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An o c t a p e p t i d e  ana logue  of s o m a t o s t a t i n ,  CGP 15425, is poor ly  absorbed from t h e  
g a s t r o i n t e s t i n a l  t rac t  i n  t h e  ra t ,  r e s u l t i n g  in ex t r eme ly  low blood l e v e l s  which 
a r e  d i f f i c u l t  t o  measure. However, t h i s  p e p t i d e  undergoes c o n c e n t r a t i o n  i n  t h e  
b i l e  which f a c i l i t a t e s  i t s  measurement, and b i l i a r y  e x c r e t i o n  h a s  been shown t o  
be a r e l i a b l e  i n d e x  of  t h e  a b s o r p t i o n  of  t h e  compound ( B e l l  e t  a1 1984).  Sodium 
s a l i c y l a t e  and o t h e r  r e l a t e d  compounds have  been shown t o  enhance t h e  a b s o r p t i o n  
o f  many d r u g s  i n c l u d i n g  l a r g e r  p o l y p e p t i d e s  such a s  g a s t r i n  from t h e  i n t e s t i n e  
and rectum (Yoshioka e t  a1 1982).  
The e f f e c t  of  sodium s a l i c y l a t e  on t h e  a b s o r p t i o n  of t h e  o c t a p e p t i d e  3H-CGP 15425 
(p rov ided  by Ciba-Geigy) h a s  been s t u d i e d  in a c l o s e d  i n  s i t u  loop  o f  ra t  
i n t e s t i n e .  Luminal d i s a p p e a r a n c e  w a s  s t u d i e d  in t h r e e  g roups  of rats (180-200g 
w t ,  n=6 p e r  g roup) ,  which were a n a e s t h e t i s e d  w i t h  sodium p e n t o b a r b i t o n e  i .p.  One 
group of  ra t s  r e c e i v e d  t h e  o c t a p e p t i d e  a t  a c o n c e n t r a t i o n  of 1 mg/ml i n  Kreb ' s  
b u f f e r  ( 1  ml) i n t o  a c l o s e d  duodenal  loop.  
!Be same dose  of  o c t a p e p t i d e  w i t h  2% and 5% sodium s a l i c y l a t e  w/v r e s p e c t i v e l y .  

volume. Samples were t aken  from t h e  l o o p s  and counted f o r  H and C a c t i v i t y  a t  
r e g u l a r  i n t e r v a l s  up t o  1 hour .  I n t e g r i t y  o f  t h e  p e p t i d e  in a l l  t h e  samples w a s  
ana lysed  by HPLC u s i n g  e l e c t r o c h e m i c a l  d e t e c t i o n .  It was no ted  t h a t  t h e r e  was a 
similar lumina l  l o s s  o f  p e p t i d e  in b o t h  t h e  s a l i c y l a t e - t r e a t e d  animals  and 
c o n t r o l  an ima l s ,  amounting approx ima te ly  30% of t h e  dose.  In a f u r t h e r  
expe r imen t ,  t h e  p rocedure  w a s  r e p e a t e d  in r a t s  w i t h  a b i l i a r y  cannu la  i n  s i t u .  
The r e s u l t s  are shown i n  Tab le  1. 

Tab le  1. B i l i a r y  r ecove ry  of  CGP 15425 i n  t h e  p re sence  of  s a l i c y l a t e  
C o l l e c t  ion P e r i o d  S a l i c y l a t e  c o n c e n t r a t i o n  ( %  w/v) 

min 0% 1% 2% 5% 

The second and t h i r d  g roups  r e c e i v e d  

C - PEG 4000 w a s  added t o  a l l  s o l u t i o n s  t o  c o r r e c t  f o r  ch nges  ip41uminal  3 

0 - 15 min 0.4 + 0.3 0.4 + 0.4 0.3 2 0.2 0.3 2 0.2 
15 - 30 min 0.5 0.5 0.5 T 0.4 0.5 2 0.2 0.6 2 0.3 
30 - 45 min 0.4 2 0.3 0.4 T 0.3 0.5 + 0.2 0.6 2 0.2 
45 - 60 min 0.3 + 0.2 0.4 5 0.3 0.5 5 0.2 0.8 2 0.3 
T o t a l  1 . 6 T  - 1.0 1.7 - + 1.1 1.8 2 0.6 2.3 2 0.8 

Combustion o f  t h e  t i s s u e s  showed t h a t  approximately 25% of  t h e  p e p t i d e  o r  i t s  
m e t a b o l i t e s  remained a s s o c i a t e d  w i t h  t h e  g u t  w a l l  w i thou t  undergoing f u r t h e r  
a b s o r p t i o n ,  t h e  remaining 75% be ing  unabsorbed d u r i n g  t h e  p e r i o d  of t h e  
experiment .  Thus sodium s a l i c y l a t e  d i d  n o t  promote t h e  a b s o r p t i o n  o f  t h e  p e p t i d e  
from t h e  g u t ,  presumably due t o  t h e  s t r o n g  b ind ing  of  t h e  m a t e r i a l  t o  t h e  
e p i  t h e  1 ium. 

B e l l ,  J. M. e t  a 1  (1984) J. Pharm. Pharmacol.  36: Suppl.  88P. 
Yoshioka, S. e t  a 1  (1982) J. Pharm. S c i .  71:  593-4. 




