The invention relates to admnistration of an anti-CTLA4 anti body,
particul arly human anti bodies to human CTLA4, such as those having am no
acid sequences of antibodies 3.1.1, 4.1.1, 4.8.1, 4.10.2, 4.13.1 ,
4.14.3, 6(1D.INTERNATEINAL MEPEIDAI@NSUBLISHIRY VIERER KHEFB TENT QOAPERATIOR-TREXEY 20¥9)

11.6.1 , 11.7.1 . 12.3. 1.1 12.9. 1 ZF=w
'ﬂlﬂﬂlﬂllllIfllﬂTﬂlIﬁllll'IlﬁHilﬁlﬂlﬂlﬂlllllllﬂHﬂﬂlﬂlfﬂllllﬂlﬁlllllll|II|

10D1 or (1R¥¥erishigielleciugl Rrapesty xgandsatien
ki nase i nhibit te'(nﬁéml)Bufe@l g. IMPL2

N [2-di et h}/ ?}i E%)(f (5- TTSHE0 )é@ ]In tional Publication Number
, 2-di hydro t hyl ]P(2T4- ?‘Ry

H- pyrrole- ?Egt% é(8com:)ound 1), 8 006/101692 Al

N- [ 2- (e(TSBMLt@trﬂltmpa) ﬁ;temyé]]lsséca{l&z) (5 fl uor o ’% AQQﬁQ IJULLER Grover, F., Jr. et al.; Pfizer Inc., 201
, 2- di hydr owatborsodeds.@y v icolane)steiobiy | - 2, 4 dll“zﬁS'&tRhéd] Makris Plains, NJ 07950 (US).

H' pyr rol e-A’ﬁlICﬁ{vdl)@wam)de ( COTTpOUﬂd 2) ’ an%lg])[as(g@ted(saﬁeg Pu”l@sg thEZVVlQ)gVQlCt;fed for every

, 2-di hy(df) Qﬁﬁlﬁktioﬁkﬁjﬁbpﬁgﬂj&l ngﬁ,l@ﬁ) et hy| ] - N [ ( ZS)d'OZnational protection available): AE, AG, AL, AM,

hydr oxy- 3- nor phol i n- 4-yl pr opptjus2qededssret hy WE AUHZpRA, BBIBE: B BEBYa. e CN,

(conpougs Imnnatfoggi Filife@Ale! TE M@ 2066006 8%00s) The  FRVENEY. 61 REePIaD/sD4. §C. EE. BG, ES, T,

adni ni sf, L& conbi nation of an apt] Sji_CTLA%B %@K%%gjxfﬂ@@lﬂﬁﬁéf

RTKI suc anﬁ'fa alia, conpound I Vet d
adj uvan®® I?‘P'F%‘P“F“I“ﬁ'@ge second- | i ne, St hi r dol NADevtHeFaRY PEROGANSEED. SE, SG.
whet her 39 dtigtity Peieb or net ast asi zed, and at asy, spoivaby $) Tal o0, rhezdiseass,
continuum®PEHgS  at amMabAYeCEPPHe Yancer Yz VC VN, YU, ZA, ZM, ZW.

(71) Applicant (for all designated States except US): PFIZER  (84) Designated States (unless otherwise indicated, for every

PRODUCTS INC. [US/US]; Eastern Point Road, Groton, kind of regional protection available): ARIPO (BW, GH,

CT 06340 (US). GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
(72) Inventors; and ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
(75) Inventors/Applicants (for US only): GOMEZ- European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,

NAVARRO, Jesus [ES/US]; Pfizer Global Research FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL, PL, PT,

& Development, 50 Pequot Avenue, New London, RO, SE, SI, SK, TR), OAPI (B, BJ, CF, CG, CI, CM, GA,

CT 06320 (US). BAUM, Charles, Michael [US/US]; GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Agouron Pharmaceuticals, Inc., A Pfizer Company, 10777  Published:

Science Center Drive, San Diego, CA 92121 (US). —  with international search report

[Continued on next page]

(54) Title: ANTI-CTLA4 ANTIBODY AND INDOLINONE COMBINATION THERAPY FOR TREATMENT OF CANCER

(57) Abstract:  The invention relates to
A 4.1.1 Heavy Chain cDNA (SEQ ID NO:1) administration of an anti-CTLA4 antibody,
particularly human antibodies to human CTLA4,

atggagtttyg ggetgagetg ggttttecte gttgetettt taagaggtgt ccagtgtcag 60

gtecigctgg tggagsitgg gggaggegty gtecageoty ggaggtooct gagactetee 120 such as those having amino acid sequences

gtgtagegt ctggattcac cttcagtagc catggcatge actgggtecg ceaggctoca 180 . .

ggcaagggge tggagtgggt ggcagttata tggtatgatg gaagaaataa atactatgea 240 of antibodies 3.1.1 ’ 4.1.1 ’ 4.3.1 ’ 4102’

