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RTP On Demand: Current and Future Role of PARP Inhibitors in the
Management of Ovarian Cancer

OVERVIEW OF ACTIVITY

The American Cancer Society estimates that 22,280 new cases of ovarian cancer (OC) will be diagnosed in the United
States in 2016 and 14,240 individuals will die of the disease. Significant resources have been invested over the past few
decades in attempts to better understand the natural history of the disease, identify genetic and other factors responsible
for its proliferation and develop novel therapies with the potential to significantly improve outcomes for patients. One
such avenue, investigating PARP inhibition as a mechanism to combat OC development and progression, ultimately led
to the 2014 FDA approval of the PARP inhibitor olaparib. Given the significant number of clinical and research questions
created by this recent introduction and the rapidly expanding database surrounding PARP inhibition in general, it is clear
that additional educational resources are needed to keep practicing clinicians up to date and informed. To that end, this
special RTP On Demand program uses one-on-one discussion with leading investigators in the field to assist practicing
clinicians with the formulation of up-to-date management strategies.

LEARNING OBJECTIVES

e Use available guidelines and consensus statements to develop an evidence-based algorithm for conducting genetic
screening for patients with OC.

e Understand the rationale for the investigation of PARP inhibition as monotherapy or in combination with other novel
agents for patients with BRCA mutation-positive and BRCA wild-type advanced OC, and use this information to
inform protocol and nonresearch treatment options for these individuals.

e Appreciate the recent approval of olaparib for patients with highly refractory advanced OC, and appropriately
integrate this agent into the clinical management of such cases.

e Develop an understanding of the available efficacy data and toxicity profiles of investigational PARP inhibitors to
effectively prioritize clinical trial opportunities for appropriate patients with OC.

e Educate patients about the side effects associated with approved and investigational PARP inhibitors, and provide
preventive and emergent strategies to reduce or ameliorate these toxicities.

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 2.25 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 enables the participant to earn up to 2.25 MOC points in the American Board
of Internal Medicine’s (ABIM) Maintenance 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.

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 contains an audio component. To receive credit, the participant should review the CME information,
listen to the audio tracks, complete the Post-test with a score of 80% or better and fill out the Educational Assessment
and Credit Form located in the back of this booklet or on our website at ResearchToPractice.com/RTPODOvarian116/
CME.

This activity is supported by an educational grant from Tesaro Inc.

Release date: January 2017; Expiration date: January 2018



CME INFORMATION

FACULTY AFFILIATIONS

Ursula A Matulonis, MD

Medical Director and

Program Leader

Gynecologic Oncology Program

Associate Professor of Medicine

Harvard Medical School Department of Obstetrics

Dana-Farber Cancer Institute and Gynecology

Boston, Massachusetts University of Cincinnati
Cincinnati, Ohio

Thomas J Herzog, MD

Paul and Carolyn Flory Professor
Deputy Director

UC Cancer Institute

Vice Chair, Quality and Safety

EDITOR

Michael Birrer, MD, PhD
Professor, Medicine

Harvard Medical School
Director, Gillette Center for
Gynecologic Oncology
Massachusetts General Hospital
Boston, Massachusetts

Neil Love, MD
Research To Practice
Miami, Florida

=5

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 recommendations.

FACULTY — The following faculty (and their spouses/partners) reported relevant conflicts of interest, which have
been resolved through a conflict of interest resolution process: Dr Matulonis — Advisory Committee: AstraZeneca
Pharmaceuticals LP, Genentech BioOncology, ImmunoGen Inc, Merck. Dr Herzog — Advisory Committee: Amgen
Inc, AstraZeneca Pharmaceuticals LP, Caris Life Sciences, Pfizer Inc, Roche Laboratories Inc. Dr Birrer — Advisory
Committee: Acceleron Pharma, AstraZeneca Pharmaceuticals LP, ImmunoGen Inc, Merrimack Pharmaceuticals
Inc, OXIGENE Inc, Roche Laboratories Inc, Sanofi, Threshold Pharmaceuticals Inc.

