
- 



* 

" Minutes of Meeting Page 2 

rules for these drug categories that will request changes in 
the proposed pediatric dosing schedule to provide consistency 
among the rulemakings. 

Dr. Temple explained that to achieve a consistent approach to 
pediatric dosing of OTC drug products in the marketplace and in 
the agency's rulemakings, the dosage schedules should provide 
(I) relatively fixed dosage forms, (2) sufficient flexibility 
in the dosage schedules by basing the schedules on weight and 
age, (3) the ability to correlate dosing with a greater 
subdivision of standard age breaks, and (4) ease of physician 
and consumer use. He pointed out that there are significant 
differences between the pediatric dosing schedules recommended 
by the Advisory Review Panel on OTC Internal Analgesic and 
Antirheumatic Drug Products for internal analgesics and the 
agency's pediatric dosing schedules for cough-cold drug 
products such as antihistamines and nasal decongestants. The 
children's dosages for antitussives, nasal decongestants, and 
antihistamines provide two age ranges for children under 12 
years of age (6 to under 12 years and 2 to under 6 years with 
professional labeling only for the use of antihistamines in the 
under 6 age group) whereas the children's dosages for internal 
analgesics provide five shorter age ranges for children under 
12 years of age (11 to under 12 years, 9 to under 11 years, 6 
to under 9 years, 4 to under 6 years, and 2 to under 4 years). 
McNeil believes that the pediatric dosage schedule for internal 
analgesics is better than the dosage schedules for cough-cold 
drug products because the internal analgesic dosage schedule 
correlates more closely with the practice of basing children's 
dosages on body weight. Dr. Temple stated that the use of body 
weight is widely accepted by pediatricians as a preferred 
method of determining drug dosages for children. In addition, 
it is well recognized that variations in weight have a 
significant impact on appropriate dosage levels for different 
individuals, and that body weight varies significantly with age 
for children between the ages of 2 and 12 years because this is 
a period of rapid growth. Therefore, it is appropriate to have 
a greater subdivision of age ranges in the recommended dosages 
for the 2 to 12 year age group so that the dosages correspond 
better to body weight variations due to rapid grotith. 

Dr. Temple proposed that a standard pediatric dosing unit be 
established based on both weight and age considerations and 
suggested that a good standard pediatric dosing unit would be 
one-eighth of the adult dose. This standard pediatric dosing 
unit would correlate with 6-pound increments as a child grows 
and could be used with the 50th percentile weights for age 
ranges to produce the following dosing increments for the 
given age and weight ranges: 
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A q e  R a n g e  

4  to  1 1  m o n ths  
1  to  u n d e r  2  years  
2  to  u n d e r  4  years  
4  to  u n d e r  6  years  
6  to  u n d e r  9  years  
9  to  u n d e r  1 1  years  
1 1  to  u n d e r  1 2  years  

W e igh t r a n g e  

1 2 - 1 7  lbs. 1  
1 8 - 2 3  lbs. 1 .5  
2 4 - 3 5  lbs,. 2  
3 6 - 4 7  lbs. 3  
4 8 - 5 9  lbs. 4  
6 0 - 7 1  lbs. 5  
7 2 - 9 5  lbs. 6  

P a g e  3  

App rop r i a te  N u m b e r  o f Dos ing  U n its 
(1  dos ing  un i t =  l/8  adu l t dose }  

1 2  years  a n d  over  9 6  +  over  lbs. 8  

Dr . T e m p l e  po i n te d  o u t th a t app ly ing  th e  a b o v e  dos ing  schedu le  
to  O T C  d r u g  p roduc ts w o u ld  n o t resu l t in  doses  th a t exceed  th e  
cur ren tly p r o p o s e d  doses  fo r  in te rna l  ana lges ics  w h e r e  toxicity 
is a  rea l  conce rn , a n d  ye t w o u ld  p reven t u n d e r d o s i n g  o f o lde r  
ch i ld ren  a t th e  to p  e n d  o f th e  cough-co ld  dos ing  a g e  r a n g e  o f 6  
to  u n d e r  1 2  years . I? e  a d d e d  th a t O T C  d r u g  labe l ing  shou ld  
cons ider  th e  n e e d s  o f ch i ld ren  w h o  a re  in  th e  te n th  o r  
n i ne tie th  pe rcen tile  r anges  fo r  w e igh t by  inc lud ing  w e igh t 
r anges  in  add i tio n  to  a g e  ranges  fo r  dos ing . 

