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ABSTRACT

New carbocyclic nucleosides with purine (compounds 3a and 3b), and
8-azapurine (compounds 3¢ and 3d) as base were prepared and assayed for
in vitro activity.

Several carbonucleosides with xylo configuration in their pseudo-sugar
moiety have shown interesting antiviral or antineoplastic properties. Thus, car-
bocyclic xylofuranosylguanine 1a and its 8-aza analogue 1b were active against
herpes simplex virus (types 1 and 2) and 1b also exhibited potent activity against hu-
man cytomegalovirus (CMV) and varicella-zoster virus (VZV) (1). Besides, carbo-
cyclic xylofuranosyladenine 2a and the corresponding 8-aza derivative 2b exhibited
significant in vivo antitumor activity (2).

In a search for novel structures with biological activity, we set about to prepare
higher homologues of 2, of type 3.

The synthesis of a series of new carbonucleosides 3a—d, using the aminocy-
clopentanetrismethanol (£)-4 as key intermediate, is presented in this communica-
tion (3).

*Corresponding author.
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la: B = guanine HO 34X = NH,, Y =CH
1b: B = 8-azaguanine 3b: X=0H, Y =CH
2a: B = adenine 3¢:X=NH,, Y=N
2b: B = 8-azaadenine 3d: X=0H,Y =N

Compounds 3 were assayed against a variety of viruses, including HIV, CMV,
TK"™ VZV and TK~ VZV, and also evaluated as antineoplastic agents. Some of
these compounds showed only marginal antiviral activity at subtoxic concent-
rations.
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a) 5-Amino-4,6-dichloropyrimidine, Et;N, n-butanol, reflux, 56 h; b) CH(OEt)s, 12N HCI, r.t., 18 h;

P
\z

Copyright © Marcel Dekker, Inc. All rights reserved.

¢) 14N NH,4OH, reflux, 29 h; d) 1N HCI, reflux, 2.5 h; ¢) NaNO,, H,O, 14N NH4OH, reflux, 2 h;
f) NaNO,, AcOH, H,O, r.t., 18 h. . MaRcEL DEKKER, INC.
270 Madison Avenue, New York, New York 10016 o
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