EDITOR — Dr Love is president and CEO of Research To Practice, which receives funds in the form of
educational grants to develop CME activities from the following commercial interests: AbbVie Inc, Acerta
Pharma, Agendia Inc, Amgen Inc, Ariad Pharmaceuticals Inc, Array BioPharma Inc, Astellas Pharma
Global Development Inc, AstraZeneca Pharmaceuticals LP, Baxalta Inc, Bayer HealthCare Pharmaceuticals,
Biodesix Inc, bioTheranostics Inc, Boehringer Ingelheim Pharmaceuticals Inc, Boston Biomedical Pharma
Inc, Bristol-Myers Squibb Company, Celgene Corporation, Clovis Oncology, CTI BioPharma Corp, Daiichi
Sankyo Inc, Dendreon Pharmaceuticals Inc, Eisai Inc, Exelixis Inc, Foundation Medicine, Genentech
BioOncology, Genomic Health Inc, Gilead Sciences Inc, Halozyme Therapeutics, ImmunoGen Inc, Incyte
Corporation, Infinity Pharmaceuticals Inc, Janssen Biotech Inc, Jazz Pharmaceuticals Inc, Lilly, Medivation
Inc, Merck, Merrimack Pharmaceuticals Inc, Myriad Genetic Laboratories Inc, NanoString Technologies,
Natera Inc, Novartis Pharmaceuticals Corporation, Novocure, Onyx Pharmaceuticals, an Amgen subsidiary,
Pharmacyclics LLC, an AbbVie Company, Prometheus Laboratories Inc, Regeneron Pharmaceuticals, Sanofi,
Seattle Genetics, Sigma-Tau Pharmaceuticals Inc, Sirtex Medical Ltd, Spectrum Pharmaceuticals Inc, Taiho
Oncology Inc, Takeda Oncology, Tesaro Inc, Teva Oncology, Tokai Pharmaceuticals Inc and VisionGate Inc.

RESEARCH TO PRACTICE STAFF AND EXTERNAL REVIEWERS — The scientific staff and reviewers for
Research To Practice have no relevant conflicts of interest to disclose.

If you would like to discontinue your complimentary subscription to Gynecologic Oncology Update,
please email us at Info@ResearchToPractice.com, call us at (800) 648-8654 or fax us at (305)
377-9998. Please include your full name and address, and we will remove you from the mailing list.

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 indications. Please refer to the official prescribing information for each product for
discussion of approved indications, contraindications and warnings. The opinions expressed are those of the
presenters and are not to be construed as those of the publisher or grantor.
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Interview with Ursula A Matulonis, MD

Tracks 1-20

Track 1

Track 2

Track 3

Track 4
Track 5

Track 6

Track 7

Track 8

Track 9

Track 10

Case discussion: A 55-year-old
woman with recurrent ovarian cancer
(OC) is found to harbor a germline
BRCA1 mutation and receives
olaparib on a clinical trial

Activity and ongoing investigation of
cediranib in platinum-sensitive and
platinum-resistant OC

Antitumor activity of olaparib and
management of associated side
effects

Importance of BRCA testing in OC

Identification of factors predictive
of benefit from PARP inhibition

Role of PARP in DNA repair

Background of the Phase IlI
ENGOT-OV16/NOVA trial evaluating
maintenance niraparib versus
placebo for platinum-sensitive
recurrent OC

Results of Study 19: Olaparib mainte-
nance therapy for platinum-sensitive
relapsed OC

Perspective on the failure of olaparib
to receive FDA approval as mainte-
nance therapy

Results of the ENGOT-OV16/NOVA
trial: Niraparib significantly improves
progression-free survival in platinum-
sensitive recurrent OC irrespective

of BRCA mutation or homologous
recombination deficiency (HRD)
status

Track 11

Track 12

Track 13

Track 14

Track 15

Track 16

Track 17

Track 18

Track 19

Track 20

Somatic versus germline testing
and identification of other genomic
signatures that may predict benefit
from PARP inhibition

Second opinion: A 45-year-old
woman with optimally debulked
Stage IlIA serous OC with a germline
BRCA2 mutation and no evidence of
disease after adjuvant chemotherapy

