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of paclitaxel, topotecan or a veavlated linosomal doxorubicin (PLD). wherein said treatment 

prolongs said patient's median progression-free survival time as compared to a platinum-resistant 

ovarian cancer patient receiving said chemotherapeutic alone. In one embodiment, the platinum- 

resistant ovarian cancer is an epithelial ovarian cancer (EOC), a fallopian tube carcinoma (FTC), 

or a primary peritoneal carcinoma (PPC). In another embodiment, the patient is not refractory to 

previous platinum 
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treatment and/or has measurable disease according to RECIST 1.0 or CA-125 assessable disease 

according to the GCIG criteria. In a further embodiment, the patient has an ECOG performance 

status of 0-2 and a life expectancy of at least 12 weeks. 

The present ifivOlitieli-disclosure contemplates a method of treating a patient diagnosed 

with a platinum-resistant ovarian cancer comprising administering to said patient an effective 

amount of an anti-VEGF antibody and a chemotherapeutic as described above, where the 

chemotherapeutic is selected from the group consisting of paclitaxel, topotecan or a pegylated 

liposomal doxorubicin (PLD). In a further embodiment, the effective amount of said paclitaxel is 

administered at 80 mg/m2 as a 1 hour intravenous infusion on days 1, 8, 15 and 22 q4w. 

In another embodiment in the method described above, the effective amount of said 

topotecan is administered at 4 mg/m2 as a 30 minute intravenous infusion on days 1, 8 and 15 

q4w. In an alternative embodiment in the method described above, the effective amount of said 

topotecan is administered at 1.25 mg/m2 as a 30 minute intravenous infusion on days 1 to 5 every 

three weeks. 

In another embodiment in the method described above, the effective amount of said PLD is 

administered at 40 mg/m2 as a 1 mg/min intravenous infusion on day I only, then as a I hour 

infusion thereafter, q4w. 

In the present invention disclosure described above which contemplates a method of 

treating a patient diagnosed with a platinum-resistant ovarian cancer comprising administering to 

said patient an effective amount of an anti-VEGF antibody and a chemotherapeutic, the anti- 

VEGF antibody binds the A4.6.1 epitope. 	In a further embodiment, the anti-VEGF antibody is 

bevacizumab. In still a further embodiment, the anti-VEGF antibody comprises a variable heavy 

chain (VH) and a variable light chain (VL), wherein said VH has an amino acid sequence of SEQ 

ID NO:2 and said VL has an amino acid sequence of SEQ ID NO: I. 

In the present disclosure invention-described above which contemplates a method of 

treating a patient diagnosed with a platinum-resistant ovarian cancer comprising administering to 

said patient an effective amount of an anti-VEGF antibody and a chemotherapeutic, the effective 

amount of said anti-VEGF antibody is 10 mg/kg intravenously every two weeks and the effective 

amount of said anti-VEGF antibody is administered initially intravenously over 90 minutes, with 

subsequent infusions over 60 minutes and then 30 minutes. 	In a further embodiment, the 

effective amount of said anti-VEGF antibody is 15 mg/kg intravenously every three weeks, where 

the anti-VEGF antibody is administered initially intravenously over 90 minutes, with subsequent 

infusions over 60 minutes and then 30 minutes. 
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In 	 disclosure 	invention 	described 	the 	 antibody 	is the present 	 above, 	anti-VEGF 

administered first to said patient at the first cycle and then subsequent administrations of said 

anti-VEGF antibody are either prior to or after said chemotherapeutic. In another embodiment, 

the anti-VEGF antibody is administered concurrently with said chemotherapeutic. 

In the present disclosure invention—described above which contemplates a method of 

treating a patient diagnosed with a platinum-resistant ovarian cancer comprising administering to 

said patient an effective amount of an anti-VEGF antibody and a chemotherapeutic, as described 

above, the median progression-free survival time is prolonged by about 3 months with a hazard 

ratio (HR) equal to 0.48, as compared to a platinum-resistant ovarian cancer patient receiving said 

chemotherapeutic alone. 	In another embodiment, the median progression-free survival time is 

prolonged by at least 3 months or greater with a hazard ratio (HR) equal to 0.48, as compared to a 

platinum-resistant ovarian cancer patient receiving said chemotherapeutic alone. 	In another 

embodiment, the median progression-free survival time is prolonged by at least 3 months or 

greater with a hazard ratio (HR) from about 0.32 to about 0.57, as compared to a platinum- 

resistant ovarian cancer patient receiving said chemotherapeutic alone. 	In another embodiment, 

the median progression-free survival time is prolonged by about 3 months with a hazard ratio 

(HR) from about 0.32 to about 0.57, as compared to a platinum-resistant ovarian cancer patient 

receiving said chemotherapeutic alone. 	In yet another embodiment, in the method described 

above, said chemotherapeutic is paclitaxel and said patient's median progression-free survival 

time is prolonged by at least 6 months or greater with a hazard ration (HR) of about 0.46 as 

compared to a platinum-resistant ovarian cancer patient receiving said chemotherapeutic alone. 

