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mG E 6  7974 
The Nat iona l  Heart and Lung I n s t i t u t e  wishes t o  c a l l  t o  t h e  a t t e n t i o n  of t h e  
s c i e n t i f i c  community t h e  c r i t e r i a  f o r  c l i n i c a l  i n v e s t i g a t i v e  use of t h e r a p e u t i c  
devices under i t s  r e sea rch  con t r ac t s .  The following s ta tement  of p r i n c i p l e s  and 
c r i t e r i a  are t o  supplement, n o t  t o  supersede, e x i s t i n g  DHEW p o l i c i e s  and requirements:  

The c l i n i c a l  i n v e s t i g a t i v e  use  of any the rapeu t i c  device r equ i r e s  t h a t  on balance 
the  p a t i e n t  has more t o  ga in  than to  l o s e  from the  i n v e s t i g a t i v e  use of t h e  device 
and c l i n i c a l  use  i n  a supported research  p r o j e c t  must o f f e r  promise of answering 
such s i g n i f i c a n t  ques t ions  as e s t a b l i s h i n g  t h e  e f f i c a c y  and n e t  b e n e f i t  of t h e  
device. S p e c i f i c a l l y  : 

1. 


2. 

3. 

4 .  

5 .  

The device is  t o  be used only i n  a s i t u a t i o n  i n  which i t  o f f e r s  a t  least  as 
l i k e l y  bene f i t  as any known accepted technique o r  any experimental  technique 
which i s  a v a i l a b l e  f o r  c l i n i c a l  t r i a l  i n  the  same s e t t i n g  by t h e  same group. 
Any exception t o  th i s - - for  example, a device which would have f a r  g r e a t e r  
a v a i l a b i l i t y  wi th  a minimal compromise of p o t e n t i a l  benefit--would have t o  be 
e x p l i c i t l y  j u s t i f i e d  and t h e  e t h i c a l ,  moral,  and r e l a t e d  i s s u e s  discussed. 
U t i l i z a t i o n  of t h e  device c l i n i c a l l y  should have t h e  reasonable  p o t e n t i a l  
of improving t h e  q u a l i t y  of l i f e  of t he  i n d i v i d u a l  p a t i e n t  i n  whom it  i s  
applied.  

There must be experimental  evidence from l abora to ry  animal s t u d i e s  of 
b e n e f i c i a l  e f f e c t  f o r  t h e  c l i n i c a l  circumstance i n  which i t  i s  t o  be used, 
o r  t h i s  must be c l e a r l y  i n f e r r e d  from t h e  l abora to ry  i n v e s t i g a t i o n s .  

The expected r e l i a b i l i t y  of t h e  device i n  i n v e s t i g a t i v e  c l i n i c a l  use must 
be s t a t e d ;  t h i s  r e l i a b i l i t y  must be exceeded by a reasonable margin of 
s a f e t y  i n  p r e c l i n i c a l  t e s t i n g  . 
The func t ioning  and t h e  e f f e c t s  of t he  device must be cha rac t e r i zed  i n  
d e t a i l  i n  bench t e s t i n g  and i n  experimental  animals where an animal test 
is  f e a s i b l e .  

The device must be f u l l y  descr ibed  as t o  cons t ruc t ion ,  materials, and methods 
of use. 

The GUIDE i s  published a t  irregular  in tervals  t o  provide pol icy ,  program, and 
a h i n i s t r a t i v e  information t o  individuals  and organizations who need t o  be kept
informed of requirements and changes i n  grants and contracts a c t i v i t i e s  a h i n i s t e r e d  
by the National I n s t i t u t e s  of Health. 
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6. 	 There must be evidence of reasonable  s a f e t y  a g a i n s t  such p o t e n t i a l  ordinary 
hazards of devices as e l e c t r i c a l  shocks,  as w e l l  as a g a i n s t  any s p e c i a l  
hazards which may be a s soc ia t ed  with t h e  device ;  whenever f e a s i b l e ,  t h e  
device should be f a i l s a f e .  

7. 	 The i n v e s t i g a t i v e  team must have s p e c i f i c  and ex tens ive  f a m i l i a r i t y  and 
a c t u a l  experience wi th  the  device.  

8. 	 The consequences and courses of a c t i o n  if t h e  device f a i l s  o r  f a i l s  t o  achieve 
i t s  expected r e s u l t s  must be considered and a plan of a c t i o n  ou t l ined  i n  the  
pro toco l  submitted.  

9 .  	 The c l i n i c a l  i n v e s t i g a t i v e  p r o t c c o l  must be  such t h a t  i t  can produce maximum 
research information a t  minimum hazard t o  t h e  p a t i e n t ,  and it must be i n  t h e  
p a t i e n t ' s  b e s t  i n t e r e s t  a t  a l l  times. It must be designed t o  answer s i g n i f i 
can t  ques t ions  i n  a s c i e n t i f i c a l l y  sound manner. Hypotheses, methods, sample 
s i z e s ,  end po in t s  and c r i t e r i a  f o r  eva lua t ion  must be  s t a t e d .  The p ro toco l  
must provide f o r  c a r e f u l  p a t i e n t  c h a r a c t e r i z a t i o n  be fo re ,  du r ing ,  and a f t e r  
t h e  use of t h e  device; t he  s e t t i n g s  and mode of use of t h e  device  must be  
s p e c i f i e d ;  and s tandardized d a t a  must be recorded and analyzed sys t ema t i ca l ly .  

10. 	 D e f i n i t i v e  c r i t e r i a  f o r  p a t i e n t  s e l e c t i o n  must be  included i n  t h e  i n v e s t i g a t i o n  
pro tocol .  

11. 	 The e t h i c a l ,  moral,  and r e l a t e d  i s s u e s  of t h e  c l i n i c a l  i n v e s t i g a t i v e  procedure 
and the  use  of t he  device mus: be discussed i n  the  pro tocol .  

12.  	 The p r i n c i p l e s  of informed consent must be adhered t o  scrupulously;  t h e  
p ro toco l  submitted must d i scuss  t h i s  f u l l y ,  inc luding  the  procedures t o  be 
u t i l i z e d  and t h e  information to be presented. 

13.  	 The approval  of l o c a l  i n s t i t u t i o n a l  r e sea rch  committee and o t h e r  appropr i a t e  
committees and conformity t o  the  I n s t i t u t i o n a l  Guide t o  DHEW Pol icy on 
P r o t e c t i o n  of Human Subjec ts  i s  requi red .  

14.  	 The d a t a  t o  s u b s t a n t i a t e  t h e  f u l f i l l m e n t  of t hese  c r i t e r i a  must be presented 
t o  t h e  Nat ional  Heart  and Lung I n s t i t u t e .  

15. P r i o r  t o  c l i n i c a l  use ,  t he  coep le t e  research p ro toco l  must be approved by NHLI .  
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