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Compounds of formula (I), which are in equilibrium with their 4-hydroxy tautomers and are in the form of diastereomeric mixtures,

(57) Abstract

and their pharmaceutically acceptable salts are potent GARFT inhibitors. A is S, CHz or Se; Z is a substituted or unsubstituted C;-Cs

alkyl, C2-C3 alkenyl, C2-Cs alkynyl or amino group, or § or O; X is a substituted or unsubstituted C;-Cg alkyl group; a substituted or
unsubstituted C-Cs alkynyl group; a substituted or unsubstituted C2-Cs alkyny} group; -C(O)E, wherein E is hydrogen, a substituted or
unsubstituted C1-Cs alkyl group, a substituted or unsubstituted C>-Cs alkenyl gtéup, a substituted or unsubstituted C>-Cs alkyny} group, a
substituted or unsubstituted OCy-Cs alkoxy group, or NRioR;1, wherein Ryg and Ry; are independently selected from hydrogen, substituted
and unsubstituted C;-C3 alkyl groups, substituted and unsubstituted C2-Cs alkgnyl groups, substituted and unsubstituted C;-C; alkynyt
groups; NRioR11, wherein Rio and Rys are independently defined as set forth sbove; hydroxyl; nitro; SRy2, wherein Rz is hydrogen, a
substituted or unsubstituted C1-Cg alkyl group, a substituted or unsubstituted Cz-Ce alkenyl group, or a substituted or unsubstituted C2-Cs
alkynyl group; cyano; or a substituted or unsubstituted Cj-Cs alkoxy group; and Ry and Ry are independently hydrogen or a moiety that
forms with the attached CO a readily hydrolyzable ester group. These compounds and their salts are useful as antiproliferative agents. The
invention also pettains to pharmaceutioal compositions and methods employing such compounds as GARFT inhibitors or antiproliferative
agents. The invention also relates to tompounds useful as intermediates for prejaring such compounds, and to their synthesis.




Conpounds of fornmula (1), which are in equilibriumwth their 4-hydroxy
tautoners and are in the formof diastereoneric mxtures, and their
pharnmaceutical ly acceptable salts are potent GARFT inhibitors. Ais S

[err] or Se; Zis a substituted or unsubstituted [err] alkyl, [err] alenyl;

[err] alkynyl or amino group, or Sor O; Xis a substituted or
unsubstituted [err] alkyl group, .a substituted or unsubstituted [err]
~al kynyl group; a substituted or unsubstituted [err] al kynyl group; C(C»E,
wherei-n E is hydrogen, a substituted or unsubstituted [err] alkyl group, a
substituted or unsubstituted [err] al kenyl group, ‘a substituted or
unsubstituted [err] al kynyl group, a substituted or unsubstituted [err]

-al koxy group, or [err] wherein [err] and [err] are independently sel ected
from hydrogen, substituted and unsubstituted [err] al kyl groups,
substituted and unsubstituted C2-C3

al kyny groups; NRioRii. wherein [err] and [err] are i ndependent |y defined
as set forth above; hydroxyl; nitro; [err] wherein [err] is hydrogen, a
substituted or unsubstituted [err] alkyl group, a substituted or
unsubstituted [err] al kenyl group, or a substituted or unsubstituted C2-C6

o

o

.4

al kynyl group; cyano; or a substituted or unsubstituted [err] alkoxy group;

and [err] and [err] are independently hydrogen or a noiety that forns with
the attached [err] a readily hydrolyzable ester group. These compounds and
their salts are useful as antiproliferative agents. The invention also
pertai ns to pharnmaceutical conpositions and net hods enpl oyi-ng such
conpounds as GARFT inhibitors or antiproliferative agents. The invention
al so relates to conpounds useful as |nterned|ates for, preparlng such (
conpounds, and to their synthe5|s -
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