Dr . D o n a h o e  o f F D A  sa id  th a t McNe i l 's bas ic  p remise  th a t 
p e d i a tric doses  fo r  cough-co ld  d rugs  shou ld  b e  m o r e  c losely  
re la te d  to  w e igh t-b a s e d  a n d  age - re la te d  p a r a m e ters  is s o u n d : 
h o w e v e r , w e  still n e e d  to  b e  su re  th a t th e  doses  a re  
e ffec tive . For  e x a m p l e , in  th e  case  o f th e  a n tituss ive 
dex tro m e th o r p h a n  th e  d a ta  to  suppo r t rev is ing ch i ld ren 's 
d o s a g e s  is scan t. Dr , T e m p l e  rep l ied  th a t n o t m u c h  d a ta  a re  
ava i lab le  fo r  m a n y  O T C  d r u g  p roduc ts, b u t th a t th e  bas ic  
p remise  o f McNe i l 's r eques t to  rev ise th e  p e d i a tric d o s a g e  
schedu les  still app l ies  a n d  w o u ld  m a k e  p e d i a tric dos ing  
cons is te n t in  th e  marke tp lace . . 

D r . T e m p l e  th e n  p resen te d  s o m e  d a ta  fro m  a  survey o f 2 0 0  
p e d i a tricians  conce rn ing  the i r  use  in  ch i ld ren  o f O T C  
cough-co ld  a n d  in te rna l  ana lges ic  d r u g  p roduc ts as  w e ll as  
the i r  p re fe rences  fo r  th e  p e d i a tric l abe l ing  o f th e s e  d r u g  
p roduc ts. W h e n  asked  w h e the r  they  r e c o m m e n d  th e  use  o f th e s e  
p roduc ts in  ch i ld ren  in  th e  a g e  ranges  o f 2  to  5  years  a n d  6  to  
1 4  years , over  9 0  pe rcen t sa id ,th a t they  d id  r e c o m m e n d  use  in  
b o th  a g e  ranges  w ith  th e  excep tio n  o f asp i r in  ( 51  pe rcen t in  
favor  o f use  in  th e  2  to  5  year  g r o u p  a n d  6 0  pe rcen t in  favor  
o f use  in  th e  6  to  1 4  year  g roup ) . R e s p o n s e s  to  h o w  th e  
p e d i a tricians  d e te rm ine  th e  d o s e  o f cough-co ld  o r  in te rna l  
ana lges ic  d rugs  fo r  ch i ld ren  var ied  w ide ly  fro m  us ing  th e  
"Phys ic ian 's Desk  R e fe rence"*  ( P D R )  o r  o the r  p e d i a tric h a n d b o o k s  
to  pe rsona l  expe r ience  in  us ing  th e  d rugs  in  ch i ld ren . Dr . 
T e m p l e  po i n te d  o u t th a t th e s e  w ide  var ia tions  in  d e te rm in ing  
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p e d i a tric doses  l ead  to  incons is te n t dos ing  o f ch i ld ren . 
A lth o u g h  th e  p r o p o s e d  O T C  d r u g  labe l ing  p rov ides  a  bas is  fo r  
cons is tency  in  dos ing  fo r  ch i ld ren  6  years  o f a g e  a n d  over  
dos ing .fo r  ch i ld ren  u n d e r  6  years  is less cons is te n t if th l  O T C  
labe l ing , e .g ., th e  p r o p o s e d  a n tih is ta m ine  labe l ing , d o e s  n o t 
p rov ide  d o s a g e s  fo r  ch i ld ren  in  th is  a g e  g r o u p . W h e n  asked  
w h a t dos ing  p a r a m e ters , i.e ., a g e , w e igh t, a g e  a n d  w e igh t, b o d y  
sur face , o r  o the r  p a r a m e ter , th e .p e d i a tricians  w o u ld  p re fe r  in  
th e  labe l ing , o f O T C  d r u g  p roduc ts, th e  m a jority ( 61  to  6 3  
pe rcen t) sa id  th a t they  w o u ld  p re fe r  a g e  a n d  w e igh t dos ing  
p a r a m e ters  in  th e  O T C  labe l ing  o f a n tih i s= ines , a n tituss ives, 
nasa l  d e c o n g e s ta n ts, a n d  in te rna l  ana lges ics . T h e  survey 
revea led  th a t th e  m a jority ( 51  pe rcen t} o f th e  p e d i a tricians  
be l ieve  th a t p e d i a tric dos ing  in fo r m a tio n  fo r  ch i ld ren  u n d e r  2  
years  o f a g e  in  O T C  d r u g  labe l ing  w o u ld  b e  "very b e n e ficia l "  
a n d  a n  + d d itiona l  3 4  pe rcen t be l ieve  such  labe l ing  w o u ld  b e  
" s o m e w h a t b e n e ficia l ." M r. R a c h a n o w  asked  w h e the r  th e  survey 
s o u g h t in fo r m a tio n  as  to  w h e r e  th e  p e d i a tricians  w o u ld  p re fe r  
p e d i a tric dos ing  in fo r m a tio n , 
th e  P D R . Dr . 

