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ARI77 ~Zinte~ir) is an oligonucleotide composed of only deoxy- 
guanosine and th,,midine o! 17 nucleotides in length and containing a 
single phosphorolhioate internucleoside tinkage at its 5 and 3" ends We 
have reported the anti-HIV aclivity of Ibis G-quartet forming oligonucteo- 
lide ~ilb a '~0°o ell;relive concentration ranging fiom 05  lag;ml to 16 
p.g ml against muhiple strains of ItlV-I, including syneylium, and non- 
syncytium-inducing, T cell and macrophage tropic strains. Due to its 
anionic nature, the anti-HIV activity o f  A R I 7 7  can be altnhuled to Ihe 
inhibition of an early stage (binding, fusion) of ~iral replication Recentb, 
the [3-chemokines, RANTES MIP-lc~ and MIP-I~3 ~er¢ found Io be potent 
inhibilors of HIV ~eplication Their mode of action appears to he asso- 
ciated with Ihe inhibition of Ihe interaclion of HIV ~ith the ~3-chemokine 
receptol tHIV second receptor) required R~r fusion ot the virus ~sith the 
cell membrane 9~e ha~e found that ARI77 inhibits, in a dose-dependem 
mamler, lhe binding oPthe chemokines RANTES. MIP-I{: and MCP-3 Io 
PH.~.-sfimulated and non-stimulaled peripheral blood mononuclear cells 
(I'BMC) and to MT-4 and SUPT-I cells. Studies in s~hich the activity of 
the chemokines is mondored b5 intracellular Ca  mobilization confirmed 
the inhibition of chemokine binding to aclNe receptors lhe bicyclam 
JMtl00.  a potent HIV lesion inhibitor, did not ha'.e any effect on 
chemokine binding or ehemokine-d~pendent C a  mobihzation. Moreover, 
~hcn the cells were preincuhated v, ith ARI77 lot I hour and the com- 
pound was ~ubsequentb ~ashed a~ay, chemokine binding ,*as also 
dlhibited, ~uggesting thai ARt77 strongly binds to the HIV second recep- 
lot  Emergence of HIV resistance to ARIV7 appears to be mediated by 
changen in the \iral enselope gpl20 molecule, the putative larger el aclion 
~ ith the chen]okine receptor. ARI77 belongs to a ne*~ class of inhJbitors 
that block binding and fusion of H IV ,*ith the host cells While its potential 
dppiicability as a ~herapeutic agent ~il l  become clear from ongoing clinical 
trials, ARI7 ~ nla_x also be uselhl as a Iool to monitor the mteraclion oflhe 
HIV envelope glycoprolein gpl20 ~vilh the l i l y  second receptor and, con- 
sequently, the HIV fusion prouess 
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5,} rttl]esin of  no~el (+} oxasc lenolane  nucJcosidcs has 
been accoml~lishod [tOI]l ethyl blomoacetatc ill ~, stepn 
I 'he  ke~, intermediate  1.3 oxaselenolaN-5 ()tic was p lepared  
})} the Ilcatillelll of  bis(selcnoacet ic  acid/~,'~ itlt 
benzo, . loxyaccla ldehydc.  The  an l i -HBV and ami t I IV 
actix itic', o f  the synthesized compt)unds ",ael¢ dclcll l l inctl  in 

2 2 15 cell, ,  and htln/an peHphelal  
HO~ /ON I B blood ii/o[~OrlklCleai [DBM)i l t l ec Icd  

,.,. ith H B V  and H I V - I .  [c , ,pcct ivc lb  
x S , ~-I:]tlOIOC~,lDsine dcIik till\ e \~..i ~, 

IOlllld IO be the ItlOM po/cln tllt/OIt~ 
Ihc ~ l l t h c M / c d  colnptltn/uis. [he  anti l i l y  and anti t I B V  
tIC[l\ lllCx %veie delelll]lmed It* ~3c [) ()0N ~1~,1 and [.2 LIM, 
ucxpcclixcly v~ ithocit signiticantl [oxicttlcn tlp tO it)Y) ~ M  lit 
P B M .  C E M  and Veto  ccll '~ IThi, ,  re,,carch ~,a', suppot ted 
b~ gtanl~ AI 32351 and AI 336551 
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