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syntnesis of HOE 602 and Analogues. New Acyclic Nucleoside Derivatives with Antiviral
Activity.
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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 [ 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
5-position turned out to be the most active ones against HSV-1.
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Selective Inhibition of Human Cytamegalovirus Replication by Oxetanocin G.

Y: Nishiyama, N. Yamamoto, K. Takahashi and N. Shimada. Research Institute for
Disease Mechanism and Control, Nagoya University School of Medicine, Nagoya, and
Research Laboratories, Nippon Kayaku Co., Ltd., Tokyo, Japan.

Recently, a novel nucleoside, 9-[(2R,3R,4S)-3,4-bis (hydroxymethyl)-2-oxetanyl]
adenine (OXT-A), was isolated fram a culture filtrate of Bacillus megaterium. This
campound was the first natural product having an oxetanosyl-N—glycoside. We have
evaluated for the anti-herpesvirus activities of OXT-A and its derivatives, and
found that OXT-G had very potent and selective activity against human cytamegalo-—
virus (HMV). The selectivity index, based on the ratio of the ID.. for cell
growth of human diploid fibroblasts to the ID5 for KMV pladque fogﬂation, was
more than 300. The synthesis of HCMV-induced Qate polypeptides such as 150K capsid
and 68K major matrix proteins was strongly suppressed when OXT-G (5 ug/ml) was
added to the cultures at the beginning of infection. At this concentration of
OXT-G, the amount of HCMV DNA detected in the drug-treated infected cells was less
than 1/10 of that detected in infected control cells. The results suggest that
the mode of action of OXT-G is inhibition of viral replication by impairing the
viral DNA synthesis.
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