Abstract Ehothilone Derivatives and their Synthesis and Use The inv%ﬂéé?ﬁ
relates to epothilone analog represented by the fornula | [err] whér 02
(1) Rerr] is absent or oxygen; "a" can be either a single or double bond;
"b" can be either absent or a single_ﬁﬁqq; and "c" can be either absent or
a single bond, with the proviso that 1If Rerr] is oxygen then "b" and "c"
are both a single bond and "a" is a single bond; if Rerr] is absent then
"b" and "c" are absent and "a" is a double bond; and if "a" is a double
bond, then R err], "b" and "c" are absent; Rlerr] is a radical selected
fron1tp¥ EE&UD consi sting of hydrogen; lower alkyl; -CH=CHerr]; -Cerr]CH
-CH er . =CHerr]Cl; -CHerr]-OH -CHerr]-O((err]-(err]-alkyl); and

-CHerr]-S-(Cerr]-Cerr]-alkyl); Rerr] and R err] are independently

sel ect r.om hydr ggen, t h a protecting group; and Rlerr] is as
definefgﬁip'—'ﬂ%%lby@é ' ?’é heghs Sndl a conpound of the fornula |
where a salt-formng group is present. A further aspect of the invention is
related to the synthesis of epothilone E. These conmpounds have inter alia
m cr ot Ubelinvethtipo relates ite apathiforierdraling repsented by the fondularie e. g. usef ul
against proliferative diseases.
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wherein

() Rz is absent or oxygen; “a” can be either a single or double bond; “b” can be either
absent or a single bond; and “c” can be either absent or a single bond, with the proviso that
if Rz is oxygen then “b” and “c” are both a single bond and “a” is a single bond; if Rz is
absent then “b” and “c” are abé;ént and “a” is a double bond; and if “a” is a double bond,
then R,, “b” and “¢” are absent;

Rsis a radical selected from the group consisting of hydrogen; lower alkyl; -CH=CH;;
-C=CH; -CHyF; -CHCl; -CH2-OH; -CH,-O-(Cy-Cg-alkyl); and -CH.-S-(C,-Ce-alkyl);

R4 and R; are independently selected from hydrogen, methy! or a protecting group; and
R is as defined in the specification, or a salt of a compound of the formula | where a salt-
forming group is present. A further aspect of the invention is related to the synthesis of
epothilone E.

These compounds have inter alia microtubuli depolymerisation inhibiting activity and are

e.g. useful against proliferative diseases.
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