In yet another embodiment, in the method described above, said chemotherapeutic is pegylated 

liposomal 	doxorubicin 	(PLD) and said patient's median progression-free survival time is 

prolonged by at least 2 months or greater with a hazard ration of about 0.57 as compared to a 

platinum-resistant ovarian cancer patient receiving said chemotherapeutic alone. 	In yet another 

embodiment, in the method described above, said chemotherapeutic is topotecan and said 

patient's median progression-free survival time is prolonged by at least 3 months or greater with a 

hazard ratio (FIR) of about 0.32 as compared to a platinum-resistant ovarian cancer patient 

receiving said chemotherapeutic alone. 	In yet another embodiment in the methods described 

above, the patient is less than 65 years old. In yet another embodiment in the methods described 

above, the patient is equal to or greater than 65 years old. 	In one embodiment in the methods 

described above, the patient has a platinum free interval (PFI) of less than 3 months. 	In an 

alternative embodiment in the methods described above, the patient has a PFI of 3 to 6 months. 
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In one embodiment in the methods described above, the patient has abdominal ascites. In an 

alternative embodiment in the methods described above, the patient does not have abdominal 

ascites. 

In yet another embodiment, in the method described above, the treatment further improves 

said patient's objective response rate (ORR) as compared to a platinum-resistant ovarian cancer 

patient receiving said chemotherapeutic alone. 	In one embodiment, the ORR is improved by at 

least 1.5 fold or by at least 2 fold as compared to a platinum-resistant ovarian cancer patient 

receiving said chemotherapeutic alone. 	In yet another embodiment, the ORR is improved to 

about 30.9% 	as 	compared to a platinum-resistant ovarian cancer patient receiving said 

chemotherapeutic alone. 	In another embodiment, in the method described above, wherein the 

ORR is improved by at least 1.5 fold as compared to a platinum-resistant ovarian cancer patient 

receiving said chemotherapeutic alone, the chemotherapeutic is paclitaxel or pegylated liposomal 

doxorubicin (PLD) . In another embodiment, in the method described above, wherein the ORR is 

improved by at least 2 fold as compared to a platinum-resistant ovarian cancer patient receiving 

said chemotherapeutic alone, the chemotherapeutic is topotecan. 

The 	disclosure 	 kit 	 an anti-VEGF present 	_invention also contemplates a 	comprising 

antibody binding essentially to epitope A4.6.1, a chemotherapeutic and a package insert or label 

with instructions to treat a patient diagnosed with a platinum-resistant ovarian cancer comprising 

administering 	to 	said 	patient 	an 	effective 	amount 	of an 	anti-VEGF 	antibody and 	a 

chemotherapeutic, wherein said patient received two or fewer prior anti-cancer regimens, wherein 

said treatment prolongs said patient's median progression-free survival time as compared to a 

platinum-resistant ovarian cancer patient receiving said chemotherapeutic alone. 	In one 

embodiment of the kit described above, the platinum-resistant ovarian cancer is an epithelial 

ovarian cancer (EOC), a fallopian tube carcinoma (FTC), or a primary peritoneal carcinoma 

(PPC). 	In another embodiment of the kit described above, the anti-VEGF antibody is 

bevacizumab and said chemotherapeutic is selected from the group consisting of paclitaxel, 

topotecan or a pegylated liposomal doxorubicin (PLD). 

The 	disclosure 	 invention 	 of present 	 -further 	contemplates 	a 	method 	promoting 

administration 	of an 	anti-VEGF 	antibody binding essentially to 	epitope A4.6.1, 	and a 

chemotherapeutic to treat platinum-resistant ovarian cancer in a patient, wherein said promotion 

is by written material. In one embodiment to the promotional method described, the anti-VEGF 

antibody is bevacizumab, and said chemotherapeutic is selected from the group consisting of 

paclitaxel, topotecan or a pegylated liposomal doxorubicin (PLD). In another embodiment to the 

promotional method 
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described, the written material is a package insert or label that accompanies a commercial 

formulation of said anti-VEGF antibody and said chemotherapeutic. 