Clinical trials evaluating the use
of PARP inhibitors alone and in
combination in earlier-line settings

KEYNOTE-162: A Phase I/1I study of
niraparib with the anti-PD-1 antibody
pembrolizumab for patients with
recurrent OC or triple-negative breast
cancer

Second opinion: Monitoring blood
counts in patients receiving olaparib
and the use of erythropoiesis-
stimulating agents

Second opinion: Therapeutic options
for patients experiencing disease
progression on olaparib

Efficacy and side-effect profiles of
the novel PARP inhibitors rucaparib,
niraparib and veliparib

Continuation or switching of PARP
inhibitor therapy for patients experi-
encing disease progression

Management of gastrointestinal
toxicity in patients receiving olaparib
Differences in form, strength and
number of pills or capsules adminis-
tered per day among approved and
investigational PARP inhibitors

Editor’s note: On December 19, 2016, the FDA granted accelerated approval to rucaparib
for the treatment of advanced OC associated with deleterious BRCA mutations (germline
and/or somatic) in patients who have received 2 or more chemotherapies.

Interview with Thomas J Herzog, MD

Tracks 1-15

Track 1

Track 2

Case discussion: A 54-year-old
woman with recurrent, platinum-
resistant OC who is found to harbor
a BRCA1 germline mutation

Perspective on the importance of
up-front BRCA testing for patients
with epithelial OC

Track 3

Track 4

Track 5

Benefits and limitations of genetic
counseling and currently available
genetic tests

Clinical experience with gastrointes-
tinal toxicity and anemia with PARP
inhibitors in OC

Risk of second cancers with olaparib



Track 6 Synthetic lethality in PARP inhibition

for patients with OC lacking BRCA1/2

mutations

Track 7 Somatic versus germline BRCA
mutations and correlation with

response to PARP inhibitors

Niraparib maintenance therapy for
platinum-sensitive, recurrent OC

Tolerability and side-effect profile of
niraparib maintenance therapy

Investigation of PARP inhibitors as

Track 8

Track 9

Track 10

front-line therapy for BRCA mutation-

positive OC
Ongoing Phase Ill trials of olaparib,
rucaparib and niraparib

Track 12 Current US and European approvals
for olaparib

Track 11

Tracks 1-2

Track 1
the ENGOT-OV16/NOVA trial results:
Niraparib maintenance therapy for
platinum-sensitive, recurrent OC

Perspective on clinical implications of

Track 13 Results of the Phase IIl MITOS trial
evaluating the effect on survival of
prolonging the platinum-free interval
for patients with OC experiencing
disease recurrence 6 to 12 months

after platinum-based chemotherapy

OV21/PETROC: Results of a Phase
II study of intraperitoneal versus
intravenous chemotherapy after
neoadjuvant chemotherapy and
optimal debulking surgery for
epithelial OC

Novel immunotherapies under
investigation for advanced OC,
including checkpoint inhibitors
and antibody-drug conjugates

Track 14

Track 15

Track 2 Evolving landscape of PARP inhibition

in the treatment of OC

Related Video Program

Visit www.ResearchToPractice.com/RTPODOvarian116/Video to view video

highlights of the interviews with (from left) Drs Matulonis, Herzog and Birrer by
Dr Love and earn up to 1 additional AMA PRA Category 1 Credit™.

Topics covered include:

© Genetic assessment for women
with OC

© Biologic rationale for the use of
PARP inhibitors

© Niraparib maintenance therapy for
platinum-sensitive, recurrent OC

-

© Efficacy and side-effect profiles of
the various PARP inhibitors

© Management of PARP inhibitor-
associated side effects

© Therapeutic options for patients
experiencing disease progression
on olaparib W,
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in patients with advanced, relapsed, high-grade serous epithelial ovarian, fallopian tube,
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regimens. NCT02354586

A phase 2, open-label study of rucaparib in patients with platinum-sensitive, relapsed,
high-grade epithelial ovarian, fallopian tube, or primary peritoneal cancer (ARIEL2).
NCT01891344

