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(587) Abstract

- The invention relates to the use of compounds of formula (I), wherein: ring C is a 5~6-membered heterocyclic moiety; Z is ~O-,
—-NH-, -8- or ~CH,—; R! is hydrogen, Ci_aalkyl, C -salkoxymethyl, di(Ci-salkoxy)methyl, Ci-4alkanoyl, triftuoromethyl, cyano, amino,
Ca-salkenyl, Casalkynyl, carboxy, Ca-rcycloalkyl,Cs-zcycloalkyt Ci_zalkyl, or an optionally substituted group selected from phenyl, benzyl,
phenylCa-satkyl and a 5~6-membered heterocyclic group; n is an integer from 0 to 5; m is an integer from 0 to 3; R2 represents hydrogen,
hydroxy. halogeno, cyano, nitro, trifluoromethyl, Cj_aalkyl, Ci-zalkoxy, Cialkylsulphanyl, -NR3R# (wherein R3 and R4, which may be
the same or different, each represents hydrogen or Ci-salkyl), or R5X!- (wherein X! represents a direct bond, ~CHa~, or a heteroatom
linker group and R3 is an alkyl, alkenyl or alkynyl chain optionally substituted by for example hydroxy, amino, nitro, alkyl, cycloalkyl,
alkoxyalkyl, or an optionally substituted group selected from pyridone, phenyl and a heterocyclic ring, which alkyl, alkenyl or alkyny!
chain may have a heteroatom linker group, or RY is an optionally substituted group selected from pyridone, phenyl and a heterocyclic ring,
and salts thereof, in the manufacturc of a medicament for use in the production of an antiangiogenic and/or vascular permeability reducing
effect in warm~blooded animals, processes for the preparation of such compounds, pharmaceutical compositions containing a compound of
formula (I) or a pharmaccutically acceptable salt thereof as active ingredients and compounds of formula (I). The compounds of formula (I)
and the pharmaccutically acceptable saits thereof inhibit the effects of VEGF, a property of value in the treatment of a number of disease
states including cancer and rheumatoid arthritis.
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(54) Title: PYRIMIDINE COMPOUNDS
(57) Abstract

A pyrimidine derivative of formula (I): wherein: R! is an
optional substituent as defined within, R* is selected from halo,
hydroxy, nitro, amino, cyano, mercapto, carboxy, sulphamoyl,
formamido, urcido or carbamoy! or a group of formula (Ib). A-B-C-
as dcfined within; Q¢ and Q2 are independently selected from aryl,
a 5- or 6~-membered monocyclic moiety; and a 9~ or 10~-membered
bicyclic heterocyclic moiety; and one or both of Q; and Qg bears

“ion any available carbon atom one substituent of formula (Ia) as
. v defined within; and Q) and Q; are optionally further substituted; or a

pharmaceutically acceptable salt or in vivo hydrolysable ester thereof;
are useful as anti—cancer agents; and processes for their manufacture
and pharmaceutical compositions containing them are described.
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