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May 9. 2003 

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

RE: DOCKET NO. 96N-0417, GMPs FOR DIETARY SUPPLEMENTS, 
REQUEST FOR EXTENSION OF 120 DAYS IN COMMENT PERIOD 

The Council for Responsible Nutrition, representing mainstream manufacturers of dietary 
ingredients and finished dietary supplement products, hereby urgently requests an 
extension of 120 days in the time permitted for submission of comments on the above- 
noted docket concerning Good Manufacturing Practices (GMPs) for dietary supplements. 
This would extend the comment period to early October. The 90-day comment period is 
currently scheduled to close on June 11,2003. For the reasons outlined below, this is not 
sufficient time to fully develop a meaningful response, including workable alternatives to 
resolve some of the serious issues raised by the current proposal, which differs markedly 
and importantly from the ANPR in key respects. 

CRN’s Regulatory Affairs Committee is intimately familiar with the issues involved in 
the development and implementation of GMPs. In the 1980s it was our committee that 
wrote the guidelines that formed the basis of the current USP manufacturing guidelines 
for nutritional supplements. In 1995, it was our committee that took the leadership in 
preparing the industry draft modeled after food GMPs, which was submitted to FDA by 
CRN and an industry-wide coalition of other associations in November of 1995 and 
which was published verbatim in the ANPR of 1997. 

Since FDA published the proposed GMP rule on March 13 of this year, CRN members 
have invested substantial time in analyzing the proposal individually and have 
participated in several long conference calls and two full-day committee meetings on the 
subject - one on March 26 and one on April 30. Numerous assignments have been made 
to subgroups on specific topics that require additional study. Members of our Regulatory 
Affairs Committee, as well as CRN staff, have participated fully in the FDA briefings 
made available so far and will participate in those planned in the near future, in order to 
better understand the agency’s views on the correct interpretation and scope of the 
proposal now before us. 

At our most recent full-day meeting on April 30, CRN members regretfully determined 
that we could not avoid the need to request additional time for comment, due to the 
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magnitude of the challenges that remain to be resolved. As mentioned above, this rule is 
critical to the future of the industry, and we take seriously our responsibility to prepare a 
comprehensive response that provides meaningful assistance to FDA in preparing a final 
rule. 

CRN shares the concerns expressed by three other industry trade associations in their 
April 2 1 request for a 60-day extension, but we also believe there are additional issues 
that must be addressed, beyond those already articulated. 

This GMP rule is essential to the ability of the industry to function effectively in the 
future and to continue to supply consumers with high quality dietary supplement products 
that deliver meaningful health benefits, and it is critical for FDA and the industry to work 
together to ensure that the regulation is appropriately crafted to accomplish that outcome. 
CRN and its member companies have already invested considerable time and resources 
into this effort, and we will continue to devote the resources necessary to help the agency 
finalize and implement a sound regulation. 

CRN believes the current proposal needs substantial amendment, in order to achieve its 
objectives in a manner that is consistent with well-established principles of quality 
assurance, which focus on the integrity and control of the entire production process, and 
we will be bringing some expert consultants with long FDA experience to assist us in 
making appropriate recommendations. The current proposal focuses to an inappropriate 
degree on exhaustive testing as its major tool for gnraranteeing quality. This approach 
imposes major and unnecessary costs on companies that already have well-controlled 
processes in place. It also fails to provide the appropriate model for improving control in 
companies that need better procedures. Related to this point, the USP general notices 
recognize that “data derived from manufacturing process validation studies and from in- 
process controls may provide greater assurance that a batch meets a particular 
monograph requirement than analytical data derived from an examination of finished 
units drawn from that batch. On the basis of such assurances, the analytical procedures in 
the monograph may be omitted by the manufacturer in judging compliance of the batch 
with the Pharmacopeial standards.” 

FDA rightly emphasizes a number of small business concerns, and CRN is giving serious 
thought to an alternative implementation plan for very small businesses that will provide 
immediate improvement in their process control, perhaps through a stepwise approach. 
We do not believe merely providing additional time for compliance will meet the critical 
needs of very small businesses in this industry. The possible alternatives will require 
substantial discussion and elaboration within the business community, in order to ensure 
that all concerns are fairly addressed. 

