007/107329 A1 |10 0000 0000 O 0

The present
breast cancer

i nvention provides a nethod of treating a
di sease in a patient who has failed
prior treatnent with an anti-VEG- anti body,

conpri si ng

(12 NTERNASTIONAIN §PRLOCATINGN natulaimo (ADER @HE PETINT CDIOPRRATION TREATY (PCT)
R2

effective anmount of an ani4@H

)
52 IO O 0 0 0 O

(19) World Intellectual Property Organization f ‘5;"
International Bureau

(43) International Publication Date PCT (10) International Publication Number
27 September 2007 (27.09.2007) WO 2007/107329 Al
(51) International Patent Classification: (74) Agent: SCHREINER, Siegfried; Roche Diagnostics
AGIK 39/395 (2006.01) CO7K 16/00 (2006.01) GmbH, Patent Department (TR-E), Postfach 11 52, 82372
Penzberg (DE).
(21) International Application Number:
PCT/EP2007/002448 (81) Designated States (unless otherwise indicated, fOr every

(22) International Filing Date: 20 March 2007 (20.03.2007)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
06111523.4
06021815.3

22 March 2006 (22.03.2006)
18 October 2006 (18.10.2006)

EP
EP

(71) Applicant (for all designated States except US): K. HOFF-
MANN-LA ROCHE AG [CH/CH]; Grenzacherstrasse
124, CH-4070 Basel (CH).

(72) Inventors; and

(75) Inventors/Applicants (for US only): FRIESS, Thomas
[DE/DE]; St. Martin-Strasse 8a, 86911 Diesen-Detten-
hofen (DE). HASMANN, Max [DE/DE]; Rudolf-Zenker-
Strasse 10, 81377 Muenchen (DE). SCHEUER, Werner
[DE/DE]; Primelstrasse 3, 82377 Penzberg (DE).

kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ,BA, BB, BG, BH, 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, GT, HN, HR, HU, ID, IL, IN,
IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR,
LS, LT, LU, LY, MA, MD, MG, MK, MN, MW, MX, MY,
MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS,
RU, SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, TN,
TR, TT, TZ, UA, UG, US, UZ, VC, VN, 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, IS, IT, LT, LU, LV, MC, MT, 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).

Declaration under Rule 4.17:
of inventorship (Rule 4.17(iv))

[Continued on next page]

(54) Title: TUMOR THERAPY WITH AN ANTIBODY FOR VASCULAR ENDOTHELIAL GROETH FACTOR AND AN AN-
TIBODY FOR HUMAN EPITHELIAL GROWTH FACTOR RECEPTOR TYPE 2

600 -

500 -

450 -

400

350 4

300 -

250 -

200 -

150 A

100

~C=vehicle
=I=trastuzumab

=4—bevacizumab + trastuzumab

 — T Y Y T T

T T Y T T T

20 23 27 30 34 37 42 44 48 51 55 58 62 65 70 73 79 83 86 90 93 97 89

o (57) Abstract: The present invention provides a method of treating a breast cancer disease in a patient who has failed prior treatment

=
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with an anti-VEGF antibody, comprising administering to the patient a therapeutically effective amount of an anti-HER2 antibody
while continuing said anti-VEGF antibody therapy. The invention also provides corresponding articles of manufacture and pharma-
ceutical compositions.
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