
Aven tis Pasteur 

I 

ven tis 

03 December 2003 

Division of Dockets Management (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

Re: Docket No. 2003D-0385; Draft Guidance for Industry on Comparability Protocols-Protein Drug 
Products and Biological Products-Chemistry, Manufacturing, and Controls Information [68 Federal 
Register 52776, September 5,2003] 

Dear Sir/Madam, 

Aventis Pasteur Inc. of Swiftwater, Pennsylvania thanks the Food and Drug Administration (FDA) for the 
opportunity to comment on the above-referenced draft guidance for industry entitled, “Comparability 
Protocols-Protein Drug Products and Biological Products--Chemistry, Manufacturing, and Controls 
Information.” Aventis Pasteur Inc. is part of the Aventis Pasteur family of companies, which consists of 
the parent firm Aventis Pasteur SA, headquartered in Lyon, France, Aventis Pasteur Inc., and other 
subsidiaries (collectively Aventis Pasteur). In turn, Aventis Pasteur SA is a subsidiary of Aventis SA. 

Aventis Pasteur is a world leader in vaccines and produces more than one billion doses of vaccines every 
year to immunize 400 million people around the world. Aventis Pasteur, in close consultation with the US 
public health establishment, including the FDA, and Centers for Disease Control and Prevention (CDC), 
strives to alleviate the suffering and death of vaccine-preventable diseases. 

We offer the following comments for your consideration concerning the FDA’s solicitation of responses 
as they apply to the Biologics (Vaccine) industry. 

Aventis Pasteur Inc. Discovery Drive Swiftwater PA 18370 www.aventis.com 
Telephone 570-839-7187 
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A v e n  tis P a s teu r  v e n  tis 

I. In t roduct ion 
L i n e  3 0 . “This  g u i d a n c e  a lso  app l ies  to  n e w  d r u g  app l ica t ions  (NDAs) ,  abb rev i a te d  n e w  d r u g  
app l ica t ions  (ANDAs ) , n e w  an ima l  d r u g  app l ica t ions  (NADAs ) , abb rev i a te d  n e w  an ima l  d r u g  
app l ica t ions  ( A N A D A s ) , o r  s u p p l e m e n ts to  th e s e  app l ica t ions  fo r  p r o te in  d r u g  p r o d u c ts, a n d  
n o t suff iciently charac te r izab le  p e p tid e  p r o d u c ts ( e .g ., comp lex  m ixtu r e  o f smal l  p e p tides) .” 

W e  a r e  unc lea r  as  to  why  th is  r e fe r e n c e  to  A N D A s  is p rov i ded  in  th is  g u i d a n c e  as  th e r e  current ly  is 
n o  prov is ion  fo r  th e  app rova l  o f so-ca l led  gene r i c  b io logics.  Fu r th e r , comparab i l i t y  p r o toco ls  a r e  
d e v e l o p e d  to  s u p p o r t m a n u fac tur ing  c h a n g e s  m a d e  by  a  m a n u fac turer  fo r  p r o d u c ts l i censed by  th a t 
m a n u facturer .  W e  th e r e fo r e  r e q u e s t th a t F D A  rev ise th is  sect ion o f th e  d o c u m e n t accord ing ly .  

III. W h a t to  Cons ide r  in  P l a n n i n p  a  Comaarab i l i t v  P r o toco l  
B . W h e n  M ight  a  Comnarab i l i t v  P r o toco l  B e  Usefu l  fo r  a  C M C  C h a n g e ?  

L i n e  2 0 7 . “D e g r e e  o f p r o d u c t h e te r o g e n e i ty” 

It is unc lea r  w h a t exact ly F D A ’s expec ta tio n  is in  p r o p o s i n g  th is  p r o d u c t-specif ic, process-speci f ic  
a ttrib u te  as  cr i ter ia fo r  dec id ing  w h e th e r  o r  n o t to  d e v e l o p  a  comparab i l i t y  p r o tocol .  As  F D A  
accurate ly  acknow ledges  in  th is  d o c u m e n t, m a n y  b io log ics  a r e  h e te r o g e n e o u s  in  n a tu r e  a n d  w e  
th e r e fo r e  be l i eve  F D A  shou ld  p rov ide  a  bit m o r e  o f a n  e x p l a n a tio n  as  to  th is  p roposa l . 

