s and about the proper use of the drug. 

"When a si c k c h i l d needs an over-the-counter medicine i n the 

middle of the n i g h t , parents shouldn't have t o st r u g g l e t o 

decipher the l a b e l , " said Secretary Shalala. "Written i n p l a i n 

language and presented i n a u s e r - f r i e n d l y format, the new l a b e l 

conveys e s s e n t i a l i n f o r m a t i o n f o r p a t i e n t s and consumers." 

FDA proposed i t s OTC l a b e l i n g r e g u l a t i o n i n February 1997. 

I t developed the new l a b e l format based on almost 2,000 comments 

from the proposed r e g u l a t i o n and through several years of agency 

work w i t h consumer and i n d u s t r y groups. The r u l e has been 

developed so t h a t a l l OTC drugs have l a b e l i n g t h a t i s easy-to-

read and understand. The new l a b e l i n g w i l l also provide 



consumers w i t h b e t t e r i n f o r m a t i o n f o r s e l e c t i n g the most 

appropriate OTC medication and understanding i t s b e n e f i t s and 

r i s k s . 

" A l l medicines have b e n e f i t s and side e f f e c t s , " s a i d Jane E. 

Henney, M.D., Commissioner of Food and Drugs. "The improved l a b e l 

w i l l make i t easier f o r p a t i e n t s and consumers t o s e l e c t the 

appropriate over-the-counter product, and i t w i l l help them use 

th a t product more e f f e c t i v e l y . " 

T i t l e d "Drug Facts," the new l a b e l i n g makes i t easier f o r 

consumers t o i d e n t i f y a c t i v e i n g r e d i e n t s , which w i l l be l i s t e d at 

the top, followed by uses, warnings, d i r e c t i o n s and i n a c t i v e 

i n g r e d i e n t s . FDA recommends t h a t drug manufacturers include a 

phone number f o r consumers t o c a l l f o r more i n f o r m a t i o n or f o r 

answers t o t h e i r questions. The requirement f o r l i s t i n g i n a c t i v e 

i n g r e d i e n t s w i l l allow consumers t o s e l e c t products t h a t do not 

contain i n g r e d i e n t s t o which they are a l l e r g i c . The r u l e also 

sets minimum type sizes and other graphic features f o r the 

standardized format, i n c l u d i n g options f o r modifying the format 

f o r various package sizes and shapes. 

FDA has developed a p u b l i c education campaign t o help 

consumers understand how the new l a b e l s can be used t o l e a r n more 

about OTC medications. This educational campaign w i l l include 

p r i n t and r a d i o p u b l i c service announcements, consumer brochures, 

point-of-purchase posters and other e x h i b i t m a t e r i a l s . FDA w i l l 

also work i n p a r t n e r s h i p w i t h n a t i o n a l h e a l t h and p r o f e s s i o n a l 

organizations such as the Nonprescription Drug Manufacturers 

Association t o disseminate t h i s i n f o r m a t i o n across a wide range 



of education networks. 

I n many cases, OTC drugs w i t h the new l a b e l i n g w i l l begin 

appearing on the shelves w i t h i n the next two years. A l l OTC 

drugs w i l l be r e q u i r e d t o adopt the new l a b e l i n g w i t h i n the next 

s i x years. 

#### 
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OTC Labeling 
Os& As 

1. What is FDA announcing today? 
FDA has f i n a l i z e d i t s r e g u l a t i o n t o r e q u i r e n o n p r e s c r i p t i o n drugs 
to c a r r y c l e a r , simple and readable l a b e l i n g . This a c t i o n also 
w i l l make i t easier f o r consumers t o understand i n f o r m a t i o n about 
products' b e n e f i t s and r i s k s and how the drugs should be used 
most e f f e c t i v e l y . I t w i l l also help ensure t h a t consumers se l e c t 
the r i g h t product t o meet t h e i r needs. The new format w i l l 
enable consumers t o r e a d i l y and e a s i l y determine whether a 
product contains i n g r e d i e n t s t h a t they need or do not need or 
should not take. I t w i l l also make i t easier f o r consumers t o 
compare s i m i l a r products t o determine which product contains the 
ing r e d i e n t s t h a t are r i g h t f o r them based on t h e i r symptoms and 
personal h e a l t h s i t u a t i o n . 

