
141 
Effects of 28 Day Treatment with Azldothymldlne (AZT) Initiated I to 72 Hours 
After Infection With Simian Immunodeflclency Virus (SIV). L.N. Martin, M. 
Murpbey-Corb, K.F. Solke and B. D~rlson-Falrburn. Delta Regional Primate Re- 
search Center, Tulane University, Covington, LA, U.S.A. 

We have studied the e£fects of AZT treatment initiated I, 8, 24 or 72 
hr. postlnfectlon (PI) wlth 10 ID-50 SIV/Delta B670 using 5 monkeys per group. 
After initiation, the animals were treated every 6 hr. wlth 25 mg/kg (i00 mg/ 
kg/day) for 28 days. AZT treatment resulted in decreased hematocrlt compared 
to untreated infected monkeys (controls) with recovery by 15 days after treat- 
mant ceased. Treatment begun as early as 1 hr. PI did not prevent infection. 
Treatment initiated 1 or 8 hr. PI reduced several indicators of disease pro- 
gress compared to controls or to monkeys in which treatment was delayed for 
24 or 72 hr. including reduced mean antlgenemla levels, reduced peak levels 
of antlgenemla attained, reduced duration of antlgenemla, reduced Citers of 
infectious SIV in serum, and delayed SIV-induced selective decreases in CD4+ 
CD29+ helper-lnducer cells. One animal In each of the 1 and 8 hr. treatment 
initiation groups had no detectable antlgenemla in contrast to the other 
groups. Clinical signs were much less frequently observed when treatment was 
initiated 1 to 8 hr. PI. Delaying treatment for 24 to 72 hr. decreased the 
effectiveness. The 24 and 72 hr. groups dld not dlsplay the decreases in 
antlgenemla, the delay in depletion of CD4+CD29+ cells, nor the decreased 
cllulcal signs observed in the 1 or 8 hr. treatment initiation groups. How- 
ever, treatment initiated at 24 or 72 hr. did prevent the development of per- 
slstent antlgenemla observed in 2 of the 5 controls. (Supported by NZH 
c o n t r a c t  AI62560). 
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Znltlal Pharmacoklnetlc Studies on the Potent HIV-I and HIV-2 lnhibltors 
PVAS and PAVAS 
M. Witvrouw I, D. Schols I, R. Pauwels 1, S. GOrOg 2 and E. De Clercq 1 
Rega I~stltute for Medlcal Research, Katholleke Unlverslteit 2Leuven, 
Belgtu~ ~ and Chemical Works of  Gedeon R ich te r  L td . ,  Budapest ,  Hungary 

The s u l f a t e d  polymer p o l y v i n y l a l c o h o l  s u l f a t e  (PVAS) and i t s  copolymer 
w i th  a c r y l i c  ac id  (PAVAS) have proved to  be p o t e n t  and s e l e c t i v e  i n h i b i t o r s  
o f  HIV-1 apxl HIV-2 i n  v i t r o .  The 50Z i n h i b i t o r y  c o n c e n t r a t i o n  (IC50) of  
t h e s e  compounds f o r  HZV-1 (HTLV-IIZB) and HIV-2 (LAV-2ROD) r e p l i c a t i o n  i n  
~IT-& c e l l s  i s  0 . 3 - 0 . 5  ~glml,  wh i l e  no drug t o x i c i t y  to  t he  h o s t  c e l l s  i s  ob- 
se rved  a t  c o n c e n t r a t i o n s  up to  2 .5  mglml. We have now conducted i n i t i a l  
pharmacokine t ic  s t u d i e s  w i t h  t h e s e  compounds i n  r a L b i t s .  The compounds were 
i n j e c t e d  I n t r a v e n o u s l y  ar~ t h e i r  serum drug l e v e l s  were de termined  based on 
the  i n h i b i t i o n  of  HIV-2 (LAV-2ROD)-tnduced c y t o p a t h o g e n i c i t y  i n  MT-4 c e l l s .  
This  h i o - a s s a y  al lowed the  d e t e c t i o n  of  serum c o n c e n t r a t i o n s  of  ~ 0.13 mg/ml 
f o r  PVAS (MW: 40,000; 84: s u l f a t i o n ) ,  k 0.03 mB~ml f o r  PAVAS # 1 (MW: 
20,000; 82Z s u l f a t i o n ) , a n d  ~ 0.038 mg/ml f o r  PAVAS # 2 (MW: 5,000; 67Z s u l -  
r a t i o n ) .  The serum c o n c e n t r a t i o n  of  PAVAS and PVAS f o l l o w i n g  i n t r a v e n o u s  i n -  
j e c t i o n  a t  a dose of  0.1 g /kg  decayed b i p h a s i c a l l y  w i t h  an i n i t i a l  h a l f - l i f e  
of  approx imate ly  90-120 lain. At 20 min a f t e r  i n j e c t i o n ,  serum drug concen- 
t r a t i o n s  ranged from 1.4 to  1.5 mglml, whereas a t  8 h a f t e r  i n j e c t i o n ,  the  
f o l l o w i n g  serum c o n c e n t r a t i o n s  were d e t e c t e d :  0.25 msIml f o r  PVAS, 0.32 
~ l m l  f o r  PAVAS # 1 and 0.12 ~ / m l  f o r  PARAS # 2. These serum dru  B concen- 
t r a t i o n s  a r e  f a r  i n  e x c e s s  o f  t he  c o n c e n t r a t i o n s  t h a t  a r e  r e q u i r e d  to  i n -  
h i b i t  HZV-1 or  HIV-2 r e p l i c a t i o n  i n  v i t r o .  
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