A phase III, open label, randomised, controlled, multi-centre study to assess the efficacy
and safety of olaparib monotherapy versus physician’s choice single agent chemotherapy in
the treatment of platinum sensitive relapsed ovarian cancer in patients carrying germline
BRCA1/2 mutations. NCT02282020

A phase III, randomised, double blind, placebo controlled, multicentre study of olaparib
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POST-TEST

RTP On Demand: Current and Future Role of PARP Inhibitors in the
Management of Ovarian Cancer

QUESTIONS (PLEASE CIRCLE ANSWER):

1. Olaparib monotherapy is FDA approved for 6. Side effects of olaparib therapy include

patients with deleterious germline BRCA

mutation-positive advanced OC previously a. Anemia
treated with 3 or more lines of chemo- b. Nausea
therapy. c. Fatigue

a. True d. Vomiting

b. False e. All of the above

. For which of the following patients with
platinum-sensitive, recurrent OC did the use
of niraparib maintenance therapy provide a
significant progression-free survival benefit
in comparison to placebo on the Phase lll
ENGOT-OV16/NOVA trial?
a. Patients with germline BRCA mutation
b. Patients with no germline BRCA
mutation
c. Patients with no germline BRCA
mutation but with HRD positivity
d. All of the above
e. Bothaand b
f. Both b and c

. For how long did patients on the Phase Il
ENGOT-OV16/NOVA trial receive niraparib
maintenance therapy?

a. One year

b. Two years

c. Indefinitely (until either disease
progression or toxicity)

. The most common cytopenia observed with
niraparib on the Phase Ill ENGOT-OV16/
NOVA trial was

a. Anemia

b. Neutropenia

c. Thrombocytopenia

d. All of the above

. The Phase Il PAOLA-1 trial is evaluating
olaparib in combination with as
first-line therapy for advanced OC.

a. Anti-PD-1/PD-L1 inhibition

b. Bevacizumab

c. Cediranib

10.

. The Phase 11l SOLOL trial is evaluating

olaparib monotherapy maintenance for
patients with advanced OC after
first-line platinum-based chemotherapy.

a. BRCA wild-type

b. Germline BRCA mutation-positive

c. Bothaand b

. Rucaparib is a novel PARP inhibitor with

demonstrated single-agent activity in the
treatment of patients with BRCA mutation-
positive advanced OC.

a. True

b. False

. The Phase I/ll KEYNOTE-162 trial is

evaluating niraparib in combination with
for patients with recurrent OC
or triple-negative breast cancer.
a. Atezolizumab
b. Nivolumab
c. Pembrolizumab
d. All of the above

It is recommended that
BRCA testing.
a. All patients with epithelial OC
b. Patients with an Ashkenazi Jewish
background
c. Patients with a strong family history of
breast cancer or OC at a young age

undergo



EDUCATIONAL ASSESSMENT AND CREDIT FORM

RTP On Demand: Current and Future Role of PARP Inhibitors in the
Management of Ovarian Cancer

Research To Practice is committed to providing valuable continuing education for oncology clinicians, and your
input is critical to helping us achieve this important goal. Please take the time to assess the activity you just
completed, with the assurance that your answers and suggestions are strictly confidential.

PART 1 — Please tell us about your experience with this educational activity

How would you characterize your level of knowledge on the following topics?
4 = Excellent 3 = Good 2 = Adequate 1 = Suboptimal

BEFORE AFTER

Results of the Phase Il ENGOT-OV16/NOVA trial evaluating mainte-
nance niraparib versus placebo for patients with platinum-sensitive 4321 4321
recurrent OC

Appropriate use of BRCA testing for guidance in treatment selection for

patients with OC 4321 4321
FDA approval of olaparib monotherapy and current integration into
clinical practice 4321 4321
Investigation of PARP inhibitors as front-line therapy for BRCA mutation-
positive OC 4321 4321
KEYNOTE-162: A Phase I/1l study of niraparib with the anti-PD-1
antibody pembrolizumab for patients with recurrent OC or triple-negative 4321 4321
breast cancer
Practice Setting:
> Academic center/medical school > Community cancer center/hospital ) Group practice
1 Solo practice ) Government (eg, VA) ) Other (please specify)..............................
Approximately how many new patients with ovarian cancer do you see peryear? .......................... patients

Was the activity evidence based, fair, balanced and free from commercial bias?

