
Advanced Medtcal Technology Assoclatlon 

May 30,2003 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 106 1 
Rockville, MD 20852 

Re: Docket Number 02N-0475; Draft “Financial Relationships and Interests in 
Research Involving Human Subjects: Guidance for Human Subject Protection” 

Dear Madam/Sir: 

AdvaMed appreciates the opportunity to provide comments on the draft HHS guidance 
document, “Financial Relationships and Interests in Research Involving Human Subjects: 
Guidance for Human Subject Protection.” 

AdvaMed, the Advanced Medical Technology Association, represents more than 800 
innovators and manufacturers of medical devices, diagnostic products and medical 
information systems. Our members produce nearly 90 percent of the $68 billion in health 
care technology products consumed yearly in the United States and nearly 50 percent of the 
$159 billion purchased around the world annually. 

AdvaMed has a number of comments, both general and specific, discussed below: 

General Comments 
AdvaMed is committed to maintaining the highest standards for human subject protection 
and supports the Department’s efforts to strengthen human subject protection in clinical 
research and to ensure that investigator conflict of interest does not compromise the rights 
and welfare of research subjects. 

Medical device innovation is unique and different from some other types of product 
innovations. For example, medical device trials may require surgical skill implanting a 
particularly complex investigational device - a skill which may only be possessed by the 
inventor of the technology or a small group of clinicians and which may be essential to the 
safety of the trial participants. Accordingly, it is important that inventors be allowed to 
participate as investigators so long as their interests are disclosed and managed. Device trials 
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a l so  o fte n  invo lve  c o m p l e x  p rocedures ,  requ i r ing  o u t come ana lys is  such  as  i m a g i n g  a n d  
c l in ical  fo l low-up.  Th is  i nc reased  tim e  m a y  requ i re  r e i m b u r s e m e n t, a n d  th a t r e i m b u r s e m e n t, 
a l o n g  wi th th e  r e i m b u r s e m e n t o f r e a s o n a b l e  costs assoc ia ted  wi th c o n d u c tin g  a  trial, d o e s  n o t 
rep resen t  a  c o n flict o f interest.  

T h e  p rev ious  draft  in ter im g u i d a n c e  ( Janua ry  1 0 ,200 l )  s u g g e s te d  th a t a n y  financ ia l  
re la t ionship ,  n o  m a tte r  h o w  trivial, cou ld  a ffect  th e  c o n d u c t o f a  trial. A s  such,  it s u g g e s te d  a  
“ze ro  to l e rance” fo r  a n y  type o f financ ia l  re la t ionship .  A d v a M e d  apprec ia tes  th a t th e  rev i sed  
draft  g u i d a n c e  takes  in to cons ide ra t ion  A d v a M e d ’s p rev ious  c o m m e n ts o n  th is  top i c  a n d  
recogn i zes  th a t “n o t a l l  financ ia l  in terests c a u s e  c o n flicts o f interest  o r  h a r m  to  h u m a n  
sub jec ts” a n d  th a t “financ ia l  in terests m a y  b e  m a n a g e d  by  e l im ina t ing  th e m  o r  m i t igat ing 
the i r  p o te n tia l ly  n e g a tive i m p a c t.” 

A d v a M e d  a l so  s u p p o r ts th e  draft  g u i d a n c e ’s impl ic i t  a c k n o w l e d g e m e n t o f th e  s t rength  a n d  
va lue  o f ex is t ing h u m a n  sub jec t  a n d  c o n flict o f interest  r e q u i r e m e n ts, i nc lud ing  th o s e  o f th e  
F D A . A d v a M e d ’s m e m b e r s  m u s t comp l y  wi th a l l  ex is t ing F o o d  a n d  D r u g  A d m inist rat ion 
regu la t ions  g o v e r n i n g  h u m a n  sub jec t  protect ion,  financ ia l  d i sc losure  a n d  c o n flict o f interest.  
T h e s e  regu la t ions ,  2 1  C F R  P a r t 5 0  - P rotect ion o f H u m a n  S u b j e c ts, 2 1  C F R  P a r t 5 6  - 
Inst i tut ional  Rev iew  B o a r d s , a n d  2 1  C F R  P a r t 5 4  - F inanc ia l  D isc losure  by  Cl in ica l  
Invest igators ,  h a v e  al l  b e e n  in  p lace  fo r  s o m e  tim e , a re  we l l -unders tood ,  a n d  o ffe r  substant ia l  
protect ionsfor  h u m a n  sub jec ts  a n d  uga ins t  c o n flicts o f interests.  

