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In v i t r o  Anti-HIV Activity oF Phosphorothioate ~-Anomeric Oligodeoxynucleotio~ 

3.-L° Imbach, B. Rayner, Fo Morvan (Laboratoire de Chlmie Bio-Organique, U.A, 
488 du CNRS, Universlt~ de Montpeliier II, Sciences et Techniques du Langue- 
doc, 34095 Mnntpellier Cedex 5, France), M. Matsukura (Department of Pedia- 
trics, Kumamoto University, Medical School, 1-1-1Honjo, Kumamoto City, 860 
Japan) and J.So Cohen (Clinical Pharmacology Branch, Clinical Oncology Pro- 
gram, Division o9 Cancer Treatment, NatlonaI Cancer Institute, NationaI 
Institutes o~ Health, Bethesda, MO 20892, UoS.A.). 

We have precedently designed a new series of oligos o~ unnatural 
configuration which fulfills the requirements to be used as antisense. 
Preliminary data have shown that such ~ antisense couId inhibit initiation 
og translation when targeted on a non coding region of a mRNA. We will 
demonstrate that the introduction of S atoms on the phosphate backbone o4 

oligos (~-S-oligos) induces slgnlgicmnt anti-HIV activity. Particuiarly, 
it will be shown that a-S-oligos block the ingection og celIs that are yet 
uninfected ("de novo" infection) and that a a-S-antisens, design to be 
complementary to the initiation codon region of the mRNA coding for the 
regulatory revproteln inhibits speciglcally the expression o~ HIV in 
chronically ingected cells at non toxic doses° The ~act that such ~-S-oiigos 
are as active as the correspondlng ones of natural 8 configuration, raises 
the question of the exact role of the introduction of the sulfur atoms on 
the ollgos backbone. 