III. W h a t to  Cons ide r  in  P l a n n i n g  a  Comparab i l i t v  P r o toco l  
B . W h e n  M ight  a  Comparab i l i t v  P r o toco l  B e  Usefu l  fo r  a  C M C  C h a n c e ?  

L i n e  2 1 1 . “R igo rousness  o f th e  m a n u fac tur ing  p rocess  c o n trols (i.e., th e  abi l i ty o f th e  
m a n u fac tur ing  p rocess  c o n trols to  e n s u r e  th a t th e  p r o d u c t r ema ins  u n a ffec ted  by  c h a n g e s ) .” 

W e  be l ieve  it w o u l d  b e  m o r e  a p p r o p r i a te  to  u s e  th e  w o r d  e fS e c t iveness o r  r o b u s tness  h e r e  in  p lace  o f 
r igorousness .  
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L  1  I  .  

A veni is  P a s teu r  v e n  tis 

V . C o n te n t o f a  Comuarab i l i t v  P r o toco l  
E . D o e s  F D A  H a v e  Speci f ic  Conce rns  A b o u t C h a n g i n P  M a n u fac tu r inP Faci l i t ies T h a t S h o u l d  B e  
A d d r e s s e d  in  a  Comparab i l i t v  P r o toco l?  

L i n e  6 5 3 . “T h e  in t roduct ion o f a d d i tio n a l  p r o d u c t(s) in to a n  a p p r o v e d  p r o d u c t -ded ica ted  
m a n u fac tur ing  a r e a  o f a  facil ity w h e r e  c o n ta i n m e n t is a  conce rn  ( e .g ., l ive v i rus m a n u fac tur ing  
o p e r a tio n s  such  as  rep l ica t ion c o m p e te n t g e n e  th e r a p y  vector  p r o p a g a tio n , o r  l ive a tte n u a te d  
viral  vacc ine  fin i sh ing  o p e r a tions) .” 

Comparab i l i t y  p r o toco ls  a r e  u s e fu l  to  us  fo r  th e  p u r p o s e  o f in t roduc ing  a d d i tio n a l  p r o d u c ts in to a n  
a p p r o v e d  ded i ca te d  a r e a  in  a  facility. T h e  cur ren t  d r a ft g u i d a n c e  d o c u m e n t is very  g e n e r a l  in  
d iscuss ing th is  topic,  wh i le  recogn iz ing  th e  u tility. It w o u l d  b e  h e l p fu l  if th e  F D A  cou ld  e x p a n d  th is  
sect ion to  desc r ibe  the i r  expec ta tio n s  in  a  little  m o r e  d e tai l  w h e n  th is  involves,  fo r  e x a m p l e , a  
b io log ica l  p r o d u c t l i censed by  th e  F D A  in  a  di f ferent  facil ity o r  a r e a . A v e n tis P a s te u r  w o u l d  l ike F D A  
to  cons ide r  a d d i n g  a d d i tio n a l  clarity a r o u n d  th is  top ic  in  th e  fina l  d o c u m e n t. 

O n  b e h a l f o f A v e n tis P a s te u r  Inc., w e  app rec i a te  th e  o p p o r tuni ty to  c o m m e n t o n  th is  d r a ft g u i d a n c e  a n d  
th a n k  y o u  fo r  you r  cons idera t ion  o f th e s e  responses .  S h o u l d  y o u  wish to  d iscuss a n y  o f o u r  c o m m e n ts o r  
conce rns  fu r th e r , p l ease  add ress  inqu i r ies  direct ly to  K e n n e th  P . G u ito , G loba l  H e a d , R e g u l a to ry  P o licy 
a n d  In te l l igence,  by  te l e p h o n e  a t ( 5 7 0 )  8 3 9 - 4 2 1 2 , o r  by  e m a il a t k e n .gu i to@ a v e n tis.co m - . 

’ I P  

, M P H , D T M  , M P H , D T M  
V ice P r e s i d e n t, R e g u l a to ry  A ffairs, N o r th  A m e r i c a  V ice P r e s i d e n t, R e g u l a to ry  A ffairs, N o r th  A m e r i c a  
a n d  A u tho r i zed  O fficia l  a n d  A u tho r i zed  O fficia l  

L K /K P G /kh  
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