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STUDIES ON S0~. NEW BIOLOGICAL II~0~EP~IES OF ISOPRII~0SII,IE 
CONCERNING I~S]BUFFER CA]~AC~]~Y . . . .  
S. N. ~ancheva , ~. Nacheva~!and N. Lidaks p, ~Institute of Mi- 
crobiology, Bulg.Aead.Sci., 2hammaceutica! Faculty, I L&, Sofia, 
Bulgaria, Institute of Organic Synthesis, Latv.Acad.Sci., Riga. 

Isoprinosine /Iso/ is Icnown up to now as ~¢tiviral and 
i~nmunomodulatimg agent. It is composed of two parts - inosine 
and N,N-dimethylamino-2-propanol p-acetamidobenzoate in a mo- 
lar ratio, 1"3 and applied in biological systems could affects 
the pH values of the medium. Investigations have been conduc- 
ted to look for, if this complex molecule has properties as 
htufferir~ system with specific buffer capacity in conventional 
cell culture medium in pH range 6.4-8.4. In this relation by 
using potentiometric titration the protolysic constsnts /pKa/ 
of the individual components were determined, vrhich are: 8.86 
for inosine, 9.66 for dimethylamino--~-propanol and 5.81 for 
p-acetamidohenzoic acid. It was found that Iso increases the 
buffer capacity mostly in the range of pH 7. It may be assu- 
med that the buffering properties of the qomponents of Iso 
could be exhibited by the complex as wellm influtncing the me- 
dium buffer capacity as regards to the OH-- and H in the res- 
pective p~ ranges. Studies in vitro have shown that Iso has a 
sti~alat~g influence on the average survival time of the cell 
culture which we assumed to be due to the additional buffering 
properties of this molecule. Our results contribute in the 
clarification of the mechanisms of the biological activity of 
is oprinosine. 
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~T IVIRAL ACTIVITY OF PROTEOLYTI C INHIBITOR AMBENUM 
( PAR_~-~a~INOMETHYLBENZO I C ACID) - V.P- Lozi tsky, A.S. 
Fedtchouk, Y u . I .  G y r l y a ,  ~ - @ -  K o l o m i e t s ,  N.D. K o l o m i e t s ,  
V.A. N o v i t s k y ,  A.Yu. Sudakov, V.P. Buyko, I .N .  Fedtchouk and 
P.G. Vever i tsa  • I • I • Mechn ikov Research i n s t  i t u t e  o£ 
V i r o l o g y  and Ep idemio lsgy ,  Odessa, Uk ra ine .  

Taking i n t o  account the importance o f  the p r o t e o l y t i c  
system in  the development o f  v i r a l  i n f e c t  ions we have 
s t u d i e d  a n t i v i r a l  p r o r e r t i e s  o f  w e l l  known a n t i p r o t e o l y t i c  
e s p e c i a l l y  a n t y f i b r i m o l y t i c  drug ~mbenum. Th is  p r e p a r a t i o n  
h i n d e r s  r e p r o d u c t i o n  o f  the inE luenza  A and B and o£ 
Newcast le d isease v i r u s e s  in  CAM t i s s u e  c u l t u r e .  We have 
shown t h a t  ~mbenum reduces p r o t e o  I y t i c ac t  i v i ty  dur i ng 
i n t e r a c t i o n  o f  p u r i f i e d  and concen t ra ted  in~ ;uenza A and B 
v i r u s e s  w i t h  p l  asmamembranes of s e n s i t i v e  ee l  I s .  The 
p r e p a r a t i o n  has decreased o f  p r o t e o l y t i c  a c t i v i t y  in  the 
lungs o f  i n f e c t e d  ~ i t h  i n f l u e n z a  v i r u s  mice. We have 
observed the e £ f e c t i v e n e s s  o f  p r o p h i l a c t i c  and t h e r a p e u t i c  
a d m i n i s t r a t i o n  ~mbent~m d u r i n g  expe r imen ta l  i n f l u e n z a  in  
mice. We have demonstrated ant  i h e r ~ e s v i  rus a c t i v i t y  o£ 
Ambenum too .  Th is  p r e p a r a t i o n  i n h i b i t e d  the her1~es s imp lex  
v i r u s  r e p r o d u c t i o n  i n  t i s s u e  c u l t u r e s  and s t a t i s t i c a l  I~ 
r e l i a b l e  reduced the n~mber o~ l e t h a l  cases and inc reases  
the I i ~e I o~gi tude o f  mice ~ i  th di  f £ere~t  £orms o~ 
expe r imen ta l  herpes.  The r e s u l t s  o f  c l i n i c a l  o b s e r v a t i o n s  
ev idence t h a t  i n c l u s i o n  o f  Ambenum i n t o  the complex o f  drugs 
used £or t r ea tmen t  o£ i n f l u e n z a  and o t h e r  acute  r e s p i r a t o r y  
v i r a l  i n f e c t i o n s  i n  c h i l d r e n  and o£ g e n i t a l  herpes i n  a d u l t  
p a t i e n t s  i s  a d v i s a b l e .  So expe r imen ta l  r e s u l t s  and c l i n i c a l  
da ta  c l e a r l y  sho~ the p o s s i b i l i t y  o~ p r o t e o l y t i c  i ~ h i b i t o r  
Amben~m use as the ~ i de  spectrum a ~ t i v i r a l  p r e p a r a t i o n .  

127 