BRIEF DESCRIPTION OF THE FIGURES 

Figure 1 shows the two-arm Phase Ill study design treatment sequence as disclosed in more 

detail in Example 	I. 	In both 	Arms 	I 	and 2, there 	is a choice of chemotherapeutic, 

eitherpaclitaxel, topotecan or PLD. 	In Arm 2, for bevacizumab, the alternative dose is 15 mg/kg 

every three weeks if the chemotherapeutic topotecan is selected and administered at a dose of 

1.25 mg/m2 on a 1-5/every three weeks schedule. 

Figure 2 shows patient stratification analysis of the progression-free survival (PFS) results 

from the phase III AUFtELIA trial which subdivides the patients in subgroups based on different 

risk factors and compares in which patient subgroup the bevacizumab and chemotherapy 

combination treatment resulted in a better PFS outcome versus chemotherapy treatment alone. CT 

= chemotherapy; BEV + CT = bevacizumab + chemotherapy, HR = unadjusted hazard ratio; PFI 

= platinum-free interval as measured in months, where a total of 8 patients' information is 

missing. 

Figure 3 shows a summary of best overall response rates (ORR), as measured by a two-

sided chi-square test with Schouten correction, comparing the percent of patients who were 

measured by RECIST and/or CA-125 responders, RECIST responders alone, and CA-125 

responders alone as between the two treatment arms, chemotherapy alone (CT) as shown in each 

case as the grey-stippeled bars, versus bevacizumab and chemotherapy combination (BEV + CT) 

as shown in each case as the grey bars. N shows the number of patients in each tested group. 

DETAILED DESCRIPTION OF EMBODIMENTS OF THE INVENTION 

DEFINITIONS 

An "anti-angiogenesis agent" or "angiogenesis inhibitor" refers to a small molecular weight 

substance, a polynucleotide, a polypeptide, an isolated protein, a recombinant protein, an 

antibody, or conjugates or fusion proteins thereof, that inhibits angiogenesis, vasculogenesis, or 

undesirable vascular permeability, either directly or indirectly. It should be understood that the 

anti-angiogenesis agent includes those agents that bind and block the angiogenic activity of the 

angiogenic factor or its receptor. For example, an anti-angiogenesis agent is an antibody or other 

antagonist to an angiogenic agent as defined throughout the specification or known in the an, e.g., 

but are not limited to, antibodies to VEGF-A or to the VEGF-A receptor (e.g., KDR receptor or 
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We claim: 

1. An anti-VEGF antibody for use in aA method of treating a patient diagnosed with a 

platinum-resistant ovarian cancer. wherein the method comprising administering to said 

patient an effective amount of an anti-VEGF antibody and a chemotherapeutic, wherein 

said patient received two or fewer prior anti-cancer regimens, wherein said 

chemotherapeutic is selected from the to oup consisting of paclitaxel. topotecan or a 

pegvlated liposomal doxorubicin (PLD). wherein said treatment prolongs said patient's 

median progression-free survival time as compared to a platinum-resistant ovarian cancer 

patient receiving said chemotherapeutic alone. 

2. The anti-VEGF antibothThe method of claim I, wherein said platinum-resistant ovarian 

cancer is an epithelial ovarian cancer (EOC), a fallopian tube carcinoma (FTC), or a 

primary peritoneal carcinoma (PPC). 

3. The anti-VEGF antibodyTheithethed of claim I, wherein said patient is not refractory to 

previous platinum treatment. 

4. The anti-VEGF antibody:I:he-method of claim 1, wherein said patient has measurable 

disease according to RECIST 1.0 or CA-I25 assessable disease according to the GC1G 

criteria. 

5. The anti-VEGF antibodv-The-methed of claim 1, wherein said patient has an ECOG 

performance status of 0-2 and a life expectancy of at least 12 weeks. 

-  6. The nth 

kseleetod-from the-group a--4:h' 	emiethed-of-eloitn-lriothertin tteid-ehemotherapeutic 

.. 

li3O.11)e anti-VEGF antibodyThe 	method of claim 14, wherein said effective amount of said 

paclitaxel is administered at 80 mg/m2 as a 1 hour intravenous infusion on days I, 8, 15 

and 22 q4w. 