2. When w i l l consumers s t a r t to see the new labels? 
For many products, the new l a b e l i n g w i l l appear on products 
w i t h i n the next 2 years. OTC drug products t h a t have sales of 
less than $25,000 per year w i l l receive a sp e c i a l one-year 
extension. Certain OTC drug products are not req u i r e d t o use the 
new format f o r 6 years, although manufacturers of these products 
are encouraged t o adopt the new l a b e l i n g sooner. 

3. I s this the f i n a l i t e r a t i o n of the new labeling design or 
w i l l FDA change i t s mind and require a different format in five 
years? 
FDA has spent the past 10 years developing the best approach t o 
cle a r , simple, readable OTC drug l a b e l i n g - - a goal we bel i e v e w i l l 
be achieved through t h i s r e g u l a t i o n . This approach was developed 
w i t h s u b s t a n t i a l input from consumers, i n d u s t r y , h e a l t h 
p r o f e s s i o n a l s , and others. However, while FDA believes t h i s 
r e g u l a t i o n i s comprehensive, we would not ignore suggestions from 
i n d u s t r y , h e a l t h p r o f e s s i o n a l s , or consumer groups t h a t o f f e r 
improvement t o the r e g u l a t i o n . 

4. Why didn't FDA require a larger type s i z e on labeling? 
FDA researched t h i s issue very c a r e f u l l y , balancing the need f o r 
the r e q u i r e d i n f o r m a t i o n t o f i t on various package sizes and the 
need t o ensure t h a t the req u i r e d i n f o r m a t i o n i s prominent and 
readable. FDA considered the comments received on the proposal 
and reviewed l i t e r a t u r e studies t h a t demonstrated how important 
type size i s i n ev a l u a t i n g r e a d a b i l i t y . S i x - p o i n t type size f o r 
the t e x t i s considered the minimum acceptable given other 
l a b e l i n g g r a p h i c a l featur e s . Manufacturers can use a l a r g e r 
type size and are encouraged t o do so. 



5. What about the elderly? Will they be able to read the new 
labeling? 
I t ' s q u i t e t r u e t h a t the e l d e r l y have had d i f f i c u l t y reading OTC 
drug l a b e l i n g i n the past. FDA reviewed several studies t h a t 
included e l d e r l y consumers. One study showed t h a t a 4.5-point 
minimum type size i s not readable, and another study presented 
i n f o r m a t i o n t h a t 6.7-point i s a r e a d a b i l i t y t h r e s h o l d f o r persons 
over age 60 years. Recognizing t h a t f a c t o r s other than type size 
can also enhance r e a d a b i l i t y and t h a t there are space c o n s t r a i n t s 
f o r l a b e l i n g on drug packages, the agency chose t o r e q u i r e a 
minimum type size of 6 p o i n t along w i t h other graphic l a b e l i n g 
features designed t o enhance r e a d a b i l i t y . 

6. Can manufacturers be exempted from t h i s rule i f their 
packages are very small? 
While an exemption process i s a v a i l a b l e f o r unusual 
circumstances, FDA believes i t has developed a r u l e t h a t takes 
i n t o account the needs of the v a r i e t y of marketed OTC drug 
products and t h a t i t w i l l be q u i t e rare f o r a product t o be 
unable t o comply w i t h the various m o d i f i c a t i o n s allowed i n t h i s 
r e g u l a t i o n . 

7. How much w i l l t h i s cost industry? 
The agency has c a l c u l a t e d t h a t t h i s f i n a l r u l e w i l l cost i n d u s t r y 
about $58 m i l l i o n . This cost estimate takes i n t o account the 
two-year phase-in p e r i o d and the a d d i t i o n a l one year extension 
f o r OTC drug products having sales of less than $25,000 per year. 
Some manufacturers may have t o modify the l a b e l i n g or packaging 

to accommodate the new format. 

