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HPLC DETERMINATION AND PHARMACOKINETICS OF PIPOTHIAZINE AFTER 
DEPOT INJECTION 
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P i p o t h i a z i n e  i s  a pheno th iaz ine  w i t h  i n c r e a s i n g  use i n  t h e  t rea tmen t  o f  
sch i zophren ia .  
weeks. Plasma c o n c e n t r a t i o n s  o f  p i p o t h i a z i n e  a f t e r  o r a l  a d m i n i s t r a t i o n  o f  t h e  
h y d r o c h l o r i d e  a r e  l ow  (Le Roux e t  a1 1982) b u t  those a f t e r  depot  i n j e c t i o n  have 
n o t  been repo r ted .  
We have developed a reverse-phase HPLC method w i t h  f l uo rescence  d e t e c t i o n  f o r  
measurement of p i p o t h i a z i n e  i n  plasma. To 2.0 m l  o f  plasma a r e  added 200 p l  of 
a f r e s h l y  prepared s o l u t i o n  o f  i n t e r n a l  s tandard  (IRS) (promethazine 
hyd roch lo r i de ,  6.25 pg/ml 1, 500 pl methanol, 100 p1 711 sodium hyd rox ide  s o l u t i o n  
and 8 m l  o f  f r e s h l y  prepared hexane: d ich loromethane (50:50 v / v )  m ix tu re .  A f t e r  
e x t r a c t i o n  and e v a p o r a t i o n  o f  t h e  o rgan ic  s o l v e n t  t h e  d r y  sample was 
r e c o n s t i t u t e d  i n  100 p1 o f  e l u e n t  and i n j e c t e d  on t o  t h e  column. A n a l y s i s  was 
on a 250 x 4.6 mm s t a i n l e s s  s t e e l  column o f  SAS-Hypersil 5 pm main ta ined  a t  
45°C. 
f l o w - r a t e  o f  1.4 ml/min. D e t e c t i o n  was w i t h  a K r a t o s  FS970 f l u o r i m e t e r  s e t  a t  
263 nm e x c i t a t i o n  and 470 nm emiss ion wavelengths. 
( p i p o t h i a z i n e / I R S )  were r e c t i l i n e a r l y  r e l a t e d  t o  p i p o t h i a z i n e  c o n c e n t r a t i o n  ( r  = 
0.999) i n  t h e  range 1.25 - 12.5 ng/ml. 
( a t  a c o n c e n t r a t i o n  o f  5 ng/ml: n = 8 )  and t h e  l i m i t  o f  d e t e c t i o n  was 0.25 
ng/ml . 
Three p o s s i b l e  m e t a b o l i t e s  o f  p i p o t h i a z i n e ,  p ipo th iaz ine -N-ox ide ,  p i p o t h i a z i n e  
su lphox ide  and 7 -hyd roxy -p ipo th iaz ine  as r e f e r e n c e  standards, were adequate ly  
r e s o l v e d  and t h e  f i r s t  two were e f f i c i e n t l y  e x t r a c t e d  (Tab le ) .  

Table. Phase c a p a c i t y  r a t i o s  and e x t r a c t i o n  e f f i c i e n c i e s  o f  p i p o t h i a z i n e  and 
p o s s i b l e  m e t a b o l i t e s .  

Compound Phase c a p a c i t y  E x t r a c t i o n  
e f f i c i ency 

P i p o t h i a z i n e  1.97 84% 
P ipo th iaz ine -N-ox ide  0.45 71% 
P i p o t h i a z i  ne su lphox ide  0.74 86% 
7-hydroxy-p i  p o t h i  az i ne 1.04 4% 
Promethazine 3.89 77% 

Many drugs comm&ly used i n  p s y c h i a t r i c  p a t i e n t s  d i d  n o t  i n t e r f e r e  w i t h  t h e  
assay and amongst 19  pheno th iaz ines  tes ted ,  12 caused no i n t e r f e r e n c e .  
plasma samples f rom p a t i e n t s  r e c e i v i n g  seve ra l  o r a l  pheno th iaz ines  con ta ined  
m e t a b o l i t e s  t h a t  c o - e l u t e d  w i t h  p i p o t h i a z i n e  o r  promethazine. 

The favourab le  f l uo rescence  o f  p i p o t h i a z i n e  a l l owed  q u a n t i t a t i o n  i n  plasma f rom 
p a t i e n t s  r e c e i v i n g  p i p o t h i a z i n e  p a l m i t a t e  i n  depot  i n j e c t i o n .  
s t u d i e s  i n  3 p a t i e n t s  gave apparent  peak c o n c e n t r a t i o n s  a t  7-14 days t h a t  were 
r e l a t e d  t o  dose: 8.4 ng/ml a f t e r  250 mg, 2.0 ng /n l  a f t e r  37.5 mg and 1.0 ng/ml 
a f t e r  20 mg. No accumulat ion was observed i n  these p a t i e n t s  d u r i n g  t h r e e  dose 
i n t e r v a l s .  
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It i s  admin i s te red  as t h e  p a l m i t a t e  i n  a depot  i n j e c t i o n  every 4 

The e l u e n t  was acetoni t r i1e:amnonium carbonate 0.05Fl 50:50 ( v / v )  a t  a 

Peak h e i g h t  r a t i o s  

The c o e f f i c i e n t  o f  v a r i a t i o n  was 3.1% 

r a t i o  k ' 

However, 

P r e l i m i n a r y  