It must be recognized, however, that being small or even “very small” does not relieve a 
company of its obligation to be competent in its operation in order to protect the public 
health. These firms, regardless of their size, should already be subject to food GMPs, and 
those requirements should have been vigorously enforced all along. There is no excuse 
for any company in this industry not to be in compliance with basic food GMPs. Yet the 
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F D A  survey  ind ica tes  th a t a  surpr is ing ly  l a rge  p e r c e n ta g e  o f “very  sma l l” bus inesses  say  
th e y  a re  o p e r a tin g  wi thout  re fe rence  to  a n y  G M P s . C R N  d o e s  n o t be l i eve  i n a d e q u a te ly  
c o n tro l led o p e r a tio n s  o f a n y  s ize shou ld  b e  a l l owed  to  c o n tin u e  to  o p e r a te  to d a y , let a l o n e  
to  c o n tin u e  fo r  th r e e  years  a fte r  th e  n e w  G M P s  a re  fina l i zed  b e fo re  e n fo r c e m e n t w o u l d  
occur .  

O n e  o f th e  keys  to  a  we l l -cont ro l led  p r o d u c tio n  p rocess  is fo r  c o m p a n i e s  to  p r e p a r e  a n d  
a d h e r e  to  wr i t ten p rocedu res  (s tandard  o p e r a tin g  p rocedures ,  o r  S O P S ) fo r  va r ious  a s p e c ts 
o f th e  m a n u fac tur ing  process.  T h e  indust ry  draft  s u b m i tte d  in  1 9 9 5  p u t a  h e a v y  e m p h a s i s  
o n  th e  n e e d  fo r  such  wr i t ten p rocedures .  F D A ’s p roposa l  o m i ts m o s t o f th e s e  
r e q u i r e m e n ts, a p p a r e n tly in  th e  be l ie f  th a t th e y  mere l y  a d d  to  th e  paperwork .  In  actual i ty,  
wr i t ten p rocedu res  a re  e s s e n tia l  to  a n y  c o m p a n y ’s abi l i ty to  m a i n ta in  c o n trol ove r  th e  
p r o d u c tio n  process.  W rit ten p rocedu res  permi t  a  c o m p l e x  o p e r a tio n  to  b e  b r o k e n  d o w n  
in to its c o m p o n e n t par ts  a n d  th e r e fo re  m a n a g e d  e ffect ively.  For  sma l l  bus inesses ,  
i m p r o v e m e n ts in  reco rdkeep ing ,  i nc lud ing  th e  d e v e l o p m e n t o f S O P S , a re  p robab l y  th e  
s ing le  m o s t e ffect ive as  we l l  as  econom ica l  m e a n s  o f improv ing  m a n u fac tur ing  pract ices.  
C R N  wi l l  b e  revis i t ing th e s e  a s p e c ts o f th e  p roposa l  wi th r ega rd  to  the i r  c o n te n t as  we l l  
as  the i r  e c o n o m i c  i m p a c t. 