8. Will consumers see an increased cost of OTC drugs as a r e s u l t 
of t h i s f i n a l rule? 
Because most OTC drug product l a b e l i n g i s r o u t i n e l y updated and 
r e p r i n t e d every few years, the two year implementation p e r i o d 
( w i t h one year extension f o r low volume products) s u b s t a n t i a l l y 
reduces the o v e r a l l cost impact. So, FDA does not expect t h i s 
i n i t i a t i v e t o a f f e c t r e t a i l drug p r i c e s . However, FDA also does 
not regulate OTC drug product p r i c i n g . 

9. Did consumers and industry a s s i s t FDA i n developing thi s f i n a l 
rule? 
FDA received s u b s t a n t i a l input from consumers, i n d u s t r y , h e a l t h 
p r o f e s s i o n a l s , and other experts i n developing the format and the 
p r o v i s i o n s i n t h i s r u l e . The agency received over 1,800 comments 
to the proposed r u l e , held several p u b l i c meetings, conducted 
consumer research, and met w i t h many i n t e r e s t e d p a r t i e s t o o b t a i n 
t h e i r input i n t h i s i n i t i a t i v e . 

10. Does the f i n a l rule include cosmetic products that contain 
drug ingredients, such as sunscreens? 
"Drug-cosmetic" OTC products are included i n the f i n a l r u l e . 
These products contain drug i n g r e d i e n t s and are marketed f o r both 
drug and cosmetic uses. Drug-cosmetic products have s p e c i f i c 
warnings and/or d i r e c t i o n s t h a t consumers need t o know so they 



can use these products e f f e c t i v e l y and w i t h less r i s k . 

11. How w i l l FDA evaluate the success of t h i s new i n i t i a t i v e ? 
At t h i s time, FDA does not have a formal plan f o r e v a l u a t i n g the 
success of t h i s i n i t i a t i v e . I t has, however, planned a 
comprehensive p u b l i c i n f o r m a t i o n campaign as consumers begin t o 
see the new l a b e l i n g appear on products. FDA r o u t i n e l y i n t e r a c t s 
w i t h i n d u s t r y and consumer groups such t h a t i t can i n f o r m a l l y 
assess how w e l l the new l a b e l i n g i s working and how i n d u s t r y i s 
responding t o t h i s i n i t i a t i v e . I f , from t h a t i n t e r a c t i o n , FDA 
saw the need t o use more formal e v a l u a t i v e t o o l s , i t would do so. 

12. Will drug companies need FDA approval of thei r new labeling 
prior to marketing? 
I n most cases no p r i o r approval w i l l be necessary. The f i n a l r u l e 
provides f o r s i m p l i f i e d , interchangeable terms so the re q u i r e d 
i n f o r m a t i o n can f i t i n t o the new format. Manufacturers w i l l be 
per m i t t e d t o drop c e r t a i n words or phrases without p r i o r approval 
as long as such changes do not a l t e r the meaning of the 
in f o r m a t i o n . I f there i s a question, manufacturers are 
encouraged t o discuss i t w i t h the agency. 

13. What does industry think of t h i s reg? 
FDA cannot speak f o r the pharmaceutical i n d u s t r y , but we can say 
th a t we have appreciated t h e i r c o n t r i b u t i o n s and support i n 
f i n a l i z i n g t h i s i n i t i a t i v e . We also note t h a t the comments we 
received on the proposed r u l e were p o s i t i v e and on balance very 
supportive of the agency?s e f f o r t t o adopt a standardized, easy-
to-read format f o r OTC drug l a b e l i n g . The i n d u s t r y should provide 
i t s own r e a c t i o n t o t h i s f i n a l r u l e , however. 

14. How i s FDA going to enforce t h i s new f i n a l rule? 
A drug t h a t r e q u i r e s , yet lacks, t h i s new l a b e l i n g a f t e r i t s 
required implementation p e r i o d would be considered misbranded and 
subject t o the same enforcement approach t h a t FDA can take w i t h 
other misbranded drugs, i n c l u d i n g warnings, product seizures, and 
i n j u n c t i o n s . FDA, however, expects t o work c l o s e l y w i t h the 
i n d u s t r y t o ensure a cooperative, broad-based t r a n s i t i o n t o the 
new l a b e l i n g format. 

