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Dear S i r :  

COKTROLLED D0LDI.E-BLISD STUDIES C,F DRUGS 

p h y s i c i a n  c a n  know what is b e i n g  a d m i n i s c c r c d ,  wl i i i c  s u c h  s t u d i c s  arc 

a l s o  c a l l c d  c o n t r o l l e d  when t h e  p a t i e n t s  a r e  rsndornly a s s i g n e d  t o  a 

pi;lccbo and ;I d r u f ; - r c c c i v i n g  g r o u p .  Tlic p r o t o c o l  i s  f o r m u l a t e d  a t  t h e  

b c y i n n i i i g  JI Ltic s t u d y  and must  b e  followcd meciculously t o  t h c  e n d .  

It wou ld  bc p a t e n t l y  a b s u r d  i f  these  cypes  o f  s t u d i e s  s h o u l d  become 

t h e  o n l y  a c c e p t a b l e  o n e s .  

I n t e l l i g e n t  f o r m u l a t i o n  o f  c o n t r o l l e d  p r o t o c o l s  is d i f f i c u l t  indeed  

when t h e  d o s a g e ,  t h e  p r imary  t h e r a p e u t i c  e f f e c t s  and  t h e  t o x i c i t y  are  

i n s u f f i c i e n t l y  w e l l  known. 

n o t  l e n d  t h e m s e l v e s  t o  c o n t r o l l e d  s t u d i e s  because  t h e  c o d e  i s  o f t e n  

b r o k e n  b y  t h e  p a t i e n t s .  Wi th  c h r o n i c  d i s e a s e s ,  f u r t h e r m o r e ,  which caii 

Drugs  which a r e  s e n s e d  by t h e  p a t i e n t s  d o  

p r e s e n t  a v a r i e t y  of symptoms a l l  of  which a r c  s c o r e d ,  s i g n i f i c a n t  

p a r t i a l  r e s t i t u t i o n  o f  f u n c t i o n  i s  o f t e n  mis sed  when t h e  sum of t h c  d a t a  

i s  s u b m i t t g d  t o  t h c  u s u a l  s t a t i s t i c a l  a n a l y s e s .  
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I n  t h c  f i n a l  evaluation of d r u g s  iind p a r t i c u l a r l y  t h o s e  f o r  c h r o n i c  

discascs a d i f f c r c n t  p rocess  is perl is ; is  n c c c s s a r y .  

s u f f i c i c n t  t h c o r c t i c a l  and b a s i c  i n v e s t i g J t i o n s  one would c o n d u c t  a 

s i n g l c - b l i n d  s t u d y .  Thc p a t i e n t s  would n o t  be informed w h c t h c r  d r u g  

o r  p l a c c b o  a r e  g i v c n  bu t  e a c h  would be s e r v i n g  a s  h i s  own c o n t r o l .  The 

p h y s i c i a n  would be on t h e  a l e r t  € o r  t o x i c i t y .  Onc would t h u s  d c i C . n i n e  

t h e  r a n g e  of t h e  o p t i m a l  dose  and  i t s  s c h c d t . l i n g ;  t h e  t h e r a p e u t i c  c l f o c t s  

Afrcr c o m p l c t i n g  

and  t i s s u e  t o x i c i t y ;  and t h e  k i n d  of c l i n i c a l  and l a b o r a t o r y  t e s t s  b e s t  

s u . i t c d  t o  f o l l o w i n g  t h e s e  e f f e c t s .  One would be a n t i c i p a t i n g  t h e  p r a c t i c -  

i n g  p h y s i c i a n ,  who i s  t r a i n e d  t o  be  ob jec : ive  a l t h o u g h  hc  i s  c o t  b l i n d  

and d o e s  n o t  t r e a t  p a t i e n t s  r andomly .  One c a n  even  produce  c o n c l u s i v e  . 

r e s u l t s  i n  t h i s  s i m p l e r  manner, a s  t h e  p r a c e d e a t  or' a s p i r i n  p r o v e s .  

n o t ,  onc c a n  d e s i g n  and e x e c u t e  a more s u i t a b l e  p r o t o c o 1 , s i n c e  one would t h e n  

If 

I 

be u s i n g  o n e s  judgemPnt of  f a c t s  i n s t e a d  of  a mechan ica l  p r o c e s s .  

I /- Re j c c t i n g  t h i s  s u g g e s t i o n  i s  t a n t z a o u n t  t o  r e q u e s t i n g  s t u r l i e s  i n  
--__-I=- . .---..r 

i which  n e i t h e r  t h e  su rgeon  n o r  t h e  p a t i e n t  knows w h e t h e r  a p l a c e b o  o r  I 

i J human k i d n e y  arc bc ing  t r a n s p l a n t e d  and w h c t h c r  the u remic  p a t i e n t  i s  

L c i i i j :  t l - c ; r~cd  o r  i s  mcrc ly  b e i n g  uscd  JS ii c o i i c r o l .  i 1 .  ' C l i i : ;  :ii):aiirdiLy illu:8tr.iLcs tiic C L ~ ~ I C . . ;  ,ai:,-,L.,c- ,.;iicrciiL i i i  con-  

trolled s t u d i e s .  It a l s o  s c r v c s  i n  lieu of a l l  t h e  d rgumcn t s  one canno t  
I 
i 

r, _ _  .-.- --J p r e s e n t  f o r  l a c k  of s p a c e .  - Very s i n c e r e l y  you1 ;, IL-2-A. 
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