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CME Information

TARGET AUDIENCE

This activity is intended for gynecologic oncologists, medical
oncologists, gynecologists and other healthcare providers
involved in the treatment of gynecologic cancers.

OVERVIEW OF ACTIVITY

Epithelial ovarian cancer accounts for approximately 90% of
malignant ovarian neoplasms, and this makes it the leading
cause of death from gynecologic cancer in the United States.
The most significant recent development in ovarian cancer
has been the introduction of poly(ADP-ribose) polymerase
(PARP) inhibitors into the therapeutic milieu. Originally
developed for and active in cancers with homologous recombi-
nation (HR) deficiencies — such as those harboring BRCA1 or
BRCA2 mutations — PARP inhibitors have also demonstrated
activity in the estimated 50% of ovarian cancer without
BRCA1/2 gene mutations but deficient in other DNA repair
genes. Evidence also suggests that PARP inhibitors may be
active in cancers deficient in signaling pathways that mitigate
DNA repair or, in combination with DNA-damaging agents,
independent of DNA repair dysfunction. These and other
important advances in the collective understanding of PARP
inhibition as a mechanism to combat the development and
progression of ovarian cancer have led to the FDA approval

of multiple PARP inhibitors as maintenance therapy and as
monotherapy for relapsed disease. The availability of PARP
inhibitors has significant ramifications for practicing oncolo-
gists, who need to confront a variety of practical issues with
regard to the safe and effective use of these agents.

This CME program was developed from a postmeeting
interview with a leading gynecologic oncology investigator
conducted after a satellite symposium held during the 2019
Society of Gynecologic Oncology Annual Meeting on Women’s
Cancer and features discussion on the use of PARP inhibitors
in the management of ovarian cancer. This activity is designed
to assist medical oncologists, gynecologic oncologists and
other healthcare providers to gain a better understanding

of emerging considerations for clinical decision-making and
patient care.

LEARNING OBJECTIVES

e Appraise available clinical trial data with and FDA indica-
tions for the use of various PARP inhibitors as maintenance
therapy for recurrent, platinum-sensitive ovarian cancer,
and develop strategies to identify patients for whom this
approach might be appropriate.

e |dentify patients with multiregimen-refractory ovarian
cancer who may be appropriate candidates for a PARP
inhibitor, and safely integrate PARP inhibitors into
nonresearch therapy.

* Recognize the toxicities associated with PARP inhibitors
commonly used in the care of patients with ovarian cancer,
and offer supportive management strategies to minimize
and/or ameliorate these side effects.

e Recall the biologic rationale for and ongoing research
efforts evaluating the role of PARP inhibitors in
combination with other agents, and refer appropriate
patients for clinical trial participation.

ACCREDITATION STATEMENT

Research To Practice is accredited by the Accreditation
Council for Continuing Medical Education to provide
continuing medical education for physicians.

CREDIT DESIGNATION STATEMENT

Research To Practice designates this enduring material for a
maximum of 1.25 AMA PRA Category 1 Credits™. Physicians
should claim only the credit commensurate with the extent of
their participation in the activity.

AMERICAN BOARD OF INTERNAL MEDICINE (ABIM) —
MAINTENANCE OF CERTIFICATION (MOC)

Successful completion of this CME activity, which includes
participation in the evaluation component, enables the partic-
ipant to earn up to 1.25 Medical Knowledge MOC points in
the American Board of Internal Medicine’s (ABIM) Mainte-
nance of Certification (MOC) program. Participants will earn
MOC points equivalent to the amount of CME credits claimed
for the activity. It is the CME activity provider’s responsibility
to submit participant completion information to ACCME for the
purpose of granting ABIM MOC credit.
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Please note, this program has been specifically designed for
the following ABIM specialty: medical oncology.

Personal information and data sharing: Research To Practice
aggregates deidentified user data for program-use analysis,

program development, activity planning and site improvement.

