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September 22; 2003 

US Food and Drug Administration 
Division of Dockets Management  (HFA-36.54 4  4  ‘03 fli;‘?^ -1 fi 9  :36 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

Ref.: Docket No. 2003N-0268 
Federal Register: June 30,2003 (Volume 68, Number 125) 
Agency Information Collection Activities; Proposed Collection; 
Comment  Request, Biological Products: Reporting of Biological 
Products Deviations in Manufacturing 

Dear Sir/Madam: 

PDA appreciates the opportunity to comment  on the quest ions presented in 
the Federal Register notice referenced above. PDA is an international 
professional organization representing over 10,500 scientists and, experts 
involved in the manufacturing and quality aspects of medicinal products. 
PDA has a  tradition of constructive consultation with the regulatory 
authorities with the goal of GMP guidance that is clear, appropriate and 
consistent with current industrial practice. Our comments are listed below in 
order of the 4  topics for comment  listed in the notice. These comments 
reflect the perspectives of the PDA and its members,  including 
representatives from the traditional biologics industry, the biotechnology 
industry and the pharmaceutical industry. 

(I) Whether the proposed collection of information is necessary for the 
proper performance of FDA ‘s functions, including whether the 
information will have practical utility 

As per PDA’s comments of December 22,1997 (proposed changes to 2  1  CFR 
60 1.14), PDA remains confident that the intent of the 2  1  CFR 600.14 
regulation is covered by the 2  1  CFR3 14.8 1  (b)(l), NDA Field Alerts Reports 
(which already cover “biologics” that are filed as NDAs). The adoption of 
the NDA field alert regulations for all biologics would streamline compl iance 
activities for both the FDA and the industry and would facilitate and align the 
recent transfer of biotech products from CBER to CDER. In this regard, it is 
important to consider that specif ied biologics, vaccines and other traditional 
biologics are governed by the same CGMP requirements as the majority of 
products regulated by CDER. The compl iance expectat ions for the 
identification, investigation and resolution of manufacturing deviations are 
the same. The existing NDA Field Alert regulations have historically 
provided adequate surveil lance and notification for distributed drug products. 

Additionally, PDA feels that in keeping with the spirit of the current “GMPs 
for the 2  1  st Century” initiatives, revocation of the existing 21 CFR 600.14 
would lessen the reporting burden while continuing to support the industry in 



I ; 

making good, risk based quality decisions. PDA still believes that harmonization with 21 
CFR 314.81(b)(l) would reduce the burden of unnecessary regulation without 
diminishing public health protection. 

Finally, PDA feels it is difficult at this time to fully assess the utility of the current 
reporting system as the manner in which the collected info~rmation is actually used at the 
FDA is not clear from the FR Notice, nor any other official PDA publication. 

2) The accuracy of FDA’s estimate of the burden of the proposed collection of 
information, including the validity of the methodology and assumptions used 

Similar to PDA’s comments on FDA’s estimates of the burden of GMP regulations 
(February 22, 1999, Docket No. 98N-11 lo), PDA feels the current estimate of 2 hrs per 
report grossly underestimates the time needed to draft, review and verify the report 
information, circulate and file the report within the firm, publish the information and/or 
load the information onto FDA’s web site. 

PDA is not clear as to the methodology and assumptions employed by FDA to determine 
the 2 hours annually figure described in the FR Notice dated November 7,2GOO. PDA 
assumes that FDA’s estimate merely covers the average time necessary to simply fill out 
the electronic form and submit the form electronically, which is an unfair estimation of 
the true burden on the sponsor for complying with this reporting requirement. As 
reported by a number of PDA’s member companies, a conservative estimate of the 
associated activities is approximately 20 person hours (ten times the FDA’s estimate) per 
report. 

In addition to the estimated 20 hrs per report, additional time is required to update SOPS 
associated with this regulation and to perform ongoing training of staff on SGPs 
associated with this regulation. The burden of this activity would largely be dependent 
on the number of staff receiving ongoing training” on this regulation and the associated 
SOPS. 

