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The present invention concerns the conmpounds of
formula (1), the N-oxide fornms, the pharmaceutically
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JANSSEN PHARMACEUTICA N.V. [BE/BE]; Turn- KG, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,
houtseweg 30, B-2340 Beerse (BE) LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,
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(54) Title: 2,4 (4,6) PYRIMIDINE DERIVATIVES

(57) Abstract: The present invention
Y
\ concerns the compounds of  formula
/ (D, the N-oxide forms, the pharmaceu-
tically  acceptable addition salts and
5 / 3 \ 3 R1 the stereochemicall isomerzic forms
;\/ thereof, wherein Z and Z  represent
L » /, ﬂ : NH; Y represents -Csoalkyl-, -Cj. 9alkeny1—
) , -Cy.salkyl- NR -Cy.salkyl-, -C salkyl NR’-CO- C,
5 / P \\ 3 ® salkyl-, -C,_galkyl-CONH-, -C,.calkyl-NH-CO-,
R ¢ 71 4 2 6 R? -C, ,}alkyl CO- Het —CO— -Cy;alkyl-NH-CO-
s\ Het - Het' C1 3alkyl-CO-NH-C,_ 3alky12—
N3 R3 -ClzalkleHCOLNH -NH-CO-L’-
‘ NH-, —Cl »alkyl-CO-NH- L -CO-,
6 / 2 C,.palkyl- NH-CO-L-NH-CO-C, salkyl-
N 1 -Cy,alkyl-CO- NH 1.-CO-NH- Cy_zalkyl-,
-Cyalkyl- NR' -CH,-CO-NH-C, salkyl-, .
Het’-CO- Cyalkyl-, 8C1 salkyl-CO- NH Cy3alkyl-CO-NH-, -Cy.salkyl- NR"-CO- Cysalkyl-NH-, -Cy. 3alky1 NH-CO-Het —CO—
or 2(331 3alkyl-CO- Het”-CO- NH-; X represents a direct bond, O, -O-Cy,alkyl-, -CO-Cy,alkyl-, NR -Cialkyl-, -CO- NR" 9
Het24—C1 salkyl- or Cy,alkyl; X represents a direct bond, O, -O-Ci,alkyl-, -CO-C;,alkyl-, NR"® -Cy,alkyl-, -CO-NR
Het -Cy_ 2a1ky1 or Cpalkyl; R and R’ each independently represent hydrogen, halo 3C1 salkyloxy- or Cy_alkyloxy- substltuted
Wlth Het' or Cy_4alkyloxy-; R” and B each independently represent hydr%gen or ?alo R’ represents hydrogen or cyano; 7R R R”
R’ and R represent hydrogen; R' represents hydrogen or C;_jalkyl; R and R' represent hydrogen, C;_,alkyl or Het -C; 4alky1—
L, " and L each independently represents C; galkyl optionally substituted with one or where possible two or more substituents
selected from phenyl methylsulﬁde cyano, polyhaloCy_4alkyl-phenyl-, C;_alkyloxy, pyridinyl, mono- or di(C;_salkyl)- amlno—
. , Het, Het' each independently represent morpholinyl, oxazolyl, 1s00xazoly1 or piperazinyl; Het Het,
Het™ each 1ndependently repres%lt morpholinyl, piperazinyl, piperidinyl or pyrrolidinyl; Het = represents plperazmyl piperidinyl,
pyrrolidinyl or azetidinyl; Het3 represegts morpholinyl, oxazolyl, isoxazolyl or piperazinyl wherein said Het is optionally
substituted with C;_jalkyl; };et and24Het each independently representzgr heterocycle s%lected fr%n pyrrolidinyl, piperazinyl or
piperidinyl wherein said Het ~ or Het  are optionally substituted with Het -carbonyl; Het and Het =~ each independently represent
a heterocycle selected from morpholinyl, piperazinyl, piperidinyl or pyrrolidinyl.
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with Hetl or Cl-4al kyl oxy-; R2 and R4 each
i ndependently represent hydrogen or halo R3
represents hydrogen or cyano;
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pyrrolidinyl or azetidinyl; Het22 represents

nmor phol i nyl , oxazol yl, isoxazolyl or pi perazinyl
wherein said Het22 is optionally substituted with

Cl- 4al kyl ; Het23 and Het 24 each independently
represent a heterocycle selected frompyrrolidinyl,

pi perazi nyl or piperidinyl wherein said Het23 or Het24
are optionally substituted with Het22-carbonyl; Het27
and Het 28 each i ndependently represent a heterocycle
sel ected from norphol i nyl, piperazinyl, piperidinyl or
pyrrolidinyl.