15. Aren't some drug companies already improving the i r labeling? 
Why couldn't th i s be a voluntary effort? I t would seem that 
manufacturers would be forced by the marketplace to improve their 
labeling on thei r own because the trend has already started. 
For several years the agency has encouraged manufacturers t o 
v o l u n t a r i l y make t h e i r OTC drug l a b e l i n g easier t o read. 
Although some progress has been made, most of the product 
l a b e l i n g on the shelves s t i l l i s d i f f i c u l t t o read and uses type 
sizes t h a t are bare l y l e g i b l e . This i n i t i a t i v e also f a c i l i t a t e s 
easier t o understand language, which manufacturers could not have 
done on there own without a change i n the r e g u l a t i o n s . 

16. How does thi s f i n a l rule a f f e c t homeopathic drugs and dietary 
supplements since they also are sold over the counter? 



Homeopathic drug products are subject t o the same l a b e l i n g 
p r o v i s i o n s of the Food, Drug, and Cosmetic Act as other drug 
products. However, i f these products are labeled i n accordance 
w i t h the e x i s t i n g Compliance P o l i c y Guide f o r homeopathic 
products, o r d i n a r i l y , they w i l l not be recommended f o r r e g u l a t o r y 
a c t i o n . D i e t a r y supplements must be labeled i n accordance w i t h 
the d i e t a r y supplement r e g u l a t i o n i n 21 CFR Part 101. 

17. How many drugs w i l l be affected by t h i s new regulation? 
I t i s estimated t h a t about 100,000 OTC drug products are on the 
market today. A l l OTC drug products are covered by t h i s f i n a l 
r u l e . 

18. Was the new format tested with r e a l consumers? How do you 
know that the new labeling w i l l be effective? 
The agency d i d conduct research on the r e v i s e d format compared t o 
e x i s t i n g l a b e l i n g and on various g r a p h i c a l features of OTC 
l a b e l i n g formats. This research focused on consumer 
comprehension of the i n f o r m a t i o n from the revised format, 
compared t o e x i s t i n g l a b e l i n g , and examined consumer preferences. 
The new l a b e l i n g i s more e f f e c t i v e because i t was found t o be 
g r e a t l y p r e f e r r e d by, and more e a s i l y understood by consumers i n 
these study groups. 

19. S p e c i f i c a l l y , in simple terms what w i l l the new format look 
l i k e ? 
The new format w i l l have standardized headings and subheadings 
using terms t h a t w i l l be more f a m i l i a r t o consumers. For example, 
the new l a b e l i n g w i l l r e f e r t o "uses" instead of " i n d i c a t i o n s " a n d 
i t w i l l no longer use the terms "precautions" or 
" c o n t r a i n d i c a t i o n s " . I t w i l l also r e q u i r e the i n f o r m a t i o n t o 
appear i n a standardized order, described below: 

"Drug Facts" - t i t l e 
"Active i n g r e d i e n t ( s ) " - i n c l u d i n g amount i n each 

dosage u n i t 
"Purpose" - pharmacologic class or a c t i o n 
"Use(s)" - i n d i c a t i o n s 
"Warnings" 

"Do not use" - absolute c o n t r a i n d i c a t i o n s , when 
the product should not be used under any 
circumstances 
"Ask a doctor before use i f you have" - warnings 
for persons with certain preexisting conditions 
and for persons experiencing certain symptoms 
"Ask a doctor or pharmacist before use i f you are" 
- drug/drug and drug/food interactions 
"When using t h i s product" - side effects that 
could occur and substances or a c t i v i t i e s to avoid 
"Stop use and ask a doctor i f " - signs of t o x i c i t y 
and other serious reactions that would require 
consumers to stop using the product immediately. 
Pregnancy/breast-feeding warning 
Keep out of reach of children/Accidental overdose 

warnings 



"Directions" 
"Other infonnation" 
"Inactive ingredients" 
"Questions?" ( o p t i o n a l ) - f o l l owed by telephone number 

The f i n a l r u l e also requires c e r t a i n g r a p h i c a l features 
i n c l u d i n g : 