4,7. The anti-VEGF antibodNiThe-method of claim 11, wherein said effective amount of said 

topotecan is administered at 4 mg/m2 as a 30 minute intravenous infusion on days 1, 8 

and 15 q4w or at 1.25 maitn2 as a 30 minute intravenous infusion on days 1 to 5 every 

three weeks. 

• • - 

30 	intraNerums-infusien-en-elfrys-1 to 5 every three-week, at 1.25 m6/m2 as a 	minute 

468. 	The anti-VEGF antibodyThe meth,41 of claim P, wherein said effective amount 

of said PLD is administered at 40 mg/m2 as a 1 mg/min intravenous infusion on day 1 

only, then as a I hour infusion thereafter, q4w. 
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2,9. The anti-VEGF antibody:14**-methed of 

of 

of 

chain (V11) 

of SEQ ID 

claim 

claim 

claim 

and a 

NO:2 

I, wherein said anti-VEGF 

1, wherein said anti-VEGF 

1, wherein said anti-VEGF 

variable light chain (VL), 

and said VL has an amino 

wherein 

acid 

antibody binds the A4.6.1 epitope. 

13710. 	The anti-VEGF antibodv-Tae-methed 

---1-, I 

antibody is bevacizumab. 

I. 	The anti-VEGF antibody:Ale-method 

antibody comprises a variable heavy 

said VH has an amino acid sequence 

sequence of SEQ ID NO:l. 
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44:12. 	The anti-VEGF antibodahemethod of claim I, wherein said effective amount 

of said anti-VEGF antibody is 10 mg/kg intravenously every two weeks or 15 nuilka 

intravenously every three weeks. 

i 	The anti-VEGF antibody-The-method of claim 1244, wherein said effective 

amount of said anti-VEGF antibody is administered initially intravenously over 90 

minutes, with subsequent infusions over 60 minutes and then 30 minutes. 

• -.aid-enti---VE42-1--ttatibedy-is eia-seid-effeetive-ametet of 

- 	 - 	" .. 	... 

eninates-and-Menaminates, 

patient-at-the-firat-eyele: 

• -4,-imi-body . 	: 

.... 

- 	- 	mentit • 

- 	- 	 : 

- 	 - 

: 

' 	- 

atone, 

2&-LPhe-method 	22, 23, 24 	25, 	 is lets than 65 	old. of claim 	or 	wherein-tiaid-rahent 	 year: 

. 	 C5 • _. 	. 	.. 	... 	 tan 

years-old; 
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1'2, 23, 21 	25, Nt14. 	The anti-VE'GF antihodvThc method of claim 	or 	wherein said 

patient has a platinum free interval (PFI) of less than 3 months. 

122, 23, 21 	25, 30:15, 	The anti-VEGF antibodyThe-rootiusi of claim 	or 	wherein said 

patient has abdominal ascites. 

% - 31-,--Theiriethod-ofelo 	_ 	 . 	 . 	.. 

aseites7 

32:15. 	The anti-VEGF antiboi..iyihe method of claim I, wherein said treatment further 

improves said patient's objective response rate (ORR) as compared to a platinum-

resistant ovarian cancer patient receiving said chemotherapeutic alone. 

• • • • 	- :.'3. The method-of-doto 	 : : 	4.. : 	: 

- 	 • 

- 	• 

• 

free sunival dexerubieio-W-L-0)-on€1-forther--wherein said-patiengs-ineekatrpr-ogressien 

 	. 	: 

&lent 

• 

• - 	- - 	. 	.. 	. 	 ; 	: 

• 

03#0148freafteer-patient-FOSeiVifig-said-eheffietheFarethis-aiene: 

- - • - 

- • 

Elforkenibia 
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:GI 	 epitope A1.6.1, a 4.2,41rit-eemprialivg-an-ami-VI 	amiberly-bin+ling-easentialltto 

. 	 : 

- 	-- 	-- 	- 	 - 

- : una-ta.-eempareEl-te-a-ploinura- • 

. 	- 	, 

fall 

um-reeistarn-ovarien-eaneer-is-au-epithelial 

carcinoma (FTC), or a primary peritoneal 0%44li-ethics (EOC), a 	pian tube 

elifeinerifte4P114 

•  Reeifl-tt - - 

— . 

- 	- 	. 

:F4abe4+hat 

chernother-apeutie, 


