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NEW CARBOCYCLIC NUCLEOSIDES
DERIVED FROM INDAN

F. Abad, F. Alvarez, F. Fernandez, X. Garcia-Mera,*
and J. E. Rodriguez-Borges

Dpto. Quimica Organica, Facultad de Farmacia, Universidad
de Santiago, E-15706 Santiago de Compostela, Spain

ABSTRACT

Seven new carbocyclic nucleosides derived from indan (1a—g) were efficiently
prepared from 1,2-indanedimethanol via Mitsunobu reaction with 6-chloroa-
denine and subsequent introduction of the appropriate substituent.

Carbovir (1) and Abacavir (2) are carbocyclic analogues of nucleosides
(CANS), in both of which the core of the pseudo-sugar moiety is a cyclopentene
ring. Recently, others CANs with interesting antiviral properties have been pre-
pared in which a cyclopentane ring is fused to another saturated ring; this structure
appears to facilitate interaction with viral enzymes (3).
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We hypothesize that CANs with a cyclopentene ring fused to an aromatic ring
would possess these conformational advantages and also be more liposoluble, which
would favour their access to the CNS, an important reservoir for the replication of
viruses such as HIV.

We report now a suitable synthetic route to CANs of type 1, (X=0R or NHR;
R=H, alkyl or cycloalkyl). Our approach proceeds via generation of benzonorbor-
nadiene, preparation of the corresponding difunctionalized diol, Mitsunobu reaction
with 6-chloroadenine, introduction of the appropriate substituent at position 6 of
the adenine, and final deacetylation.
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