1-44

In Vidsro ond In Vivo ‘ntiherpes aciivity ol 4=C=Jilluorome . nylos=unn: =
tuted Uracil iiucleoside 4nclozs. J. Reefschliserl, J.=D. 2ein?, D, Jochd
and D. 1. Kriigerl. Ins’. .ed. Virol.1 arnd Depl. Cheie?, Hubolch Univ..
1040 Berlin, German Democratic republic - Y
Various 4-0- dlpluoromothyl(CPg) analogs of 5~suo~,L,ulvu(, -y 2=
deoxyurldlne(dUrd) and 1-{3- D—ﬂrﬁblnofurawoujlarﬂcLT(1r i) nucleosiaes
were ovoT nn+nr1 " 1’\/‘\’1'\/‘ AFS St 1

vl 1L viIlT Lo Avu.Lv.LuJ u(‘\,‘J_;L-J' hCL Ul 5 510 VL.LL{D u“/id'».'
(HbV 1), {pe 2(4sV=-2), varicella-zoster virus(VzZV) and aw:an cysomesnlo-
v1rus(ﬂCMV in human embryonic lung fibroblasis(lIL¥). The insroduction
of the 4-subsiituent led to & strong reduction in =nsiherpes activiiy for
the 5-%-dUrd’'s but not for the 5-L-aral's. CFo-(3)-5-(2- oromov1n”1)—.1 U
(CFpBrVaral) was a strong inhibitor of VZv. CE?—)~"eunv7—~"U(LPpﬂr*‘)
showed & high and selcctive ntlherpeu elfecl comparable with Lthet of
acyclovir. A lzck of activity againgt HCLIV wis found for o1l invesiigated
new 4,5-disubstituted derivetives. In concensrations as hish as 500 ,u.i no
differences in cytosta%ic activity or CFparal and aral on ncvlv“W Z
ing HELF cells and BHK suspension cells were observed. Virus si
H5V-1, H3V-2 and VZV, resistant to different nuclcoside analogo, ¢
cross-resistant to ngarﬁT. ’heereutlc nctivity of Clpural uininss HoV-2
encephalivis in mice and ageinst U3V-2 kerasitis in rabbits
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Conformation and Antiherpes Activity of 3'- and 5'-Azido and Amino Analogs of S-Methoxy-
methyl-2'-deoxyuridine. uy Tourignyl, Allan L. Stuart? Irena Ekiel3, Philip J.

Aduma2 and Sagar V. Gupta . Departments of Chemistry1 and Veterinary Physiological
Sciencesz, University of Saskatchewan, Saskatoon, and Division of Biological Sciences ,
National Research Council of Canada, Ottawa, Canada.

The molecular conformations of 3'- and 5'-azido and amino derivatives of S5-methoxy-
methyl-2'-deoxyuridine (MMdUrd) was investigated by nmr analysis. The glycosidic confor-
mation of S-methoxymethyl-5'-amino-2',5'-dideoxyuridine (5'-AmMMdUrd) had a consider-
able population of the Syn form. The 5'-derivatives show a preference for the S
conformation of the furanose ring as MMdUrd. In contrast, the 3'-derivatives show
preference for the N conformation. For the 3'-amino derivatives, the shift toward
the N state is pH dependent (pH 6.3, 52% and pH 10 3, 62%). The preferred conforma-
tion for the exocyclic (C4',C5') side chain is g (60%) for all compounds except
5'-AmMMAUrd which has a strong preference for the t rotamer (79%). MMAUrd, 3'-AmMMAUrg,
and 5'-AmMMdUrd inhibited HSV-1 replication by 50% at 2, 18 and 70 pg/ml respectively.
The compounds were not cytotoxic up to 3,000 uM.
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