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A modif ied te t razol ium-based c o l o r i m e t r i c  method was 
used to  t es t  the a n t i - H I V - l ( s t r a i n s  A87SF and A79SK-1) 
a c t i v i t i e s  of 3 ' - a z i d o - 2 ' , 3 ' - d i d e o x y t h y m i d i n e  (ddAzThd), 
2 ° , 3 ' - d i d e o x y c y t i d i n e  (ddCyd), 2 ' , 3 ' - d i d e o x y i n o s i n e  (ddlno),  
and phosphonoformate (PFA) in MT-2 c e l l  l i n e  grown in po l y -1 -  
l ys ine  (PPL) coated m i c r o t i t r e  p la tes .  F i f i t y  1CID50 of v i r u s  
per wel l  was used. Percent p ro tec t i on  was ca lcu la ted by the 
fo l l ow ing  formula which takes in to  account, the independent 
e f f e c t s  of the compounds on the c e l l s :  

~ (OOT)HZV-(ODT)m~k--I. iO0 
L ~ -  (OD)mock-(OD)HIV _ ~  - 

where OJJ=optical dens i ty ,  T=drug t rea ted,HIV= in fec ted,  
mock=uninfected. The a n t i v i r a l  ind ices (AI) were determined 
as the r a t i o s  of CDIO/EDgO. Against s t r a i n  A87SF, the 
decreasing order of  s e l e c t i v i t y  (AI) was as fo l lows:  ddAzThd 
(7,037) > PFA (5.8) > ddCyd (3.33) > ddIno (0.5) .  In con t ras t ,  
PFA had the highest  AI of 20.0, fo l lowed by ddIno (&.2), 
ddAzThd (2.6) ~nd ddCyd (0.7) when tested against  s t r a i n  
A79SK-1. The advantages of using (a) PPL coated p la tes ,  (b) a 
f i xed  amount of  v i r u s  per we l l ,  (c) a modif ied formula to  
ca l cu la te  the percent p ro tec t i on ,  and (d) EDgo and CDIO to  
eva luate the s e l e c t i v i t y  of  compoundsswill be discussed. 
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Synthetic oligonucleotides which interact specifically with their complementary 
nucleic acid sequences, offer attractive possibilities for the artificial regulation 
of gene expression; applications as antiviral tools are currently under 
consideration. 
Metabolic stability, intracellular target recognition, transmembran¢ passage 
and targeting to defined cell tissues still represent major issues within this 
prospects. 
Covalent linkage to poly(L-lysine) improves the efficiency of antisense 
oligonucleotides directed against vesicular stomatitis virus: antivlral effects 
were observed at concentrations lower then 1/~M. Oligonucleotide delivery 
from the conjugates is achieved through endocytosis as demonstrated by the use 
of fluorescent probes and of metabolic inhibitors. 
Antisense oligonueleotides encapsulated into antiboby-targeted liposomes 
resist nucleases and are active against VSV in amounts one to two orders of 
magnitude less than those reported for unencapsulated oligoeucleotides. A 
double specificity is attained with this delivery system: a cell is selected by the 
antibody on the liposome and a mRNA is selected in this cell by the 
complementary oligonucleotide. 
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