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The i n t e r a c t i o n  of ch lo rp romaz ine  w i t h  l i posomal  p r e p a r a t i o n s  of 
l i p i d s  from egg-yolk was ana lysed  by Kovaleva & o t h e r s  (1975)  
u s i n g  t h e  r e c i p r o c a l  p l o t  method of  K l o t z  & o t h e r s  (1946) .  A more 
thorough i n v e s t i g a t i o n  of t h e  b i n d i n g  of t h i s  and o t h e r  pheno- 
t h i a z i n e  d rugs  t o  phospho l ip id  l iposomes  i s  r e p o r t e d  h e r e .  

The e q u i l i b r i u m  b i n d i n g  of ch lo rp romaz ine ,  t h i o r i d a z i n e ,  p roch lo r -  
p e r a z i n e  and pe rphenaz ine  t o  unson ica t ed  liposornes formed from 
soy-bean p h o s p h a t i d y l  c h o l i n e  was s t u d i e d  a t  25+1 OC i n  subdued 
a r t i f i c i a l  l i g h t i n g .  The b ind ing  was de te rmined  under  t h e s e  
c o n d i t i o n s  by e q u i l i b r i u m  d i a l y s i s  u s i n g  Vi sk ing  t u b i n g .  

Binding d a t a  w e r e  a n a l y s e d  by b o t h  t h e  l i n e a r  method of Sca tchard  
(1949)  and t h e  non- l inea r  method of Thompson & Klo tz  (1971 1 .  
L i n e a r  Sca tcha rd  p lo t s  i n d i c a t e d  simple b i n d i n g  t o  i d e n t i c a l  s i tes  
f o r  a l l  t h e  d r u g s ,  and gave  v a l u e s  of k ,  t h e  i n t r i n s i c  a s s o c i a t i o n  
c o n s t a n t ,  and l / n ,  t h e  number of l i p i d  molecules  bound p e r  molecule 
of d rug  (Tab le  1 ) . These b ind ing  pa rame te r s  f o r  ch lorpromazine  a r e  
s i m i l a r  t o  t h o s e  o b t a i n e d  by Kovaleva & o t h e r s  ( 1 9 7 5 ) ,  u s i n g  a 
l i n e a r  method of a n a l y s i s .  However, t h e  more i n f o r m a t i v e  Thompson 
& Klo tz  a n a l y s i s  i n d i c a t e d  a complex t y p e  of b i n d i n g  f o r  a l l  t h e  
d r u g s ,  e x c e p t  p r o c h l o r p e r a z i n e .  According t o  t h e  Thompson & Klotz  
p l o t s ,  t h i s  complex behav iour  could  be a t t r i b u t e d  t o  an  i n t e r a c t i o n  
between b ind ing  s i t e s ,  b e i n g  most ly  of t h e  ' o b s t r u c t i v e '  t y p e ,  
a l t h o u g h  t h e r e  was some ev idence  of ' c o - o p e r a t i v e '  b i n d i n g  f o r  low 
c o n c e n t r a t i o n s  of  ch lorpromazine .  Binding complex i ty  i s  a l s o  
r e f l e c t e d  i n  t h e  d i s c r e p a n c y  between t h e  b ind ing  pa rame te r s  d e t e r -  
mined by  t h e  two methods ( T a b l e  I), and t h e  f a i l u r e  t o  o b t a i n  
v a l u e s  of t h e s e  f o r  ch lorpromazine  by t h e  Thompson & Klo tz  method. 
S i m i l a r  complex behav iour  h a s  been observed  i n  t h e  b i n d i n g  of t h e s e  
d r u g s  t o  l iposomes  p repa red  from b r a i n  l i p i d s .  

Tab le  1 

Drug Sca tcha rd  Thompson & 
Klo tz  

~~ ~ 

k 1 /n  k 1 /n  
4 -1 (10.M ) 4 -1 (10.M 
- - chlorpromazine  5.3 12 .3  

t h i o r i d a z i  ne 5 .9  6.6 3.5 3.3 
p r o c h l o r p e r a z i n e  4.0 5.2 3.9 4.9 
perphenaz i ne 6.2 8 . 3  6 .9  10 .6  

K l o t z ,  I .M. ,Walker ,  F.M. & Pivan,R.  B. (I 946)  . J.  Am. Chem. SOC. ,68,14864 490 
Kovaleva ,X.  S. ,Deev,A. I.  & o t h e r s  (1 975) .  Farmatsiya(Moscow) ,24,16-19. 
S c a t c h a r d ,  G .  ( 1 9 4 9 ) .  Ann.N.Y.Acad.Sci.,51,660-672. 
Thompson,C. J. & K l o t z ,  I .M. (1  971 ) .Arch. Biochem. Biophys.  , I  47 ,I 78-1 




