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AMITRIPTYLINE-EUDRAGIT L COMPLEX AS A SUSTAINED RELEASE 
PREPARATION 

P. I .,Fekete,’’E. Orban,”l. Elekes, EGYT Pharmacochemical Works, H-1475, POB 100 
and Research I n s t i t u t e  o f  Pharmaceuticals, Budapest, Hungary 

Eudrag i t  L, a me thac ry l i c  ac id -me thac ry l i c  a c i d  methyl e s t e r  ( 1 : l )  copolymer, 
forms wa te r - i nso lub le  complexes w i t h  some drugs c o n t a i n i n g  amino o r  imino groups. 
I n  the  g a s t r o i n t e s t i n a l  t r a c t  t h e  drugs are re leased from these complexes s low ly  
by i o n  exchange processes (Orban e t  a1 1981). 

An a m i t r i p t y l i n e - E u d r a g i t  L complex was prepared by r e a c t i o n  o f  an aqueous 
s o l u t i o n  o f  t he  sodium s a l t  o f  Eudrag i t  L w i t h  an aqueous s o l u t i o n  o f  a m i t r i p t y l -  
i ne  H C I .  Only 80% o f  the c a r b o x y l i c  groups o f  t he  Eudrag i t  L cou ld  be u t i l i z e d  
f o r  complex formation. The chemical s t r u c t u r e  o f  the complex confirmed by i . r .  
spectroscopy, i s  : 
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I n  v i t r o  about 60% o f  the  drug was released from the  complex a g i t a t e d  i n  
s imulated g a s t r i c  f l u i d  a t  3 7  C f o r  I h ,  w h i l e  the  a m i t r i p t y l i n e  HCI powder 
d i sso l ved  complete ly  i n  5 rnin under the same c o n d i t i o n s .  

The i n  v i v o  abso rp t i on  of the drug was compared i n  dogs g iven 15 mg k g - l  
f l 4 C J a m i t r i p t y l i n e  base (79.9pCi ky-1) as the h y d r o c h l o r i c  a c i d  s a l t  o r  i n  the form 
of the Eudrag i t  L complex o f  a m i t r i p t y l i n e .  The areas under the  serum concen t ra t i on  
curves showed t h a t  i n  the f i r s t  2h a f t e r  a d m i n i s t r a t i o n  2.5 times more drug was 
absorbed from the s a l t  form than from the complex form, b u t  t he re  were no s i g n i f -  
i c a n t  d i f f e rences  between the two forms accord ing t o  the  absorbed q u a n t i t y  o f  drug 
over  0 - 12h, and the  exc re ted  r a d i o a c t i v i t y  i n t o  the  u r i n e  over  0 - 72h. 

Absorpt ion i n  man was s t u d i e d  on s i x  hea l thy  vo lun tee rs  g iven 50 mg a m i t r i p t y l i n e  
base as the  h y d r o c h l o r i c  a c i d  s a l t  ( i n  a qu i ck  re lease coated t a b l e t )  o r  i n  the 
form o f  Eudrag i t  L complex (as a hard g e l a t i n  capsule) .  Comparison o f  t h e  areas 
under the  serum concen t ra t i on  curves showed t h a t  i n  the  f i r s t  4h a f t e r  a d m i n i s t r a t -  
i o n  o n l y  h a l f  as much drug was absorbed from t h e  complex form as from the s a l t  form, 
b u t  a f t e r  24h the absorbed q u a n t i t y  o f  a m i t r i p t y l i n e  from the  two dosage forms was 
almost the same. 

Therefore the a m i t r i p t y l  ine-Eudragi t  L complex seems t o  be use fu l  f o r  sus ta ined  
re lease medicat ion o f  ami t r i p t y l  ine.  
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