(3) Ways to enhance the quality, utility, and clarity of the information to be collected 

As it is not clear to PDA how this information is used by the FDA, it is difficult to 
respond to this particular question, especially the utility of the information. Purthermore, 
PDA remains confident in its position that harmonization with NDA field alert 
regulations (21 CFR 3 14.81(b)(l) adequately covers all biologics and would serve to 
enhance the quality, utility and clarity of information to be collected, therefore the 
existing 21 CFR 600.14 regulation is not necessary. 

Several recommendations for enhancement of the quality and clarity of the information to 
be reported as well as the mechanisms available for reporting under 21 CFR 600.14 have 
been articulated by PDA in our comments of November 12,200l regarding the Draft 
Guidance for Industry, Biological Product Deviation Reporting for Licensed 
Manufacturers of Biological Products Other than Blood and Blood Cotipon&ts (Docket 
No.: OlD-0221). 
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(4 )  W a y s  to  m inim ize th e  bu r den  o f th e  col lect ion o f inform a tio n  o n  respo iden ts, 
inc lud ing  th r ough  th e  use  o f a u to m a tes  col l& & in tkhniques,  w h e n  appkojv ia te,  a n d  
o the r  fo rms  o f inform a tio n  techno logy . 

W h i le P D A  con tinues  to  be l ieve  th a t 2 1  CFR  6 0 0 .1 4  is n o t a  necessary  regu la tio n  a n d  
the re fo re , c o m m e n t o n  th is  ques tio n  is n o t pa r t icular ly re levan t to  P D A ’s posi t ion;  clari ty 
r ega rd ing  th e  u tility o f th e  inform a tio n  co l lected wou ld  b e  o f interest. P D A  does  fee l  it is 
impo r ta n t to  n o te  severa l  po in ts in  th is  r ega rd . 

The  F D A  F Y O l A n n u a l  S u m m a r y  o f B io log ica l  P roduc t Dev ia tio n  Repo r ts i den tifies  
1 1 5 3  (4 .5 % ) o f r epo r ts subm i tte d  th a t d id  n o t m e e t th e  th resho ld  fo r  r epo r tin g . N o  
numbe r s  we re  repo r te d  in  th e  F Y 0 2  A n n u a l  S u m m a r y . P D A  reques ts th a t F D A  sha re  th e  
cr i ter ia by  wh ich  repo r ts a re  d e e m e d  “n o t m e e tin g  th e  th resho ld  fo r  r epo r tin g ”. If th is  
regu la tio n  rema ins  o r  du r i ng  a n  inter im  pe r i od  pr io r  to  revoca tio n , P D A  fee ls  th a t firm s 
shou ld  b e  a ler ted w h e n  repo r ts a re  subm i tte d  th a t d o  n o t m e e t th e  th resho ld  so  as  to  
fu r the r  r educe  th e  bu r den  o f th e  col lect ion o f inform a tio n  fo r  these  repo r ts. 

It is a lso  very  impo r ta n t to  n o te  th a t m a n y  firm s a re  u n c o m for tab le  with e lect ronic  
submiss ions  o f these  repo r ts as  it is felt th a t the re  a re  i nadequa te  sa fegua rds  to  assu re  th e  
repo r ts a re  in  fac t com ing  from  th e  firm  i den tifie d  in  th e  repo r t a n d  a re  n o t fa lse  repo r ts. 

P D A  app rec ia tes  th is  oppo r tun i ty to  p rov ide  c o m m e n ts a n d  looks  fo rwa rd  to  th e  o u tcom e s  o f th is  
r eques t fo r  c o m m e n t a n d  any  oppo r tun i ty fo r  fu r the r  d i a l ogue  o n  th is  impo r ta n t topic.  P lease  
con tac t m e  if you  have  any  ques tions . 

S incerely,  

W il l iam  S to e d te r , R A C  
Director  o f Regu l a tory  A ffa i rs  
s toedter@ p d a .o rg  


