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Anti.HIV efficacy of SDZ 811, a non-immunosuppressive Cyclosporin derivative. 

P. Peichl, R. Harrison, R. Traber and B. Rosenwirth; Sandoz Forschungsinstitut, 
A-1235 Vienna, Austria. 

SDZ 811 is a representative of a group of 4-substituted Cyclosporins being devoid of 
immunosuppressive activity while retaining full binding capacity to Cyclophilin and exhibiting potent 
anti-HIV-1 activity. Compound SDZ 811 inhibits selectively HIV-1 replication in T4 lymphocyte cell 
lines, namely MT4, MOLT4, HUT78, in the monocytic cell line U937, and in Hela T4 cells. IC~o values 
were in the range of 0.01 to 0.1 t~g/ml, whereas cell proliferation was impaired only at concentrations 
ol 3 to 10 r~g/ml. Furthermore, its antiviral activity was demonstrated in primary T4 lymphocytes and 
in primary monocytes. SDZ 811 was found to be equally effective against the laboratory HIV-1 strains 
IIIB, RF and BaL and against four clinical isolates from geographically distinct regions when tested 
in primary T4 cells and/or monocytes. Activity against HIV-2 strains ROD and EHO was demonstrated 
at slightly higher concentrations: ICsovalues of 0.2 to 0.5 I~g/ml were measured, 
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13arin:~ky I .F .  , N e s L e r c h u k  S. i .  
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The enhancement ,  o f  HIV-1 p r o d u c t i o n  by immunos t imu-  
l a t . o r s  l e a k a d i n e  (5  ~.tk~/ml) ~ d  t .hymoslne  (10  mk~/ml) by 
-40~-10Z and a s i [ n i l f ' i c a n t ,  i n h i b i t i o n  o f  HIV- t  p P o d u c t t o n  
by immunos up r . e s s o r s  c o r t i s o n e ,  d e x a s o n e  e¢~d t h e  a ~ t i v i r a l  
d r ' u [ s  r i b a v i I - i n e  wa-'¢ d e m o n s t r a t e d  in  H-9 c u l t u r e .  HIV-1 
p r o d u c t i o n  was e s t i m a t e d  by t h e  number  oI ~ c e l l s  expres:_~in[  
v i r a l  a n t i [ e n s .  The e f f e c t  o f  i m m u n o s t i m u l a t o r s  on H-9 c e l -  
l s  s e n s i t i v i t y  t o  HIV- i  wm5 f'out~d n o t  t o  be a s s o c h i a t e d  
w i t h  e f f e c t  ol ~ t h e  d r u [  on C D - 4 - r e c e p t o r  e x p r e s s i o n ,  w h i l e  
e f f e c t  o f  r i b a v i r i n e  (50  mk[. ml) was due t o  t h e  d e c r e a s i n [  
of" CD-4 r e c e p t o r  l e v e l  on t h e  s u r f ' a c e s  ol ~ H-9 c e l l s .  The 
p h e n o n ~ n o n ' s  s u p p o s e a b l e  mechan i sm and s t P a t e [ y  ot  " r i b a v i -  
r i n e ' : ¢  a p p l i c a t i o n  in  m e d i c a l  p r a c t i c e  ape  d i s c u s s e d .  
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