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From: Dara S. Katcher [DSK@hpm.com] 
Sent: Friday, January 24, 2003 2:21 PM 
To: FDADockets@oc.fda.gov 
cc: Anne Marie Murphy; Jim Phelps; Roger C. Thies 
Subject: Comments - Docket No. 02N-0445 

On behalf of Disetronic Medical Systems AG, Hyman, Phelps & McNamara, 
P-C., respectfully 
provides the attached comments on FDA regulation of combination produc 
ts. 
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January 28,2003 

BY ELECTRONIC MAIL 

Dockets Management Branch 
HFA-305 
Food and Drug Administration 
5630 F ishers Lane, Room 1061 
Rockville, Maryland 20852 

Re: Docket No. 02N-0445: FDA Regulation of Combination Products 

Dear Sir or Madam: 

On behalf of Disetronic Medical Systems AG, Hyman, Phelps & McNamara, P.C., 
provides the following comments on FDA regulation of combination products. 
Specifically, we address questions 1, 2, 3, 4, znd 7, which were I-aiscd by IL‘IL>il in tk 
Federal Register notice of public hearing and request for comments on this subject. 67 
Fed. Reg. 65801 (Oct. 28, 2002). As requested, our comments l.xlow ;IIX ot-g:allixci 
according to the question they address. 

1. Revising FDA’s intercenter agreements on allocation of review 
responsibility. 

The intercenter agreements should be revised to address the sponsor’s right 
to file a request for designation (RFD) for a combination product. Specifically, 
the following issues should be addressed: 
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The sponsor has the right to file an RFD to determine the Center with 
primary jurisdiction and to suggest the appropriate Center and provide a 
rationale; 

FDA’s deadline for responding to the RFD is 60 days; and 

FDA’s decision is binding on the agency and, absent a compelling reason, 
may not be changed without sponsor’s written consent. Any nonconsensual 
change requires written notice and an opportunity to respond. 21 C.F.R. 
Part 3. 

In addition, FDA should state in its letter of designation any particular 
concerns it has with regard to the combination product (e.g., cross-labeling 
issues) and propose how the agency and the sponsor may address such 
concerns. Failure to raise issues such as cross-labeling early in the process 
can halt development of important new products. 

The intercenter agreements should also be revised to describe the role of the 
new Office of Combination Products within the Office of the 
Commissioner. 

Determining the primary mode of action of a combination product. 

In determining the primary mode of action of a combination product, FDA 
should consider the following factors: 

* The intended use of the combination product; 

l The role of each component of the combination product; 

l The extent to which the use of each component has changed because of the 
combination product; 

l The risk associated with each component and any potential new risks due to 
the combination of the components; 

l The potential clinical benefit of the combination product. 
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3 . S e lect ing th e  p remarke t regu la tory  a u thor i t ies to  b e  app l ied  to  comb ina tio n  
p roduc ts. 

O n c e  F D A  has  d e te rm ined  th e  p r imary  m o d e  o f ac tio n  a n d  th e  p r imary  
rev iewing  C e n te r , in  m o s t cases  th e  p remarke t approva l  p rocess  shou ld  b e  
consistent  wi th th e  p rocess  th a t is typical ly used  by  th e  p r imary  rev iewing  C e n te r  
(e .g ., N D A  ( C D E R ) , P M A  or  5  1  O (k) (CDRH) , B L A  ( C B E R ) ) . 

W ith in  C D R H , th e  fac t‘th a t a  p roduc t is a  comb ina tio n  p roduc t shou ld  n o t 
necessar i ly  m e a n  th a t p remarke t approva l  ( P M A )  ra the r  th a n  p remarke t 
n o tif ication (5  1  O (k))  is requ i red . T h a t is, a l though  comb ina tio n  p roduc ts a re  
typical ly i nnova tive, they  d o  n o t necessar i ly  pose  a  h igher  r isk o r  requ i re  a  m o r e  
b u r d e n s o m e  regu la tory  approva l  process.  P rov ided  the re  is a  p red ica te  dev ice  
with wh ich  th e  app l i can t can  es tab l ish  subs ta n tia l  equ iva lence , a  5  1  O (k) 
submiss ion  is app rop r ia te . It m a y  b e  p rope r , howeve r , fo r  th e  agency  to  reques t 
th a t c l in ical  d a ta  b e  inc luded  in  th e  5  1  O (k) submiss ion . 

4 . D e te rm in ing  w h e the r  a  s ing le  appl icat ion o r  s e p a r a te  appl icat ions fo r  th e  
ind iv idual  c o m p o n e n ts a re  requ i red . 

E ven  if pa r t icular exper tise is fo u n d  on ly  in  o n e  C e n te r , th e  ind iv idual (s)  
wi th th a t exper tise m a y  pa r t icipate a n d  co l laborate  o n  th e  rev iew o f a  s ing le  
appl icat ion.  F D A  shou ld  requ i re  a  s ing le  p remarke t appl icat ion fo r  m o s t 
comb ina tio n  p roduc ts. 

7 . O the r  c o m m e n ts: “Cross- labe l ing” o f p roduc ts in tended :o  b e  used  
to g e the r , th o u g h  m a n u fac tu red  by  dif ferent compan ies . 

F D A  shou ld  re fin e  its pol icy a n d  p rov ide  specif ic gu idance  o n  comp ly ing  
with th e  requ i remen t th a t labe l ing  fo r  c o m p o n e n ts o f comb ina tio n  p roduc ts b e  
m u tual ly  con fo rm ing . Fa i l ing to  d o  so  p rev tznts impo r ta n t i nno \ Ltiivc: mdica l  
p roduc ts from  e n te r ing  th e  m a r k e t p lace . 

For  examp le , cer ta in i nnova tive comb ina tio n  p roduc ts consist  o f a  med ica l  
dev ice  used  in  con junc tio n  with a n  “o ff- label” use  o f a n  app roved  d rug . F D A  wil l  
n o t app rove  a  dev ice  th a t emp loys  such  a n  “o ff- label” use  o f a n  app roved  d rug , 
a n d  th e  agency  has  n o  workab le  pol icy to  address  th is  issue. Th is  impasse  can  ha l t 
th e  d e v e l o p m e n t o f i nnova tive p roduc ts. 

W h e r e  a  comb ina tio n  p roduc t cal ls fo r  o ff- label use  o f a n  app roved  d rug , 
F D A  has  in  th e  pas t adv ised  dev ice  compan ies  to  co l laborate  with d rug  compan ies  
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to supplement the drug labeling to include the new use, Where such collaboration 
has not been feasible, FDA has provided no further guidance. This outcome has 
prevented the development of new products that are important to the public health. 
FDA should consider this issue and provide appropriate guidance to sponsors and 
reviewers alike. 

Thank you for the opportunity to submit these comments. 

Sincerely, 

Anne Marie Murphy 

AMM/vam 


