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ABSTRACTS 
Satellite Meeting of the Society for Stimulus Properties of Drugs 

The following are abstracts of papers presented at the Satellite Meeting of the Society for Stimulus 
Properties of Drugs held at the Disneyland Hotel in conjunction with the Federation of American 
Societies for Experimental Biology Annual Meeting, Anaheim, CA, April 13-14, 1980. 

A1 

COMPARATIVE SI'IblIJLUS PROPERTIES OF COCAINE, NORCOCAINE, ANt) N-ALI.YLROR- 
COCAINE. , I .A.  B e d f o r d ,  R.F .  Borne .  G.L. N a i l ,  and M.C. W i l s o n ,  R e s e a r c h  
I n s t i t u t e  o f  P h a r r r ~ c e u t i c a l  S c i e n c e s  and D e p a r t m e n t s  o f  M e d i c i n a l  Chem- 
i s t r y  and P h a r m a c o l o g y ,  Schoo l  o f  Pharmacy ,  U n i v e r s i t y  o f  M i s s i s s i p p i ,  
~ M l v e r s i t y ,  ~kS 38677.  

A d i s c r i m i n a t i v e  s t i m u l u s  p a r x d t g m  was employed  t o  t r a i n  e i g h t  
ma le  and f e m a l e  W i s t a r  r a t s  to  d i s c r i m i n a t e  S mg/kg  c o c a i n e  HCI from 
2 . 0  m l / k g  s a l i n e .  S u b j e c t s  r e s p o n d e d  i n  a two b a r  o p e r a n t  chamber  on an 
FR 30 s c h e d u l e  f o r  food r e i n f o r c e m e n t .  Al l  s e s s i o n s  f o l l o w e d  a 1D min-  
u t e  p r e t r e a t m e n t  w i t h  e i t h e r  s a l i n e ,  t h e  t r a i n i n g  d o s e  o f  c o c a i n e ,  f o u r  
p r o b e  d o s e s  o f  c o c a i n e  HCI ( 1 . 0 .  2 . 5 ,  7 . S ,  I(}.O m g / k g ) ,  f o u r  p r o b e  
d o s e s  o f  N - a l l y l n o r c o c a i n e  ( 5 . 0 ,  7 . 5 ,  lO.{), 2 0 . 0  m g / k g ) .  Al l  p robe  
d o s e s  were  t e s t e d  ~ls ing  an e x t i n c t i o n  p r o c e d u r e ,  l ~ e  t h r e e  h i g h e s t  
d o s e s  o f  c o c a i n e  (2.5, 7 . 5 ,  1 0 .0  mg/kg)  g e n e r a l i z e d  c o m p l e t e l y  w i t h  
g r e a t e r  t h a n  90% o f  t he  r e s p o n d i n g  o c c u r r i n g  on t h e  c o c a i n e  l e v e r .  1-~e 
1 .0  mg/kg dose  o f  c o c a i n e  g e n e r a l i z e d  to s a l i n e  w i t h  o n l y  16% o f  t h e  re -  
s p o n d i n g  o c c u r r i n g  on the  c o c a i n e  l e v e r .  The two h i g h e s t  d o s e s  o f  n o r -  
c o c a i n e  ( S . 0  and 7 .S  mg/kg)  g e n e r a l i z e d  to  c o c a i n e  w i t h  g r e a t e r  t h a n  
95% o f  r e s p o n s e s  o c c u r r i n g  on t h e  c o c a i n e  l e v e r .  The 2 .S  mg/kg  dose  o f  
n o r c o c a i n e  r e s u l t e d  in 57% w h i l e  t h e  1 .0  mg/kg  d o s e  g e n e r a l i z e d  to  s a -  
l i n e  w i t h  o n l y  4% o f  r e s p o n d i n g  o c c u r r i n g  on t h e  c o c a i n e  l e v e r .  The N- 
a l l y l - n o r c o c a i n e  was found  to  g e n e r a l i z e  c o m p l e t e l y  to  c o c a i n e  (99g)  
o n l y  a t  t he  20 mg/kg  d o s e .  The i n t e r m e d i a t e  d o s e s  ( 7 . 5  and 10 .0  mg/kg)  
r e s u l t e d  i n  28% and 68% o f  r e s p o n d i n g  o c c u r r i n g  on t h e  c o c a i n e  l e v e r ,  
r e s p e c t i v e l y .  The S . 0  mg/kg  d o s e  o f  N - a l l y l - n o r c o c a i n e  g e n e r a l i z e d  to  
s a l i n e  w i t h  o n l y  6% o f  r e s p o n d i n g  o c c u r r i n g  on t h e  c o c a i n e  l e v e r .  Both 
d r u g s  were  shown to  g e n e r a l i z e  to  c o c a i n e ,  however  much h i g h e r  d o s e s  o f  
N - a l l y l - n o r c o c a i n e  were  r e q u i r e d  t o  p r o d u c e  g e n e r a l i z a t i o n .  The d a t a  
i n d i c a t e  t h a t  t h e  N-methy l  g ro u p  on t h e  c o c a i n e  m o l e c u l e  i s  n o t  r e s p o n -  
s i b l e  f o r  i t s  s t i m u l u s  p r o p e r t i e s .  ( S u p p o r t e d  by t h e  Res ea r ch  I n s t i -  
t u t e  o f  P h a r m a c e u t i c a l  S c i e n c e s  and NIDA ( ; ran t  No. DA-OORIO.) 