S p e c i fic C o m m e n ts 
II. G u i d a n c e  fo r  Inst i tut ions, IRBs  a n d  Invest igators  
B . P o i n ts fo r  Cons ide ra t ion  
Th is  sec t ion  e n c o u r a g e s  Inst i tut ional  Rev iew  B o a r d s  (IRBs )  a n d  inst i tut ions e n g a g e d  in  
resea rch  to  cons ide r  a  ser ies  o f q u e s tio n s  to  h e l p  in  th e  es tab l i shment  a n d  i m p l e m e n ta tio n  o f 
m e th o d s  to  protect  h u m a n  sub jec ts  f rom p o te n tia l  c o n flicts o f interests.  In  par t icular ,  th e  
g u i d a n c e  s u g g e s ts th a t ind iv idua ls  o r  inst i tut ions invo l ved  in  resea rch  cons ide r  w h e the r  
“signi f icant  p a y m e n ts o f o the r  sorts” a re  b e i n g  rece ived.  Med i ca l  dev i ce  m a n u fac turers  a re  
fami l ia r  wi th th e  d e fin i t ion o f “s igni f icant  p a y m e n ts o f o the r  sorts” f rom 2 1  C F R  P t. 5 4 .2(f)  
a n d  u n d e r s ta n d  th a t it exc ludes  th e  costs o f c o n d u c tin g  th e  c l in ical  trial. H o w e v e r , o the r  
e n titie s  m a y  n o t b e  as  fami l ia r  wi th th is  regu la t ion .  A d v a M e d  r e c o m m e n d s  th a t th e  g u i d a n c e  
m a k e  c lear  th a t leg i t imate p a y m e n ts to  cove r  c l in ical  tr ial costs s h o u l d  n o t b e  cons ide red  in  
th e  c o n text  o f p o te n tia l  c o n flicts o f interests.  

c.1. S p e c i fic Issues fo r  Cons ide ra t ion  R e g a r d i n g  Inst i tut ions 
Th is  sec t ion  e n c o u r a g e s  inst i tut ions to  cons ide r  es tab l i sh ing  c o n flict o f interest  c o m m i tte e s  
( C O ICs) o r  o the r  b o d i e s  o r  pe r sons  to  d e a l  wi th p o te n tia l  c o n flicts o f interest.  Genera l l y ,  
IRBs  a re  in  a  g o o d  pos i t ion  to  eva lua te  c o n flicts o f interest  if th e y  a re  g i ven  suff ic ient 
in fo rmat ion  to  d o  so.  A d v a M e d  s u p p o r ts th e  es tab l i shment  o f a n  inst i tut ional  c o m m i tte e  o r  
o ff icer to  e n s u r e  exped i t ious  cons ide ra t ion  o f c o n flicts o f interest  in  th o s e  cases  w h e r e  th e  
IRB is o v e r b u r d e n e d  a n d  is u n a b l e  to  rev iew pro toco ls  in  a  time l y  fash ion .  H o w e v e r , th e  
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addition of a COIC has the potential to add another layer of review and to slow down 
protocol reviews. Too many bureaucratic layers and delays can ultimately slow down patient 
access to new technologies. AdvaMed recommends that the guidance encourage those 
institutions that establish COICs to conduct the COIC and IRB reviews concurrently to 
reduce delays and ensure efficient conflict of interest and protocol reviews. 

c.3. IRB Review 
This section encourages IRBs to carefully consider whether additional actions or activities are 
needed to adequately protect the rights and welfare of human subjects. As indicated above, 
in order to ensure the expeditious consideration and review of clinical trial protocols by the 
IRB, AdvaMed recommends that for those institutions that have established COICs, the 
guidance make clear that IRBs can defer to the findings of the COIC so that valuable time is 
not consumed by a de novo collection and review of the facts. 

CA Investigators 
Where there are financial relationships, this section encourages investigators to consider 
taking additional steps such as including information about the financial relationship or how 
such relationships are being managed in the consent form, or having a non-biased third party 
obtain consent. AdvaMed agrees that it is important for human subjects to have access to any 
information which is necessary to help them understand the potential risks and benefits of 
participating in a particular clinical trial and to understand any potential conflicts of interest, 
including financial conflicts. 

However, device innovation is complex. Investigator compensation can involve many 
important variables including the difficulty of the study, the types of procedures and 
diagnostic tests required and their costs, the time it takes to complete data forms, the 
timeframe in which the study must be completed, etc. Potential human subjects are not likely 
to know the market valuation of each of the many and varied components of investigator 
compensation or to be able to discern payments that go beyond the normal costs of the study. 
Additionally, reviewing complex financial compensation information could distract potential 
human subjects from focusing on the important issues involved in understanding the medical 
benefits and risks of the clinical trial. AdvaMed recommends that potential human subjects 
should be told that an IRB or COIC has reviewed conflicts of interest and that they may 
request any additional information they may need. 

In addition, this section encourages investigators to consider having a non-biased third party 
- such as an independent physician - obtain consent. Because the investigator and others 
involved in the investigation are the most knowledgeable about the investigational product 
and the study protocol, they are in the best position to explain the risks and benefits of 
investigational products to potential human subjects. For these reasons, AdvaMed urges the 
addition of clarifying language to the guidance that makes clear the advantages of informed 
consent which is obtained by the investigator and individuals trained in the investigational 
product and study protocol. 
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Conclusion 
In conclusion, AdvaMed supports the Department’s efforts to strengthen human subject 
protection in clinical research. We further commend the Department for crafting a balanced 
guidance that acknowledges and builds on the strengths of existing FDA regulations that are 
intended to protect human subjects and protect against conflicts of interest. 

Sincerely, 

Tara Federici, 
Associate Vice President 
Technology and Regulatory Affairs 


