wo 2011/067185 A1 I 0KV 00 RO

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

ot VAP,
(19) World Intellectual Property Organization /g3 [} 1M1 AN 000100 DR 0 O
nternational Bureau S,/ 0 |
(43) International Publication Date \;J Ik ) (10) International Publication Number
9 June 2011 (09.06.2011) WO 2011/067185 A1l

(51) International Patent Classification: (US). JIANG, Nan [US/US]; 12 Flanders Drive, Pine
CO7D 487/10 (2006.01)  AG61P 35/00 (2006.01) Brook, New Jersey 07058 (US). ZHANG, Jing [US/US];
AG61K 31/407 (2006.01) 161 Carlton Drive, Parsippanny, New Jersey 07054 (US).

. c ZHANG, Zhuming [US/US]; 59 Wesley Road, Hillsbor-

(21) International Application Number:PCT/EPzOlO/O68353 ough, New Jelrlsnel;néggg 44 (US). esiey Koad, Hullsbor

(74) Agent: HALBIG, Dirk; Grenzacherstrasse 124, CH-4070

(22) International Filing Date: Basel (CH).

29 November 2010 (29.11.2010)
(81) Designated States (unless otherwise indicated, for every

(25) Filing Language: English kind of national protection available). AE, AG, AL, AM,
(26) Publication Language: English AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
. CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,

(30) Priority Data: DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
61/265,792 2 December 2009 (02122009) UsS HN, HR, HU, I]), IL, IN, IS, JP, KE, KG, KM, KN, KP,
61/388,054 30 September 2010 (30.09.2010) Us KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,

(71) Applicant (for all designated States except US): F. ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
HOFFMANN-LA ROCHE AG [CH/CH]; Grenzacher- NO,NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,
strasse 124, CH-4070 Basel (CH). SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR,

TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(72) Inventors; and . .
(75) Inventors/Applicants (for US only): BARTKOVITZ, (84) Designated States (unless otherwise indicated, for every

David Joseph [US/US]; 21 Povershon Road, Nutley, kind of regional protection available): ARIPO (BW, GH,
New Jersey 07110 (US). CHU, Xin-Jie [US/US]; 21 Rik- GM, KE, LR, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG,
er Hill Road, Livingston, New Jersey 07039 (US). DING, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,

TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
LV, MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK,

Qingjie [US/US]; 23 Sterling Drive, Bridgewater, New
Jersey 08807 (US). GRAVES, Bradford James
[US/US]; 216 Highfield Lane, Nutley, New Jersey 07110

[Continued on next page]

(54) Title: SPIROINDOLINONE PYRROLIDINES

(57) Abstract: There are provided compounds of the for-
mula (I) wherein X, Y and R, to Rs are described herein
along with the enantiomers, pharmaceutically acceptable
salts and esters thereof. The compounds are useful as anti-
cancer agents.




WO 2011/067185 A1 I W00 00O O A A

SM, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,  _ before the expiration of the time limit for amending the

GW, ML, MR, NE, SN, TD, TG). claims and to be republished in the event of receipt of
Published: amendments (Rule 48.2(h))

—  with international search report (Art. 21(3))



