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Single Agents




RELAPSED OVARIAN CANCER
Response Rates from RCTs
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3. Gordon AN, et al. J Clin Oncol. 2001;19(14):3312-3322. 4. Piccart MJ, et al. J Clin Oncol. 2000;18(6):1193-1202.
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OVARIAN CANCER
Relapse < 12 Months, Phase Il

No. of No. of Response
Studies Patients Rate
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Gore M. ASCO Education Booklet. 2001.




Pegylated Liposomal Doxorubicin (PLD) vs
TOPOTECAN

Platinum-refractory disease Platinum-sensitive disease
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100 '129 140 160 180 200 - 220 240 260 0 20 40 60 80 100 * 120 140 160 180 200 220 =240 260
Weeks since first dose Weeks since first dose

n = 255 (<6 mos) n =219 (>6 mos)
HR =1.07 (95% CI: 0.82-1.39) HR =1.43 (95% CI: 1.07-1.9)
P =.68 P=.017

Gordon AN, et al. J Clin Oncol. 2001;19(14):3312-3322




Gemcitabine vs PLD Recurrence <12 Months

153 pts randomised

OR 29% Gem vs 16% PLD
P =.066

No. of patients at risk
PLD 46

GEM 41

B TTP 14 weeks no difference

100

80

OS PLD vs Gem ITT

(56 weeks vs 51 weeks, P =.048)
OS patients 7-12 months

° benefit for PLD (P =.013)

G0

40

Time (weeks)

No. of patients at risk
PLD 50 N 17
GEM 51 29 13

Ferrandina G, et al. J Clin Oncol. 2008;26(6):890-896.




TOPOTECAN vs TREOSULPHAN
Relapse 0-12 Months

Topotecan

1.5 mg/m?iv daily x5, g21

Treosulphan 7 g/m? iv q21
274 patients

OR P=.03 KU
PFS P =.002
0S P=.002 BN
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Meier W, et al. Proc Am Soc Clin Oncol. 2003;22: Abstract 1810.




A Phase Il Study of Patupilone in
Platinum-Refractory/Resistant Ovarian Cancer

112 patients evaluable
Patupilone 10 mg/m? iv q21

PR 7.1%
SD 41%

PFS, median 2.5 mos
OS,median 11.2 mos

Smit WM, et al. J Clin Oncol .2009; 27(15): Abstract 5563.




Topotecan Weekly Versus 5-day
P-Resistant Ovarian Cancer (TOWER)

154 patients evaluable

Weekly Topotecan 4 mg/m? D 1,8,15 q28
VS

Standard Topotecan 1.25 mg/m? D1-5 g21

SD/PRICR  47% vs 57%

Median PFS 3.2 months vs 4.4 months
Median OS 9.8 months vs 10.0 months

Sehouli J, et al. J Clin Oncol. 2009;27(15S): Abstract 5553.




RELAPSED OVARIAN CANCER
Weekly Therapy

Low peak plasma concentration
— low toxicity

Increase dose density
— increase efficacy




Combination Therapy




ICON 4
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Parmar MK, et al. Lancet. 2003;361(9375):2099-106.




ICON 4

Subset Analyses

Number of events per Observed Variance Hazard ratio
number entered vs expected
Paclitaxel plus Conventional
platinum treatment
Randomisation group
ICON4 MRC CTU 243/266 253/270
ICON4 ltaly 80,100 94/113
AGD 23/26 24,27

Age (years)

<55 114/127 1117123 54.27
55-65 135/151  146/162 67-99
=85 97/114  114/125 49.97

WHO performance

WHO 0O 212/246 2327262 108-32

WHGQ =0 1347146 1397148 65-39
Intended platinum agent

Carboplatin 284/332 3037341 145-33

Cisplatin 52/60 B8/69 27-79
Previous lines of chemotherapy

1 310,354 343/380 =47-51
2 22722 22724 0-35
»2 14/15 6/6 0-58

Time since complation of last chemotherapy cycle (months)

=12 months 90,92 1097111 -10-60
=12 months 256,300 262,299 -31-87

Previous exposure to taxanes

Mo 195,223 214,235
Yes 151/169 157/175 =

I T
05 : 1.5

Paclitaxel plus Conventional
platinum better treatment better

Parmar MK, et al. Lancet. 2003;361(9375):2099-106.