We may provide aggregate and deidentified data to third
parties, including commercial supporters. We do not share

or sell personally identifiable information to any unaffiliated
third parties or commercial supporters. Please see our privacy
policy at ResearchToPractice.com/Privacy-Policy for more
information.

HOW TO USE THIS CME ACTIVITY

This CME activity consists of an audio component. To receive
credit, the participant should review the CME information,
listen to the MP3s, complete the Post-test with a score of
80% or better and fill out the Educational Assessment and
Credit Form located at ResearchToPractice.com/GynOnc19/
PARP/Interview/CME.

CONTENT VALIDATION AND DISCLOSURES

Research To Practice (RTP) is committed to providing its
participants with high-quality, unbiased and state-of-the-

art education. We assess conflicts of interest with faculty,
planners and managers of CME activities. Conflicts of interest
are identified and resolved through a conflict of interest
resolution process. In addition, all activity content is reviewed
by both a member of the RTP scientific staff and an external,
independent physician reviewer for fair balance, scientific
objectivity of studies referenced and patient care recommen-
dations.

FACULTY — The following faculty (and her spouse/partner)
reported relevant conflicts of interest, which have been
resolved through a conflict of interest resolution process:

Kathleen Moore, MD

Jim and Christy Everest Endowed Chair in Cancer Research
Associate Director, Clinical Research

Director, Oklahoma TSET Phase | Program

Stephenson Cancer Center

Associate Professor, Section of Gynecologic Oncology
Director, Gynecologic Oncology Fellowship

Department of Obstetrics and Gynecology

University of Oklahoma Health Sciences Center

Oklahoma City, Oklahoma

Advisory Committee: Aravive Inc, AstraZeneca Pharma-
ceuticals LP, Clovis Oncology, Genentech, ImmunoGen
Inc, Janssen Biotech Inc, Merck, OncoMed Pharmaceu-
ticals Inc, Pfizer Inc, Roche Laboratories Inc, Samumed,
Tesaro, VBL Therapeutics; Contracted Research: Clovis
Oncology, Genentech, Merck, PTC Therapeutics, Roche
Laboratories Inc.

EDITOR — Dr Love is president and CEO of Research To
Practice. Research To Practice receives funds in the form
of educational grants to develop CME activities from the

following commercial interests: AbbVie Inc, Acerta Pharma
— A member of the AstraZeneca Group, Adaptive Biotech-
nologies, Agendia Inc, Agios Pharmaceuticals Inc, Amgen
Inc, Ariad Pharmaceuticals Inc, Array BioPharma Inc, Astellas
Pharma Global Development Inc, AstraZeneca Pharma-
ceuticals LP, Bayer HealthCare Pharmaceuticals, Biodesix
Inc, bioTheranostics Inc, Boehringer Ingelheim Pharma-
ceuticals Inc, Boston Biomedical Inc, Bristol-Myers Squibb
Company, Celgene Corporation, Clovis Oncology, Daiichi
Sankyo Inc, Dendreon Pharmaceuticals Inc, Eisai Inc, Exelixis
Inc, Foundation Medicine, Genentech, Genmab, Genomic
Health Inc, Gilead Sciences Inc, Guardant Health, Halozyme
Inc, ImmunoGen Inc, Incyte Corporation, Infinity Pharma-
ceuticals Inc, Ipsen Biopharmaceuticals Inc, Janssen Biotech
Inc, administered by Janssen Scientific Affairs LLC, Jazz
Pharmaceuticals Inc, Kite Pharma Inc, Lexicon Pharmaceu-
ticals Inc, Lilly, Loxo Oncology Inc, a wholly owned subsidiary
of Eli Lilly & Company, Merck, Merrimack Pharmaceuticals
Inc, Myriad Genetic Laboratories Inc, Natera Inc, Novartis,
Oncopeptides, Pfizer Inc, Pharmacyclics LLC, an AbbVie
Company, Prometheus Laboratories Inc, Puma Biotechnology
Inc, Regeneron Pharmaceuticals Inc, Sandoz Inc, a Novartis
Division, Sanofi Genzyme, Seattle Genetics, Sirtex Medical
Ltd, Spectrum Pharmaceuticals Inc, Taiho Oncology Inc,
Takeda Oncology, Tesaro, Teva Oncology, Tokai Pharmaceu-
ticals Inc and Tolero Pharmaceuticals.