• Minimum type s i z e 
T i t l e = at l e a s t 14 p o i n t or 6 p o i n t l a r g e r 
than headings 
Headings = at l e a s t 8 pt or 2 p o i n t s l a r g e r 
than t e x t 
Text and subheadings = at l e a s t 6 pt 

• Easy-to-read sans s e r i f type s t y l e 
• Left j u s t i f i e d text 
• Leading - at l e a s t o p t (minimum space between 

l i n e s ) 
• Kerning - l e t t e r s cannot touch 
• Clearly marked sections with h a i r l i n e s between 

sections 
• Bold l i n e surrounding "Drug Facts" information 
• Upper and lower case l e t t e r s only - no a l l caps 
• B u l l e t s - square, 5 pt type 
• D i r e c t i o n s t a b l e - i f three or more categories 
• Other g r a p h i c a l h i g h l i g h t s - c o n t r a s t , white space, 

etc . 
• There are also s p e c i a l p r o v i s i o n s which allow m o d i f i c a t i o n s 

when the i n f o r m a t i o n does not f i t on small or unusually shaped 
packages: 

• These exemptions may be used i f 60% of a v a i l a b l e l a b e l i n g 
space i s i n s u f f i c i e n t t o bear re q u i r e d l a b e l i n g i n f o r m a t i o n . 

• "Drug Facts" may be i n a type size l a r g e r than a l l other p r i n t 
on the Drug Facts panel, instead of minimum 14 p t . 

• I f more than one b u l l e t e d statement i s on a l i n e , the second 
b u l l e t may s t a r t on. one l i n e and continue t o the next l i n e . 

• Uses s h a l l be minimum r e q u i r e d uses i n the monograph. 
• Any s i n g l e , c l e a r , sans s e r i f , easy-to-read, 6-point type 

s t y l e no more than 39 characters per inch may be used f o r the 
t e x t . 

• Surrounding box may be omitted i f i n f o r m a t i o n i s o f f s e t using 
c o l o r c o n t r a s t . 
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Abstract 
OBJECTIVE: To examine the self-reported use of over-the-counter 
(OTC) medications and the factors associated with OTC use in a 
rural older population. DESIGN: A cross-sectional study of an 
age-stratified random community sample. SETTING: The 
mid-Monongahela Valley, a rural area of Southwestern 
Pennsylvania. PARTICIPANTS: A total of 1059 older individuals 
with a mean age of 74.5 (+/- 5.5) years, 96.9% of whom were white 
and 57.3% of whom were women. MEASUREMENTS: 
Self-reported over-the-counter drug use and demographic 
information, and information about prescription drug use and recent 
use of health services. RESULTS: The majority (&2JWo) of the 
sample were taking at least one OTC medication-\^79jo reported 
taking five or more OTCs. Women took significantlyrnore OTCs 
than did men (P < .001). Individuals with more education took 
significantly more OTCs than those who had less (P = .018). The 
OTC category used most commonly was analgesics (66.3% 
overall), followed by vitamin and mineral supplements (38.1%)), 
antacids (27.9%), and laxatives (9.7%). The use of analgesics 
decreased significantly (P = .018) with increasing age, whereas the 
use of laxatives increased significantly (P < .001). Women were 
more likely than men to be using each of these four major OTC 
groups. Unlike the associations with prescription drug use we 
reported previously in the same population, there were no 
significant associations for overall OTC use with age or with the 
use of health services. However, although vitamin use (as an 
example of an OTC drug taken for "preventive" purposes) was not 
associated with health services use, the use of laxatives (as an 
example of a "curative" OTC) was significantly associated (P < or = 
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.002) with a greater number of physician visits, emergency room 
visits, hospitalizations during the past 6 months, home health care 
service utilization, and number of prescription medications. 
CONCLUSIONS: A substantial proportion of our older sample 
reported using a variety of over-the-counter drugs. Analgesics and 
vitamin/mineral supplements were the most frequently used 
categories. Women and those with more education were taking 
more OTC drugs. OTC use was not related to age, but the use of 
analgesics decreased with age while laxative use increased with age. 
Unlike prescription drug use, overall OTC drug use was not 
associated with health services utilization. 
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