0 2004/105765 A1 IV |00 00 D 0010 O 0 0

The present

i nvention concerns the conpounds of
formula (I) the N-oxide forns,

t he pharnaceutically

acceptabl e addition salts and the stereochem cally
(12) BOWBNATION QI N@HM@DPUBDMEDGJNDEK THE PARESE COOPERATCHR TREATY (PCT)

I}I@%ﬁ I p {ar z rsents NH, Y represents
?; e ecua O'éea ykenyl 3 9a m é ,
i n;?%??’eﬂ.l} opt i ondi o #Hlllﬂll 1A R 00 0 OO O
om0 Rty al kyl ) ani 1 ",_\tt’/ |
%ﬁ{ &3 uom)a}e mp;ca'ofe glvlé 8&}@%(? bl ARBdnumber
Xycar E@nyi am no-, ﬂrﬁﬁ65 Al
(51) Int gal K t%¥a¥51 LJJ-lot:;a &% % lc?)_a 'K s aceutlca N.V., Turnhoutseweg 30, B-2340
co;gjj y| 3_5 C E@é& | ?4 gg Semc , Werner, Constant, Johan

21 Im@@n@aj ApplicafidnlNG@ber: -

- C1- 3al k |-NH-£SB

eutica N.V., Turnhoutseweg
(EQ&)rsa (BE). TEN HOLTE, Peter [NL/BE|;

- Cl1- 3al ky| - NH- CO- %@BZO?M O-O@ZL 2al kydssemaﬂnbtteﬂﬂ;& ICY: Turnhoutseweg 30, B-2340

(22) International Filing Date: = 25 May 2004 (25.05.2004)

(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:

PCT/EP03/05723 27 May 2003 (27.05.2003) EP
PCT/EP03/10266

15 September 2003 (15.09.2003) EP
PCT/EP03/51061

18 December 2003 (18.12.2003) EP

(71) Applicant (for all designated States except US):

JANSSEN PHARMACEUTICA N.V. [BE/BE]; Turn-
houtseweg 30, B-2340 Beerse (BE).

(72) Inventors; and

(75) Inventors/Applicants (for US only): FREYNE, Eddy,
Jean, Edgard [BE/BE]; Janssen Pharmaceutica N.V,,
Turnhoutseweg 30, B-2340 Beerse (BE). PERERA,
Timothy, Pietro, Suren [GB/BE]; Janssen Pharma-
ceutica N.V., Turnhoutseweg 30, B-2340 Beerse (BE).
BUILINSTERS, Peter, Jacobus, Johannes, Antonius
[NL/NL]; Janssen Pharmaceutica N.V., Turnhoutseweg 30,
B-2340 Beerse (BE). WILLEMS, Marc [BE/BE]; Janssen
Pharmaceutica N.V., Turnhoutseweg 30, B-2340 Beerse
(BE). DIELS, Gaston, Stanislas, Marcella [BE/BE];

Beerse (BE).

(74) Common Representative: JANSSEN PHARMACEU-
TICA N.V,; Turnhoutseweg 30, B-2340 Beerse (BE).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,
KG, KP, KR, KZ, L.C, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG,
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM,
ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, SI,
SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:

as to applicant’s entitlement to apply for and be granted
a patent (Rule 4.17(ii)) for the following designations AE,
AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ,

[Continued on next page]

(54) Title: MACROCYCLIC QUINAZOLINE DERIVATIVES AS ANTIPROLIFERATIVE AGENTS

(57) Abstract:

The present invention concerns the compounds

2 3 ]} of formula (I) the N-oxide forms, the pharmaceutically accept-

/-\ X\/\ / : o able addition salts and the stereochemically isomeric forms
'2. I 4 thereof, wherein Z represents O, CH,, NH or S; in particular

Y 5 Z represents NH; Y represents -Csialkyl, -Csalkenyl-,
\\ -Csoalkynyl-, -C;,alkyl-CO-NH- optionally substituted with

-Cy.salkyl-CO-C,_galkyl-, -C;_,alkyl-NH-CO-CR'*R'7-NH-,

amino,

-Cysalkyl-NR*-CO-C_salkyl-,
-C1alkyl-CO-NH-,
-Cy3alkyl-NH-CO-Het?°-,

-Het?-CH,-CO-NH-C, salkyl-,
-NH-CO-C4 galkyl-,
-C1.,alkyl-CO-NH-CRBRY-CO-, -C;.,alkyl-CO-NR*-C,_jalkyl-CO-,

mono- or di(Cy4alkyl)amino or Ci, alkyloxycarbony-

lamino-,  -Cjz;alkenyl-CO-NH- optionally  substituted  with
amino, mono- or di(C;4alkylamino- or Cy4alkyloxycarbony-
lamino-, Cy.salkyl-oxy-Cisalkyl-, -Cjsalkyl NR!-, -Cysalkyl-

-Cisalkyl-CO  NRPV-Cy_salkyl-,
-C16alkyl-NH-CO-, -Cjalkyl-NH-CS-Het%-,
-Cy_,alkyl-CO-Het?'-CO-,

-CO-NH-C4 galkyl-,

—CO—C1_7a]ky1—, —C1_7alky1—CO—,

C1,alkyl-NR?'-CH,-CO-NH-C ;alkyl-, or -NR?>-CO-Cy_jalkyl-NH-; X! represents a direct bond, O or -O-Cj,alkyl-, CO,

-CO-Cl_za_lkyl-, NRH,

-NR!'-Calkyl-, CH,-, -O-N=CH- or -Cy,alkyl-; X? represents a direct bond, O, -O-C.,alkyl-, CO,

-CO-Cyalkyl-, NR'?2, -NR'2-C, ,alkyl-, -CH,-, -O-N=CH- or -C;,alkyl-. The growth inhibitory effect anti-tumour activity of the
present compounds has been demonstrated in vitro, in enzymatic assays on the receptor tyrosine kinase EGFR.
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