Olaparib maintenance therapy in patients (pts) with platinum-sensitive
relapsed (PSR) ovarian cancer (OC) and stable disease (SD) following
platinum-based chemotherapy

AM. Oza', D. Cibula”, A. Oaknin®, C. Poole”, RH.J. Mathijssen’, G.S. Sonke®,
N. Colombo’, J. Spacek®, P. Vuylsteke®, H. Hirte'®, J. Pfisterer'’, M. Plante'?,
L.C. Hanker', A. Fie\dingm, V. Haddad'®, J. Chmielecki'®, M. Friedlander'”

"Medical Oncology and Hematology, Princess Margaret Cancer Center, Toronto, ON,
Canada, “Department of Gynaecology and Obstetrics, General University Hospital,
Prague, Czech Republic, *Medical Oncology Department, Vall d'Hebron University
Hospital, Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain, “Medical
Oncology, University Hospitals Coventry and Warwickshire NHS Trust, Coventry, UK,
°Department of Medical Oncology, Erasmus MC Cancer Institute, Rotterdam,
Netherlands, °Department of Medical Oncology, The Netherlands Cancer Institute,
Amsterdam, Netherlands, “Gynecologic Oncology, University of Milan-Bicocca and
Istituto Europeo di Oncologia, Milan, Italy, *Department of Obstetrics and Gynecology,
University Hospital, Hradec Kralove, Czech Republic, “Oncologie Médicale, CHU UCL
Namur, Ste Elisabeth, Namur, Belgium, '°Department of Oncology, Juravinski Cancer
Centre, Hamilton, ON, Canada, ""AGO Study Group, Center of Gynecological Oncology,
Kiel, Germany, '*Gynecologic Oncology Division, Laval University, Quebec City, QC,
Canada, *Department of Gynaecology and Obstetrics, University of Liibeck, Liibeck,
Germany, "*Medical Science, AstraZeneca, Cambridge, UK, '*Statistical Science,
AstraZeneca UK, Cambridge, UK, "°Translational Science, Oncology, IMED Biotech Unit,
AstraZeneca, Waltham, MA, USA, '"Medical Oncology, University of New South Wales
Clinical School, Prince of Wales Hospital, Randwick, Australia

Background: The PARP inhibitor olaparib (Lynparza®) is approved as maintenance
therapy in pts with PSR OC who are in complete or partial response to platinum-based
chemotherapy. Currently, pts with SD are observed until disease progression; the effi-
cacy of maintenance olaparib in these pts is unknown. In a Phase II study
(NCT01081951), progression-free survival (PFS) was significantly prolonged in pts
with PSR OC receiving olaparib plus platinum-based chemotherapy followed by main-
tenance olaparib vs those receiving platinum-based chemotherapy alone (Oza et al.
Lancet Oncol 2015). This post hoc analysis evaluated outcomes in pts with SD on scans
at the end of chemotherapy and the efficacy of maintenance olaparib vs observation.

Methods: In this open-label, multicentre trial, pts with PSR serous OC, primary perito-
neal cancer or fallopian tube cancer were randomized to olaparib capsules 200 mg twice
daily (bid) on days 1-10 of each 21-day cycle plus paclitaxel and carboplatin AUC 4 on
day 1 (n = 81) followed by maintenance olaparib 400 mg bid (continuously), or pacli-
taxel and carboplatin AUC 6 on day 1 (n = 81) without maintenance olaparib. The lat-
est scan from randomization up to 2 weeks after the final dose of carboplatin was used
to assess the best objective RECIST v1.1 response at the end of chemotherapy (blinded
independent central review).

Results: At the end of chemotherapy, 24 (29.6%) pts who had also received low-dose
olaparib and 21 (25.9%) pts without olaparib had SD as their best response (timing of
the scan ranged from 2.10 months before to 0.49 months after the last dose of carbopla-
tin). Median PFS, calculated from the end of chemotherapy, was 8.74 months with
maintenance olaparib at standard dose vs 5.40 months without maintenance olaparib
(hazard ratio 0.50; 95% CI 0.25, 1.00). Delayed responses following the end of chemo-
therapy occurred in four pts receiving maintenance olaparib (16.7%j two complete and
two partial responses) and three pts without maintenance olaparib (14.3%; all partial
responses). The number of lines of prior chemotherapy did not appear predictive of
PFS benefit.

Conclusions: Maintenance olaparib may prolong PFS in OC pts with SD following
platinum-based therapy.

Clinical trial identification: NCT01081951.
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