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Burger RA, et al. J Clin Oncol. 2010;28(165): Abstract LBA1.
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* Well conducted, adequately powered tor PFS/OS
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Ath Qvarian Cancer Consensus Conference
June 25-27, 2010
Vancouver, BC

Front-Line Phase lll Trials

 Both PFS and OS are important primary endpoints.

PFS is most often preferred because of the
confounding effect of the post-recurrence/progression
therapy on OS

Standard arm must contain a taxane and a platinum
agent for 6 cycles. Recommended regimen: Paclitaxel
(175mg/m2) and Carboplatin (AUC 5-6) every 3 weeks

BEV could be incorporated in the control arm of a
randomized trial as a consequence of the results of a
trial with BEV that met its primary endpoint
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Trabectedin MoA
Interaction With DNA Repair Systems
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— Producing bulky DNA adducts
— Producing double strand breaks in the DNA

« Sensitivity/resistance to trabectedin is mediated by the efficacy
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Excision Repair System

> step

repair
MMR BER TC-NER GC-NER HRR OSR

oo b b

Errors Damaged Bulky adducts Double
in DNA bases strand

NER system

Rosell et al. Sem Oncol 2003




PLD 50 mg/m? 90
minute infusion q 4
weeks

PLD 30 mg/m? 90 minute
infusion followed by
trabectedin* 1.1 mg/m? 3
hour infusion, q 3 weeks

* . : .
Premedication with dexamethasone is
required
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An open-label, single-arm, multicenter Phase Il study

Olaparib 400 mg po bid (MTD)

(28-day cycles)
Recurrent (stage HIB/IIC/IV) (n=33)
ovarian cancer after failure - Sequential —
of 21 prior platinum based cohorts

chemotherapy

Olaparib 100 mg po bid
(28-day cycles)
(n=24)

Patients
» Confirmed germline BRCA1 or BRCA2 mutation

 Measurable disease
« ECOG performance status 0—2

MTD, maximum tolerated dose (determined during Phase | evaluation)
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PFES Gain

Biological
agent
or
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Study 19: Olaparib in Platinum-Responding
Recurrent Serous Ovarian Cancer

Progression >6 months

Objective PR or CR and/or GCIG

Within 8 wks of completion of last platinum dose

v v

50% AZD2281 50% placebo

v

Modified RECIST progression







