
byntnesis of HOE 602 and Analogues. New Acyclic Nucleoside Derivatives with Ant 
kctivity. 
G. Jlhne, E. Winkelmann, Th. Hilpert, W. Hertzsch, M. Rosner, A. Sinharay, I. W 
111. Helsberg, Ch. Meichsner, and H. Rolly; 
iiijECHST AG, Postfach 80 03 20, D-6230 Frankfurt/M. 80, Fed. Rep. of Germany 

iviral 

inkler, 

The synthesis and anti-herpetic activity of HOE 602, a new acyclic nucleoside de- 
rivative of the DHPG type is presented. Compounds of the general formular I are prepa- 
red by reaction of a suitably substituted silylated purine with a preformed 2-chloro- 
methoxy-1,3-disubstituted glycerol. Structure-activity relationships will be discus- 
sed. Unexpectedly, compounds bearing an isopropyl ether linkage in the side chain or 
6-position turned out to be 
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Y. Nishiyanq N. Ym, K. Takaha&i andN. Shim&a. Research Institute for 
DiseaseI+xhanismamIControl, NagoyaUniversity S&oolof&d.icine, Naguya, ard 
Research Laboratories, Nippon Kayaku Co., Ltd., !lbkyo, Japan. 

Recently, a novel nucleoside, 9-[(2R,3R,4S)-3,4-bis0'@roxyn&hyl)-2-oxetanylI 
xlenine (OXT-A), was isolated fran a culture filtrate of Bacillus rrxqaterim. This 
mxnpxndwas the firstnaturalproducthaving anoxetanosyl-N-glyaxide. We have 
evaluated for the anti-herpesvirus activities of OXT-Aardits derivatives, and 
fo~thatOXT-GhadverypotentandselectiveactivityagainsthuMncytanegalo_ 
virus@BIv). The selectivity index,basedontheratioofthe ID for cell 
grcwth of hunan diploid fibrcblasts to the ID for EKMV plw fo&tion, was 
nrxe than 300. The synthesis of I?XW-induced5?ate polypaptides such as 150K capsid 
and68Kmjormtrixproteinswas strongly sqzqessedwften0XT-G (5ug/kt) was 
added to the cultures atthebeginningof infection. At this cxmcentration of 
OXFG, the zumuntof XMvDNAdetected inthedrug-treated infectedcellswasless 
than l/10 of that detected in infected control cells. The results !mggest that 
the mde of action of OXT-G is inhibition of viral replicatim by impairing the 
viral DNA synthesis. 
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