It is e s s e n tia l  th a t fu r ther  cons idera t ion  b e  g i ven  to  th e  G M P  prov is ions  th a t m a y  b e  
app l i cab le  to  ing red ien t  supp l ie rs  in  th e  industry.  C R N ’s m e m b e r  c o m p a n i e s  i nc lude  a  
n u m b e r  o f d ive rse  ingred ien t  m a n u facturers,  i nc lud ing  ma jo r  agr icu l tura l  p rocessors ,  
l a rge  v i tamin  m a n u facturers,  a n d  b o tan ica l  i ng red ien t  suppl iers .  T h e s e  c o m p a n i e s  supp ly  
ingred ien ts  th a t m a y  b e  u s e d  g loba l l y  in  d ie tary  s u p p l e m e n ts, in  c o n v e n tio n a l  fo o d s , o r  in  
an ima l  fe e d s , c o s m e tics, o r  p h a r m a c e u ticals. In  m a n y  cases,  on ly  a  sma l l  f ract ion o f the i r  
p r o d u c tio n  o f th e s e  ingred ien ts  g o e s  in to d ie tary  s u p p l e m e n t p r o d u c ts m a r k e te d  in  th e  
Un i ted  S ta tes.  It m a y  n o t b e  feas ib le  fo r  s o m e  o f th e s e  p roduce rs  to  inst i tute u n i q u e  
p rocedu res  app l i cab le  on ly  to  th a t por t ion  o f its p r o d u c tio n  th a t g o e s  in to th e  U .S . d ie tary  
s u p p l e m e n t industry.  W e  a re  carefu l ly  cons ide r ing  th e  p rov is ions  th a t m a y  b e  m o s t 
appropr ia te  fo r  th e s e  d iverse  ingred ien t  m a n u facturers,  in  o rde r  to  e n s u r e  p r o d u c tio n  o f 
qual i ty  ingred ien ts  fo r  u s e  in  ou r  industry.  A s  in  th e  regu la t ions  app l i cab le  to  G M P s  fo r  
p h a r m a c e u tical fin i shed  p r o d u c ts a n d  th e  gu ide l i nes  fo r  p h a r m a c e u tical bu lk  act ive 
ingred ients ,  a  d is t inct ion m a y  b e  requ i red  b e tween  ingred ien t  m a n u facturers  a n d  
c o m p a n i e s  th a t p r o d u c e  fin i shed  p r o d u c ts. A  re la ted  q u e s tio n  exists r ega rd ing  th e  p o i n t 
in  p rocess ing  a t wh i ch  a  “raw  agr icu l tura l  p r o d u c t” m a y  b e c o m e  a  “d ie tary  ingred ient .” 
S u c h  q u e s tio n s  h a v e  b e e n  a d d r e s s e d  in  th e  d r u g  G M P s  a n d  in  indust ry  m a n u fac tur ing  
gu ide l i nes  fo r  p h a r m a c e u tical exc ip ients,  a n d  w e  a re  in  th e  p rocess  o f eva lua t ing  th e s e  
p r e c e d e n ts in  o rde r  to  m a k e  speci f ic  r e c o m m e n d a tio n s  to  th e  a g e n c y . H o w e v e r , s o m e  
tim e  wi l l  b e  requ i red  to  o b ta in  a g r e e m e n t wi th in  th e  indust ry  o n  th e  types o f d is t inct ions 
th a t m a y  b e  necessary .  C R N  is c o m m i tte d  to  d e v o te  th e  tim e  necessary  to  o b ta in ing  such  
a g r e e m e n t, in  o rde r  to  p rov ide  F D A  wi th concre te  a n d  feas ib le  so lut ions.  

C R N  h a s  a  n u m b e r  o f conce rns  a b o u t th e  e c o n o m i c  ana lys is  p rov ided  in  th e  p r o p o s e d  
ru le.  S ince  D S H E A  speci f ica l ly  e m p h a s i z e d  th e  b e n e fits o f d ie tary  s u p p l e m e n ts in  
improv ing  h e a l th  a n d  he lp i ng  protect  aga ins t  d isease,  w e  a re  surp r i sed  a n d  d i sappo in ted  
th a t p ro jec ted  sav ings  in  h e a l th  ca re  costs w e r e  n o t i nc luded  a m o n g  th e  b e n e fits o f th is  



rule. We believe that by improving consumer confidence in the product category, this 
rule can be expected to result in increased health benefits by increasing the usage of 
dietary supplements. Our comments will provide data that can be used in calculating 
some of these expected benefits. 

Our member companies are only now beginning to develop a sufficient depth of 
understanding of the proposal to prepare their own cost estimates. The estimates that 
have been shared with us so far are greatly in excess of the FDA estimates. Naturally, 
these require further study and evaluation to be sure they are appropriately calculated. 
We believe it is our obligation to help the agency correctly evaluate the likely costs of 
any proposed rule, and, as mentioned above, we are also committed to be helpful in 
proposing some additional benefits that can be balanced against such costs. 

CRN’s member companies have a long history of providing consumers with safe and 
beneficial dietary supplements, made to high quality standards. We believe the purpose 
of GMPs is to support and help ensure product quality, for the benefit of the public 
health. We are dismayed by language in the preamble to the proposed rule suggesting 
that, in the absence of mandatory regulations, dietary supplement companies lack 
incentives to produce quality products. For CRN’s member companies, nothing could be 
further from the truth. A company’s reputation and good will are priceless, and our 
members are proud of their high standing with consumers and with the health 
professionals who often recommend dietary supplements to consumers. 

We remain committed to the need for a GMP rule, and we hereby reaffirm our intent to 
be of assistance to FDA in finalizing and implementing an appropriate GMP regulation 
that will raise the bar for the entire dietary supplement industry, increase consumer 
confidence in our products, and ultimately contribute toward improving the public health 
- without creating new and unnecessary costs for companies that already have well 
controlled manufacturing practices. In order to provide that assistance to the agency, we 
urgently need an additional 120 days to fully evaluate some alternatives and to secure 
industry wide support for the most appropriate solutions. 

Respectfully, 

Annette Dickinson, Ph.D. 
President 

cc: Lester Crawford, Dan Troy, Joe Levitt, Christine Taylor, Karen Strauss 