RESEARCH TO PRACTICE CME PLANNING COMMITTEE
MEMBERS, STAFF AND REVIEWERS — Planners, scientific
staff and independent reviewers for Research To Practice have
no relevant conflicts of interest to disclose.

This educational activity contains discussion of published and/
or investigational uses of agents that are not indicated by the
Food and Drug Administration. Research To Practice does not
recommend the use of any agent outside of the labeled indica-
tions. Please refer to the official prescribing information for
each product for discussion of approved indications, contra-
indications and warnings. The opinions expressed are those

of the presenters and are not to be construed as those of the
publisher or grantors.

This activity is supported by educational grants from
AbbVie Inc, AstraZeneca Pharmaceuticals LP, Clovis Oncology
and Tesaro.

Hardware/Software Requirements:

A high-speed Internet connection

A monitor set to 1280 x 1024 pixels or more

Internet Explorer 11 or later, Firefox 56 or later, Chrome 61
or later, Safari 11 or later, Opera 48 or later

Adobe Flash Player 27 plug-in or later

Adobe Acrobat Reader

(Optional) Sound card and speakers for audio

Last review date: June 2019
Expiration date: June 2020

ResearchToPractice.com/GynOnc19/PARP/Interview



Select Publications

Burger RA et al. Final overall survival (OS) analysis of an international randomized trial evaluating bevacizumab (BEV) in
the primary treatment of advanced ovarian cancer: A NRG oncology/Gynecologic Oncology Group (GOG) study. Proc ASCO
2018;Abstract 5517.

Burger RA et al. Incorporation of bevacizumab in the primary treatment of ovarian cancer. N Engl J Med 2011;365(26):2473-
83.

Coleman RL et al. Rucaparib maintenance treatment for recurrent ovarian carcinoma after response to platinum therapy
(ARIEL3): A randomised, double-blind, placebo-controlled, phase 3 trial. Lancet 2017;390(10106):1949-61.

Dougherty BA et al. Biological and clinical evidence for somatic mutations in BRCA1 and BRCA2 as predictive markers for
olaparib response in high-grade serous ovarian cancers in the maintenance setting. Oncotarget 2017;8(27):43653-61.

Essel KG et al. PARPiI after PARPiI in epithelial ovarian cancer. Proc SGO 2019;Abstract 7.

Fabbro M et al. Efficacy and safety of niraparib as maintenance treatment in older patients (> 70 years) with recurrent ovarian
cancer: Results from the ENGOT-OV16/NOVA trial. Gynecol Oncol 2019;152(3):560-7.

Friedlander M et al. Long-term efficacy, tolerability and overall survival in patients with platinum-sensitive, recurrent high-
grade serous ovarian cancer treated with maintenance olaparib capsules following response to chemotherapy. Br J Cancer
2018;119(9):1075-85.

Gonzalez Martin A et al. Exploratory outcome analyses according to stage and/or residual disease in the ICON7 trial of carbo-
platin and paclitaxel with or without bevacizumab for newly diagnosed ovarian cancer. Gynecol Oncol 2019;152(1):53-60.

Jorge S et al. Simultaneous clinical testing for germline and somatic mutations in ovarian carcinoma (OC): Mutation rate and
impact on therapeutic decisions. Proc SGO 2019;Abstract 6.

Kwon JS et al. Costs and benefits of tumor testing for BRCA mutations in high-grade serous ovarian cancer as a triage for
confirmatory genetic testing. Proc SGO 2019;Abstract 5.