e .g ., in  O T C  d r u g  labe l ing  o r  in  
T e m p l e  rep l ied  th a t a  spec i fic q u e s tio n  o n  

p re fe rence  o f th e  source  o f p e d i a tric dos ing  w a s  n o t i nc luded  
in  th e  survey. H o w e v e r , in  r esponse  to  a  q u e s tio n  conce rn ing  
th e  c o m for t leve l  o f i nc lud ing  p e d i a tric dos ing  in fo r m a tio n  in  
O T C  d r u g  labe l ing , 
leve l "  

m o s t p e d i a tricians  exp ressed  a  "h igh  c o m for t 
w ith  such  labe l ing . M r. R a c h a n o w  asked  if th e  survey 

h a d  d e te r m i n e d  h o w  p e d i a tricians  fee l  a b o u t p a r e n ts us ing  O T C  
d r u g  p roduc ts (spec i fical ly a n tih is ta m ines)  in  the i r  ch i ld ren  
a g e s  2  to  5  years  w ith o u t con tac tin g  a  doc to r  first. D r . 
T e m p l e  rep l ied  th a t McNe i l  d o e s n 't h a v e  any  in fo r m a tio n  o n  
th is , b u t th a t h e  be l ieves  it is b e tte r  to  h a v e  th e  in fo r m a tio n  
o n  th e  labe l  to  p rov ide  cons is tency  in  dos ing  e v e n  th o u g h  
p a r e n ts m a y  use  th e  p roduc t in  ch i ld ren  w ith o u t con tac tin g  a  
doc to r . 

Dr . T e m p l e  summar i zed  th e  fo l l ow ing  po in ts th a t McNe i l  is 
ask ing  F D A  to  cons ider : 

1 . T h e r e  shou ld  b e  a  g r e a te r  subd iv is ion  o f p e d i a tric 
dos ing  a g e  ranges  fo r  O T C  cough-co ld  p roduc ts th a n  th e  2  to  
u n d e r  6  years  a n d  th e  6  to  u n d e r  1 2  years  r anges  p r o p o s e d  
by  F D A , a n d  th a t th e  a g e  ranges  shou ld  b e  m o r e  cons is te n t 
w ith  th e  dos ing  a g e  ranges  fo r  O T C  in te rna l . ana lges ics . 

2 . B o d y  w e igh t shou ld  p lay  a  s ign i fica n t ro le  in  
d e te rm in ing  p e d i a tric d o s a g e s . 
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3. There is a need to provide more consistency in OTC 
pediatric dosage labeling. This can be accomplished by 
using McNeil's proposed standard pediatric dosing unit of 
one-eighth of the adult dose and age ranges based on 50th 
percentile weights to establish pediatric dosage schedules. 

4. There is not a good reason to exclude dosing 
information in OTC drug labeling for children under 6 years 
of age for antihistamines and for children under 2 years of 
age for antitussives, nasal decongestants, and internal 
analgesics. Although parents may use these drug products 
in young children without first contacting a doctor, McNeil 
believes that it is better to have consistent information 
available to the physician and to the parent in the 
labeling. This should reduce the possibility of 
inappropriate dosing in the younger age groups. 

