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Dea r  Assoc i a t e  Comm iss i o n e r  S h u r e n : 

W e  a t V ita l  In co r po r a t ed  c o m m e n d  F D A  fo r  ta k i n g  s teps  to w a r d  p r ov i d i ng  a  fo rma l  p r ocess  by  wh i c h  
S p o n s o r s  m a y  r e c o m m e n d  i n d e p e n d e n t consu l tan ts  to  pa r t i c ipa te  i n  th e  r ev i ew  o f p ro toco ls  fo r  c l in ica l  
s tud ies  i n t e nded  to  se rve  a s  th e  p r ima ry  bas i s  o f c l a ims  o f e ff icacy. 

W e  s u bm i t th e  fo l l ow i ng  c o m m e n ts o n  th e  l eve l  1  draft  g u i d a n c e , fo r  cons i de ra t i on  i n  th e  n e x t l eve l  
draft. 

C o m m e n t to  S e c tio n  III: S c o p e  o f th e  G u i d a nce  

T h e  s c ope  o f th e  draft  g u i d a n c e  is l im ite d  to  r ev i ew  o f p ivo ta l  c l in ica l  p ro toco ls .  Howeve r , th e r e  a r e  
impo r tan t  r e asons  to  a l l ow  S p o n s o r s  to  r e q u es t a n d  o b ta i n  f r om F D A  a g r e e m e n t to  i n c l ude  a n  
i n d e p e n d e n t consu l tan t’s r ev i ew  o f a n y  p ro toco l  th a t is i n t e nded  to  se rve  a s  a  p r ima ry  bas i s  fo r  a  c la im,  
i n c l ud i ng  a  p ro toco l  th a t is i n t e nded  to  b e  a  p r ima ry  d e m o n s t rat ion o f a  c l a im  fo r  safety, e ff icacy, 
p o te ncy  o r  comparab i l i t y .  Th is  e x p a n d e d  s c ope  is impo r tan t  w h e r e  a  n u m b e r  o f b i o t echno l ogy  p r o d uc ts 
p r e s e n t n e w  a n d  cha l l e ng i n g  a p p r o a c h e s  to  d e v e l o p m e n t i ssues  i n  wh i c h  i n d e p e n d e n t consu l tan ts  m a y  
p r ov i d e  th e  spec i a l  expe r t i se  n e e d e d  to  r eso l ve  a n  issue.  

C o m m e n t to  S e c tio n  V : In d e p e n d e n t Consu l t an t  L im i t ed  to  O n e  P ro toco l  Rev i ew  

S p o n s o r s  s h ou l d  b e  a l l owed  to  r e q u es t pa r t i c ipa t ion  o f a n  i n d e p e n d e n t consu l tan t  i n  p ro toco l  r ev i ew  
m o r e  th a n  o n c e  i n  th e  d e v e l o p m e n t o f a  p r o d u c t. A pp r o p r i a te  u s e  o f s uch  a n  i n d e p e n d e n t consu l tan t  c a n  
b e  e x pec te d  a t s uch  m i l es tones  a s  a  P re - IND m e e tin g , a n  E n d - o f P h a s e  1  o r  E n d - o f-P h a s e  2  m e e tin g , o r  
a  P r e - B L A N D A  m e e tin g . S e c tio n  V III c lea r ly  sets th e  e x p ec ta tio n  th a t F D A  m a y  d e n y  a  r e q u es t to  
u t i l ize a n  i n d e p e n d e n t consu l tan t  if F D A  be l i e ves  th e  consu l tan t  w o u l d  n o t se rve  a  u s e fu l  p u r p o s e ; 
S e c tio n  V III th u s  p ro tects  F D A  aga i ns t  a b u s e  o f th e  o p p o r tun i ty  to  r e q u es t th e  pa r t i c ipa t ion  o f a n  
i n d e p e n d e n t consu l tan t .  The re fo re ,  a l l ow i ng  S p o n s o r s  to  r e q u es t pa r t i c ipa t ion  o f a n  i n d e p e n d e n t 
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consultant in protocol review more than once in the deve lopment of a  product could facilitate resolut ion 
of complex issues while present ing little risk of abuse of the opportunity. 

Comment  to Sect ion IV: Extension of PDUFA Meet ing Management  Goals 

The  draft gu idance states as  a  matter of fact that the time  to schedu le and  hold a  formal PDUFA meet ing 
will be  extended an  addit ional 60  days when there is a  request for an  independent consultant’s 
participation in a  protocol review. 

It is clear that FDA needs time  to select and  screen a  previously unscreened consultant, just as  there is a  
clear need  for the consultant to review previously unrev iewed scientific issues. However, it seems likely 
that some sponsors will r ecommend well known consultants who may  be  al ready establ ished as  free of 
confl icting interests. In such cases, the time  to screen the recommended consultant shou ld be  reduced. 
Therefore, if the sponsor  has  p lanned ahead  and  recommended an  independent consultant a l ready known 
to the FDA, FDA should avoid imposing again a  60  day screen period. In such cases FDA should al low 
the screening of potential independent consultants to occur on  a  parallel track with handl ing of a  
PDUFA meet ing request. This approach will reduce some risk for both FDA and  sponsors. 

Thank you in advance for consider ing our comments.  
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