. . N . ., 1. s icili

gactcegtga agggceegatt caccatctce agagacaatt ccaagaacac getgtttcty 300 4.13.1 4.14.3. 6.1.1 ticilimumab (also

caaatgaaca goctgagage cgaggacacg getgtgtatt actgtgegag aggdaggtcac 3860

ttoggkbcett ttgactactg gggccaggga acccotggtca cegtcotecte agectccace 420 referred to as 11.2.1 or CP- 6757206)7 11.6.1

aagggecocat cggtcttcee cectggegece tygctecagga gcacctocga gagcacagcg 480 inili

geectggget gectggtcaa ggactacttc cccgaaccgg tgacggtgte gtggaactca 540 11 7 1 12 3 1 1 12 91 1 ’ and lplhmumab

ggegerotyga ccageggegt geacacctte cecagetgtec bacagtcoccte aggactctac 600 (a]SO referred to as 10D1 or MDX-OlO), m

tcecteagea gegtggtgac cgtgeocctcec agcaactteyg geacccagac ctacacchge 660 b . . h : d 1

aacgtagatc acaagcccag caacaccaag gtggacaaga cagttgageg caaatgttgt 720 combination wit an indolinone receptor

gtegagtgee cacegtgcec agcaccacet gtggecaggac cgtcagtctt cctcttcocee 780 tyrosine kinase inhibitor (RTKI)’ e.g., N_[2_di_

ccaaaaccca aggacaccct catgatctcce cggaccectg aggteacgty cgtggtggtg 840 .

gacgtgagee acgaagacce cgaggtccag ttcaactggt acgtggacgg cgtggaggtg 200 ethylamlno]ethyl]-5—[(Z)—(5—ﬂu0r0—2—0x0—1

cataatgcca agacaaagec acgggaggag cagttcaaca geacgtteeg tgtgagtcage %60 _di _ 1 2_vli _ -

gtccteoaceg ttgtgeacca ggactggctg aacggcaagg agtacaagtyg caaggtcotco 1020 ’2_ dlhydIO 3H 1nd01 3 yhdene)methyl] 2’4

aacaaaggce tcccagocec catcgagaaa accatctceca aaaccaaagg gcagecccga 1080 dlmethyl—l H-pyrrole—3—carb0xam1de (COIIlpOllIld

gaaccacagyg tgtacaccct geccccatce cgggaggaga tgaccaagaa ccaggtcage 1140 :

ctgacctgce tggtcaaagg cttctacece agocgacatcg ccgbggagtyg ggagagcaat 1200 1 )’ N-[2—(ethy1am1n0)ethyl]—5—[(Z)—(5—ﬂuor0—2—

gggragecgy agaacaacta caagaccaca ccteccatge tggactccga cggebcobte 1260 oxo-1 ’2-dihyd_r()-3H-ind01—3—y]i—

tbectetaca geaagetcac cgtggacaay agecaggtgge agcaggggaa cgtcttctca 1320 .

tgcteegtga tgcatgagge tetgcacaac cactacacge agaagagect ctcectgtct 1380 deﬂe)meth}’l]-2,4-d1methy1-1 H'pyr'
role-3-carboxamide  (compound  2), and
5-[(Z)-(5-fluoro-2-oxo-1 ,2-dihydro-3H-in-
dol-3-ylidene)methyl]-N-[(2S)-2- hy-

B 4.1.1 Heavy Chain Protein (SEQ ID NO:2) droxy-3-morpholin-4-ylpropyl]-2,4-dimethyl-1

H-pyrrole-3-carboxamide (compound 3), for
[QVQLVESGGE VVQPCRSLRL SCVASGETFS SHGMHEWVRQA PGKGLEWVAV IWYDGRNKYY 60 3 3
ADSVKGRFTI SRDNSKNTLF LOMNSLRAED TAVYYCARGG HFGPFDYWGQ GTLVTVSS]AS 120 {reatment Of cancer. The 1nvention relates to
TKGPSVFPLA PCSRSTSEST AALGCLVKDY FPEPVIVSWN SGALTSGVHT FPAVLOSSGL 180 administering a combination of an anti-CTLA4
YSLSSVVTVP SSNFGTQTYT CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF 240 : : : 4
antibody and an indolinone RTKI such as, inter

PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV OFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300 alia. compound 1. The invention relates to
SVLTVVHODW LNGKEYKCKV SNKGLPAPIE KTISKTKGQP REPQVYTLPP SREEMTKNQV 360 o . . .
SLTCLVKGFY PSDIAVEWES NGOPENNYKT TPPMLDSDGS FFLYSKLTVD KSRWQQGNVF 420 neoadjuvant, adjuvant, first-line, second-line,
scs .

VMHEALH NHYTOKSLSL SPGK 444 and third-line therapy of cancer, whether

localized or metastasized, and at any point(s)
along the disease continuum (e.g., at any stage

wO 2006/101692 A1 |00 0 VK0T O O 0

of the cancer).
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—  before the expiration of the time limit for amending the  For two-letter codes and other abbreviations, refer to the "Guid-
claims and to be republished in the event of receipt of ance Notes on Codes and Abbreviations” appearing at the begin-
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