Dr. Temple asked for feedback on what appropriate information 
concerning the above matters McNeil should include in its 
comments to the published rulemakings for OTC antihistamines 
and nasal decongestants. Agency staff gave Dr. Temple the 
following feedback: 

1. McNeil needs to present data demonstrating the safety 
of using OTC antihistamines in children under 6 years of 
age. OTC antihistamines are comprised of several drug 
classes that may be different with respect to the safety of 
use in children. Therefore, it would be appropriate to 
provide data for specific ingredients and/or classes of 
ingredients because differences in safety may support OTC 
use in the younger age group for some ingredients, but not 
for others. 

2. Because children under 6 years of age may be 
particularly vulnerable to adverse reactions and possible 
inadvertent overdosing, McNeil needs to strongly support 
the safety of any requested dosage revisions in this age 
group. 

3. Suggested sources of safety data included FDA adverse 
reaction reports and the open literature. Although safety 
data within recommended dosage ranges are particularly 
pertinent to supporting safe use of a drug in young 
children, some attention should be given to the seriousness 
of the effects of overdoses of the drugs in children. 
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4. McNeil should consider the need for requiring 
calibrated measuring devices in the packaging of products 
with labeling for use in young children. This will insure 
accurate dosing in an age group that may be particularly 
vulnerable to adverse effects due to inadvertent overdosing. 

5. McNeil should consider the impact of revised dosing 
schedules on combination drug products. 

6. McNeil should consider the need for and suggest 
appropriate additional labeling directions and warnings for 
antihistam ines that could address possible safety concerns 
when these drugs are used in children under 6 years of age. 

7. McNeil should seek the concurrence of organizations 
such as the American Academy of Pediatrics for its proposed 
pediatric dosing schedules. Working with PA may help 
manufacturers to develop consistent pediatric dosage 
schedules. 

8. Although weight-based and age-related pediatric dosage 
schedules are preferred in general, issues concerning the 
safety and effectiveness of particular ingredients at 
revised dosage levels cannot be ignored. 

M r. Rachanow suggested that McNeil submit comments on the above 
matters to the rulemakings for antihistam ine drug products and 
for nasal decongestant drug products before the May 1985 
closing date of the administrative records for these 
rulemakings. If all the necessary data and information are not 
ready for submission before the May 1985 closing date, the 
company can indicate its intention to submit further data 
during the l-year period provided for submitting data. 
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MCNEIL CfJNSJJMEA PRODUCTS COMPANY, CAMP HILL ROAD. FORT WASHLNGTON, PA 7 90%. [215) 233-7DD0 

February 6,'1985 

W illiam  E. G ilbertson, Pharm. D. 
Center for Drugs and Riologics . 
Food and Drug Administration * 
5600 F ishers Lane IiFN 210 
Rockville, Maryland 20857 

Re: Docket No. 76N-052CI 

Dear Dr.. G ilbertson: 

,:i<::. C_...... . . . . . . . . _ I-I-7.v.. ".. 

W e  intend to submit written comments to the above referrenced docket before 
May 15, 1985. Before oompleting these written comments, we would like to meet 
with -you .to discuss *he .content and ,format of our submission. MS- Ann Mustafa 
of your office has confirmed by %e lephone your intent to meet with us on 
Monday, Februam 25, 1985atlO:OO aam* 

The specific,ltems which--we-wish $0 discuss are L> pediatric dosage breakdowns . 
by -weight as well as by.age, 2) greater subdivision of dosing ranges (by both 
age and weight), and ~).consumer labeling for u&e by children under-6mars of 

age, -Attending thismeeting for McNeil Consumer Products f%XBPaW-~~ .be 
Craig 3. Bammes, .Di?ector, Begulatol-1 Affairs and Anthony R. Temple, M ID-, 
Medical Director, Pediatrics. 4 

Sincerely, 

-, -, 

set 
00656 
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Public Health Service 

Date 

Director 
Division of OTC Drug Evaluation (HFN-210) 

c..k.s-* YUY,-uL Material for Docket No. 

TO Dockets Management Branch (HFA-305) 

The attached material should be placed on public 
display under the above referenced Docket No. 

I---- 
i 

This material should be cross-referenced to 
Comment . 

William E. Gilbertson, Pharm. D. 

Attachment 