) Yes — No If no, please explain: ...
Please identify how you will change your practice as a result of completing this activity (select all that
apply).

> This activity validated my current practice

> Create/revise protocols, policies and/or procedures

> Change the management and/or treatment of my patients

0 Other (please eXplain): ...

If you intend to implement any changes in your practice, please provide 1 or more examples:

The content of this activity matched my current (or potential) scope of practice.
) Yes — No If no, please explain: ...

Please respond to the following learning objectives (LOs) by circling the appropriate selection:
4 =Yes 3 =Willconsider 2=No 1 =Already doing N/M = LO not met N/A = Not applicable

As a result of this activity, | will be able to:

e Use available guidelines and consensus statements to develop an evidence-based
algorithm for conducting genetic screening for patients with OC.. . ................. 432 1 NM NA

Understand the rationale for the investigation of PARP inhibition as monotherapy

or in combination with other novel agents for patients with BRCA mutation-positive

and BRCA wild-type advanced OC, and use this information to inform protocol and

nonresearch treatment options for these individuals.. .. ......................... 432 1 N/M N/A

Appreciate the recent approval of olaparib for patients with highly refractory
advanced OC, and appropriately integrate this agent into the clinical management
Of SUCH CaSES. . . .ot tee 432 1 N/M N/A



QID 1694

EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)

As a result of this activity, | will be able to:

e Develop an understanding of the available efficacy data and toxicity profiles of
investigational PARP inhibitors to effectively prioritize clinical trial opportunities for
appropriate patients with OC.. . .. ... ... 4 32 1 N/M N/A

e Educate patients about the side effects associated with approved and
investigational PARP inhibitors, and provide preventive and emergent strategies to
reduce or ameliorate these toxicities.. . . ... ... o 4 32 1 N/M N/A

Please describe any clinical situations that you find difficult to manage or resolve that you would like
to see addressed in future educational activities:

Would you recommend this activity to a colleague?
& Yes © No

PART 2 — Please tell us about the faculty and editor for this educational activity

4 = Excellent 3 = Good 2 = Adequate 1 = Suboptimal
Faculty Knowledge of subject matter Effectiveness as an educator
Ursula A Matulonis, MD 4 3 2 1 4 3 2 1
Thomas J Herzog, MD 4 3 2 1 4 3 2 1
Michael Birrer, MD, PhD 4 3 2 1 4 3 2 1
Editor Knowledge of subject matter Effectiveness as an educator
Neil Love, MD 4 3 2 1 4 3 2 1

REQUEST FOR CREDIT — Please print clearly

Professional Designation:
© MD © DO 3 PharmD © NP © RN © PA O Other .

Research To Practice designates this enduring material for a maximum of 2.25 AMA PRA Category

1 Credits™. Physicians should claim only the credit commensurate with the extent of their participation
in the activity.

| certify my actual time spent to complete this educational activity to be hour(s).

Signature:. ... oDater...ooo

> | would like Research To Practice to submit my CME credits to the ABIM to count toward my MOC
points. | understand that because | am requesting MOC credit, Research To Practice will be required to
share personally identifiable information with the ACCME and ABIM.

Additional information for MOC credit (required):
Date of Birth (Month and Day Only): / ABIM 6-Digit ID Number:....................

If you are not sure of your ABIM ID, please visit http:/www.abim.org/online/findcand.aspx.

The expiration date for this activity is January 2018. To obtain a certificate of completion and
receive credit for this activity, please complete the Post-test, fill out the Educational Assessment
and Credit Form and fax both to (800) 447-4310, or mail both to Research To Practice, One
Biscayne Tower, 2 South Biscayne Boulevard, Suite 3600, Miami, FL 33131. You may also
complete the Post-test and Educational Assessment online at www.ResearchToPractice.com/
RTPODOvarian116/CME.
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