A2 
{)ISCRIMINATIVE STIMULUS PROPERTIES OF (IOCAINE ANO TWO I!X'I'RAC'IS OF THE 
COCA LEAF (E. COCA). ,].A. Bedford, M.A. EISohly, (;.L. Nail. C.I .  
Turner, and M.C. Wilson. Research Ins t i tu te  of  Pharmaceutical Sciences 
and Department o f  Pharmacology, School o f  Pharmacy, University o f  Mis- 
s i s s i p p i ,  t M i v e r s i t y ,  ~tS 38677 .  

Male and f e m a l e  w l s t a r  r a t s  were  t r a i n e d  to d i s c r i m i n a t e  5 . 0  mg/kg 
c o c a i n e  from 2 . 0  m l / k g  s a l i n e  u s i n g  a t w o - b a r  food r e i n f o r c e m e n t  (FR 30) 
d i s c r i m i n a t i v e  s t i m u l u s  p a r i d i g m ,  lqae e x t r a c t s  were  p r e p a r e d  by ex -  
h a u s t i v e l y  e x t r a c t i n g  powdered  coca  l e a v e s  w i t h  95% e t h a n o l  anti t hen  
p a r t i t i o n i n g  t he  r e s i d u e  be tween  c h l o r o f o r m  and w a t e r .  Two d o s e s  o f  
t he  w a t e r  e x t r a c t  (480 ,  9(~0 mg/kg)  were t e s t e d  a l o n g  w i t h  f o u r  d o s e s  o f  
t he  c h l o r o f o r m  e x t r a c t  ( 7 . 5 ,  15,  30,  60 m g / k g ) ,  the  w a t e r  e x t r a c t  was 
d e v o i d  o f  c o c a i n e  w h i l e  t he  f o u r  d o s e s  o f  t he  c h l o r o f o r ' n  e x t r a c t  con-  
t a i n e d  0 . 4 ,  0 . 8 3 .  1 . 6 5 ,  and  3 . 3  mg/kg o f  c o c a i n e  r e s p e c t i v e l y .  Coca ine  
d o s e s  o f  2 . 5 ,  7 . S ,  and 10 .0  mg/kg  g e n e r a l i z e d  to  c o c a i n e  w i t h  g r e a t e r  
t h a n  9 0 t  o f  t he  r e s p o n d i n g  o c c u r r i n g  on t he  c o c a i n e  l e v e r .  The l . O  mR/ 
kg d o s e  o f  c o c a i n e  g e n e r a l i z e d  to  s a l i n e .  ] 'he w a t e r  e x t r a c t  a t  ;BO mR/ 
kg g e n e r a l i z e d  to  s a l i n e ,  however  f o l l o w i n g  p r e t r e a t m e n t  w i t h  the  9~0 mg 
/ k g  dose  o f  t h e  e x t r a c t  t he  a n i m a l s  f a i l e d  to r e s p o n d .  F i n a l l y ,  w i t h  
the  f o u r  d o s e s  o f  t he  c h l o r o f o r m  e x t r a c t  o n l y  t he  l a r g e s t  dose  (60 mR/ 
kg) g e n e r a l i z e d  to  c o c a i n e  w h i l e  t he  o t h e r  t h r e e  d o s e s  d i d  n o t .  The 7 .5  
mg/kg  dose  g e n e r a l i z e d  to  s a l i n e ,  w h i l e  the  15 and 3(1 mg/kg  d o s e s  e n g e n -  
d e r e d  i n t e r m e d i a t e  l e v e l s  o f  r e s p o n d i n g  on b~)th l e v e r s .  In c o n c l u s i o n ,  
t he  a c t i v i t y  e x h i b i t e d  hy t he  c h l o r o f o r m  e x t r a c t  can be a c c o u n t e d  fo r  by 
i t s  c o c a i n e  c o n t e n t ,  however  t i le  a c t i v i t y '  e x h i b i t e d  by the  w a t e r  e x t r a c t  
c anno t  be a t t r i b u t e d  to t he  t r a c e  amount  o f  c o c a i n e  c o n t a i n e d  in  t h i s  
e x t r a c t .  ( S u p p o r t e d  by t he  R e s e a r c h  I n s t i t u t e  o f  P h a r m a c e u t i c a l  S c i -  
ence s  and by NIDA C o n t r a c t  No. 2 7 1 - 7 ~ - 3 5 2 6 .  Fhe a u t h o r s  would l i k e  to  
e x p r e s s  o u r  s i n c e r e  a p p r e c i a t i o n  and t h a n k s  t,~ IJ .S.  tR~partment of  .Jus- 
t i c e ,  t he  U.S .  S t a t e  [ ) epa r tmen t ;  and SeEor  Ing .  .I. A l e j a n d r o  Cos t : t ,  
A d m i n i s t r a t o r  G e n e r a l ,  [mpre sa  Nac io l l a l  de la  Cosa ,  Lima, Pel-ii. } 


