wo 2013/087578 A1 [N I 000000000 O

(43) International Publication Date

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Ny
Organization é
International Bureau -,

=

\

(10) International Publication Number

WO 2013/087578 Al

20 June 2013 (20.06.2013) WIRPOIPCT
(51) International Patent Classification: WALD, Sylvia; Kirchstr. 9, 10557 Berlin (DE). BOMER,
CO7D 487/04 (2006.01)  AG6IP 35/00 (2006.01) Ul Leipziger Str. 49, 16548 Glienicke (DE).
AG61K 31/53 (2006.01) VOEHRINGER, Verena; Fischergasse 17, 88364
(21) International Application Number: Wolfegg (DE).
PCT/EP2012/074977 (74) Agent: BAYER INTELLECTUAL PROPERTY
(22) International Filing Date: GMBH; Alfred-Nobel-Str. 10, 40789 Monheim (DE).
10 December 2012 (10.12.2012) (81) Designated States (unless otherwise indicated, for every
- . . kind of national protection available): AE, AG, AL, AM,
(25) Filing Language: English AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY,
(26) Publication Language: English BZ, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM,
o DO, DZ, EC, EE, EG, ES, FIL, GB, GD, GE, GH, GM, GT,
(30) Priority Data: HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,
11193841.1 15 December 2011 (15.12.2011) EP KR, KZ LA. LC. LK, LR, LS, LT, LU, LY. MA, MD.
(71) Applicants: BAYER PHARMA AKTIENGESELL- ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
SCHAFT [DE/DE]; Miillerstr. 178, 13353 Berlin (DE). NO, NZ, OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU,
BAYER INTELLECTUAL PROPERTY GMBH RW, SC, SD, SE, SG, SK, SL, SM, ST, SV, 8Y, TH, TJ,
[DE/DE]; Alfred-Nobel-Str. 10, 40789 Monheim (DE). Eﬁ ZTXI;T[ TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA,
(72) Inventors: BROHM, Dirk; Grafschaftstr. 10F, 40822 T
(84) Designated States (uniess otherwise indicated, for every

Mettmann (DE). HEROULT, Melanie; Pappelallee 3-4,
10437 Berlin (DE). COLLIN, Marie-Pierre; Ottenbruch-
erstr. 38, 42105 Wuppertal (DE). HUBSCH, Walter;
Wildsteig 22, 42113 Wuppertal (DE). LOBELL, Mario;
Am Figenbach 16, 42113 Wuppertal (DE). LUSTIG, Kle-
mens; Falkenberg 159, 42113 Wuppertal (DE). GRUNE-

kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, SZ, TZ,
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM,

[Continued on next page]

(54) Title: DISUBSTITUTED BENZOTHIENYL-PYRROLOTRIAZINES AND THEIR USE AS FGFR KINASE INHIBITORS

(D,

(57) Abstract: This invention relates to novel substituted 5-
(1-benzothiophen-2-yl) pyrrolo[2,1-f][1,2,4]triazin-4-amine
derivatives of formula (I) wherein R’ is hydrogen, chloro,
methyl or methoxy, R? is hydrogen or methoxy, with the pro-
viso that at least one of R' and R? is other than hydrogen, G'
represents chloro, (C;-Cy)-alkyl, (C,-Cs)-alkoxycarbonyl, 5-
membered aza-heteroaryl, or the group -CH,-OR?, -CH,-
NR*R® or -C(=0)- NRRS, and G represents chloro, cyano,
(Ci-Cy)-alkyl, or the group - CR¥R®B-OH, -CH,-NR°R',
-C(=0)-NR!'R"? or -CH,-ORY, having protein tyrosine
kinase inhibitory activities, to processes for the preparation
of such compounds, to pharmaceutical compositions con-
taining such compounds, and to the use of such compounds
or compositions for treating proliferative disorders, in partic-
ular cancer and tumor diseases.



WO 2013/087578 A1 |IIIWAK 00TV A0 0O AR

TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, Published:
ML, MR, NE, SN, TD, TG).

—  with international search report (Art. 21(3))
Declarations under Rule 4.17:

— as to applicant’s entitlement to apply for and be granted
a patent (Rule 4.17(ii))