Ledermann JA et al. The effect of age on efficacy and safety outcomes with rucaparib: A post hoc exploratory analysis of
ARIEL3, a phase lll, randomized, placebo-controlled maintenance study in patients with recurrent ovarian carcinoma. Proc
SGO 2019;Abstract 4.

Lheureux S et al. Long-term responders on olaparib maintenance in high-grade serous ovarian cancer: Clinical and molecular
characterization. Clin Cancer Res 2017;23(15):4086-94.

Liu JF et al. Overall survival and updated progression-free survival outcomes in a randomized phase 2 study of combination
cediranib and olaparib versus olaparib in relapsed platinum-sensitive ovarian cancer. Ann Oncol 2019;[Epub ahead of print].

Liu JF et al. Combination cediranib and olaparib versus olaparib alone for women with recurrent platinum-sensitive ovarian
cancer: A randomised phase 2 study. Lancet Oncol 2014;15(11):1207-14.

Lowe ES et al. SOLO3: A randomized phase Il trial of olaparib versus chemotherapy in platinum-sensitive relapsed ovarian
cancer patients with a germline BRCA1/2 mutation (gBRCAm). Proc ASCO 2016;Abstract TPS5598.

Matulonis UA et al. Baseline platelet count and body weight as predictors of early dose modification in the quadra trial of
niraparib monotherapy for the treatment of heavily pretreated (>4th line), advanced, recurrent high-grade serous ovarian
cancer. Proc SGO 2019;Abstract 2.

Matulonis UA et al. Time without symptoms or toxicity in patients with recurrent ovarian cancer receiving niraparib mainte-
nance treatment versus placebo: A TWIST analysis of the ENGOT24-0OV16/NOVA trial. Proc SGO 2019;Abstract 1.

Mirza MR et al. Niraparib maintenance therapy in platinum-sensitive, recurrent ovarian cancer. N Engl/ J Med
2016;375(22):2154-64.

Monk BJ et al. A prospective evaluation of tolerability of niraparib dosing based upon baseline body weight and platelet count:
Blinded pooled interim safety data from the ENGOT-OV26/PRIMA study. Proc SGO 2019;Abstract 3.

Moore KN et al. Niraparib monotherapy for late-line treatment of ovarian cancer (QUADRA): A multicentre, open-label, single-
arm, phase 2 trial. Lancet Oncol 2019;[Epub ahead of print].

Moore K et al. Maintenance olaparib in patients with newly diagnosed advanced ovarian cancer. N Engl J Med
2018;379(26):2495-505.

Moore KN et al. The poly (ADP ribose) polymerase inhibitor niraparib: Management of toxicities. Gynecol Oncol
2018;149(1):214-20.

ResearchToPractice.com/GynOnc19/PARP/Interview 3



Select Publications

Oza AM et al. Standard chemotherapy with or without bevacizumab for women with newly diagnosed ovarian cancer (ICON7):
Overall survival results of a phase 3 randomised trial. Lancet Oncol 2015;16(8):928-36.

Pujade-Lauraine E et al. Olaparib tablets as maintenance therapy in patients with platinum-sensitive, relapsed ovarian cancer
and a BRCA1/2 mutation (SOLO2/ENGOT-0v21): A double-blind, randomised, placebo-controlled, phase 3 trial. Lancet Oncol
2017;18(9):1274-84.

Pujade-Lauraine E et al. OReO/ENGOT Ov-38: A Phase llIb trial of olaparib maintenance retreatment in patients with epithelial
ovarian cancer. Proc ESMO 2017;Abstract 987TiP.

Ray-Coquard | et al. PAOLA-1: An ENGOT/GCIG phase Il trial of olaparib versus placebo combined with bevacizumab as
maintenance treatment in patients with advanced ovarian cancer following first-line platinum-based chemotherapy plus
bevacizumab. Proc ASCO 2016;Abstract TPS5607.

ResearchToPractice.com/GynOnc19/PARP/Interview 4