ICON 4

Subset Analyses

Overall survival Progression-free survival

Number of events per Observed Variance Hazard ratio
number entered vs expected
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RELAPSED OVARIAN CANCER

Cisplatin 50 — 70 mg/m?
weekly, x 6
+

Etoposide 50 mg PO od

Toxic / nontoxic
? hypertonic saline

Van der Burg ME, et al. Br J Cancer. 2002; 86(1):19-25.
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PFS and OS in RELAPSED Ovarian
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Extended Weekly Dose-Dense Carbo-Paclitaxel
P-Resistant/Recurrent Ovarian Cancer <12 Months

20 patients
Carboplatin AUC 3 + Pac 70 mg/m?
Day 1, 8, 15 g 4-wkly x6

OR (RECIST) 60%
OR (CA125) 76%

PFS median 7.9 months
OS median 13.3 months

Sharma R, et al. Br J Cancer 2009 ;100(5):707-712.




Newer Agents




TARGETING VEGF PATHWAY

Anti VEGF
MoAb y
@ VEGF Trap

Anti VEGFR YECFR
(-1, -2)

"‘ Tyrosine kinase inhibitors
A

(Sorafenib, Sunitinib)




Bev Dose Response Duration of Disease-Free
Rate Response at 6 Months

Friberg 2006

RETROSPECTIVE
Wright 2006

Cohn 2006




AURELIA: Avastin Use in REsistant
ovarian epitheLIlAl cancer

Patients with platinum-resistant ovarian cancer
N = 300, randomized 1:1

Arm 1 Arm 2
Chemotherapy Chemotherapy +
choice of paclitaxel, bevacizumab*
topotecan or PLD

If PD, unacceptable toxicity or If PD, unacceptable toxicity or
patient request for withdrawal patient request for withdrawal

J Y

Optional Standard of Standard of
bevacizumab™* care care
O

v

Survival follow up

*10 mg/kg IV q2w (15 mg/kg q3w will be used instead if topotecan is selected and administered at a dose of 1.25 mg/m?
on a 1-5/q3w schedule); ** 15 mg/kg i.v. q3w; PLD, Pegylated liposomal doxorubicin; PD, progressive disease




VEGF Trap

Kd <1 pM
2 life 2 wks
High affinity
All VEGF-A
+ Plat GF

Kd 10-30 pM Kd 100-300 pM




PHASE |l TRIAL VEGF TRAP
Ovarian Cancer

VEGF Trap

2 mg/kg IV

3-4 lines chemo Randomized q2 weeks
(1:1)

Double-blind

Resistant: n =200
Toptecan and/or 4\1, ﬁ\cgl\:/:;s

Liposomal Doxorubicin

RECURRENT OVARIAN CANCER

Platinum-resistant

g2 weeks

Tew WP, et al. J Clin Oncol. 2007;25(18S): Abstract 5508.




VEGF Trap
Blinded Pooled Data, 162 patients

CR /PR 8%
CA 125 PR 13%
SD >3 mos 41%

Ascites CR 29% (n = 23)

Tew WP, et al. J Clin Oncol. 2007;25(18S): Abstract 5508.




Catumaxomab
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Catumaxomab
Trifunctional Antibody Targeting EpCAM

» Epithelial Cell Adhesion Molecule (EpCAM) is an
appropriate target for intraperitoneal therapy

* The vast majority of epithelial tumors express EpCAM

* > 90% of ovarian cancer and gastric tumors express EpCAM

* Cells of the peritoneum do not express EpCAM —tumor-specific
targeting

Parsons S, et al. J Clin Oncol. 2008;26(May 20 suppl): Abstract 3000.




Pivotal Study IP-REM-AC-01, Phase Il/liI
Study Design

« Two-arm, randomized, open-label study

« Two strata, independent sample size calculation (ovarian cancer, non-
ovarian cancer)

* 4 ip infusions at 10, 20, 50, and 150 pg of catumaxomab on day 0, 3, 7,
and 10

129 patients with Paracentesis plus
mallgnan_t ascites due o Catuxomab
to ovarian cancer Randomization

ratio
(2:1)
(Catuxomab vs
control) Paracentesis
alone

129 patients with
malignant ascites due
to non-ovarian cancer

Optional Single Arm
Cross-Over

Paracentesis plus
Catuxomab

Parsons S, et al. J Clin Oncol. 2008;26(May 20 suppl): Abstract 3000.




Ovarian Cancer
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PROGNOSTIC
GROUP

SAME CHEMO
SHORTER
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COMBINATION
P —-BASED Rx
TOXIC
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Platinum-sensitive Platinum-resistant /
(relapse >12 mo) refractory

Platinum partially sensitive (relapse <6 mo
(relapse 6-12 mo) or no response)

Re-challenge with platinum: PLD

Carboplatin-PLD, Topotecan
carbo- paclitaxel, Weekly Carbo/pacli....

carbo-gemcitabine )
_ Experimental drugs
Trabectedin/PLD




