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Consensus or Controversy? Clinical Investigators Provide Perspectives
on the Current and Future Management of Prostate Cancer

OVERVIEW OF ACTIVITY

Cancers of the genitourinary (GU) system affect hundreds of thousands of individuals in the United States each year and
account for more than one fourth of all cancer diagnoses. Of this diverse array of distinct diseases, tumors of the prostate
are among the most prevalent and thus the focus of extensive ongoing clinical research. A result of this research is that
the clinical management of both early and more advanced presentations of prostate cancer (PC) is constantly evolving,
necessitating rapid and consistent access to learning opportunities for clinicians who care for these patients. These 2
postmeeting interviews with faculty from a satellite symposium held during the 2019 Genitourinary Cancers Symposium
explore the most significant therapeutic advances of the past year by using the perspectives of leading PC experts to gain
a better understanding of new management strategies and lingering clinical controversies facing the GU cancer community.

This activity will help medical oncologists and other allied healthcare professionals to find answers to the individualized
questions and concerns they frequently encounter and to in turn provide high-quality cancer care.

LEARNING OBJECTIVES

e Evaluate the published research database supporting the recent FDA approvals of secondary hormonal agents in
the management of nonmetastatic PC, and consider this information in the discussion of nonresearch treatment
options for patients.

e Explore available data on the use of cytotoxic and secondary hormonal therapy in the setting of hormone-sensitive
metastatic PC to design effective treatment plans for appropriate patients.

e (Consider patient and disease characteristics and published clinical trial data in the selection and sequencing
of available local and systemic treatment modalities for patients with metastatic PC.

e Describe the rationale for testing patients with metastatic PC for BRCA1/2 mutations, and advise
individuals found to harbor these genetic abnormalities about participation in clinical trials evaluating the role of
a PARP inhibitor.

e Recall the design of ongoing research studies evaluating other novel agents and therapeutic strategies for PC,
and counsel appropriate patients about availability and participation.

ACCREDITATION STATEMENT

This activity has been planned and implemented in accordance with the accreditation requirements and policies of the
Accreditation Council for Continuing Medical Education (ACCME) through the joint providership of Penn State College of
Medicine and Research To Practice. Penn State College of Medicine is accredited by the ACCME to provide continuing
medical education for physicians.

For questions about CME credit, either email continuinged@pennstatehealth.psu.edu or call (717) 531-6483 and
reference course number G6436-19-T.

CREDIT DESIGNATION STATEMENT
Penn State College of Medicine designates this enduring material for a maximum of 2.75 AMA PRA Category 1 Credits™.
Physicians should claim only the credit commensurate with the extent of their participation in the activity.

HOW TO USE THIS CME ACTIVITY

This CME activity contains 2 audio components: a CD and additional audio available on our website. Full credit may only
be obtained by listening to both segments. To receive credit, the participant should review the CME information, listen to
the CD and web-only audio, 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/GUCancers19/
Interviews/CME. The corresponding video program is available as an alternative at ResearchToPractice.com/
GUCancers19/Interviews/Video.

This activity is supported by educational grants from Astellas and Pfizer Inc, AstraZeneca Pharmaceuticals LP,
Bayer HealthCare Pharmaceuticals, Janssen Biotech Inc, administered by Janssen Scientific Affairs LLC, and
Sanofi Genzyme.

Release date: May 2019; Expiration date: May 2020

If you would like to discontinue your complimentary subscription, 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.

3



CME INFORMATION

FACULTY AFFILIATIONS

Emmanuel S Antonarakis, MD
Associate Professor of Oncology
and Urology

Johns Hopkins Sidney Kimmel
Comprehensive Cancer Center
Baltimore, Maryland

Matthew R Smith, MD, PhD
Claire and John Bertucci Endowed
Chair in Genitourinary Cancers
Professor of Medicine

Harvard Medical School

Director, Genitourinary
Malignancies Program
Massachusetts General Hospital

. Cancer Center
Neil Love, MD . Boston, Massachusetts
Research To Practice
Miami, Florida

CONTENT VALIDATION AND DISCLOSURES

It is the policy of Research To Practice and Penn State College of Medicine to ensure balance, independence,
objectivity and scientific rigor in all their educational programs. All faculty, planners and managers participating
in this activity are required to disclose any relevant financial relationship(s) they (or spouse/partner) have with
a commercial interest that benefits the individual in any financial amount that has occurred within the past 12
months; and the opportunity to affect the content of CME about the products or services of the commercial
interest. Research To Practice and Penn State College of Medicine ensured that any conflicts of interest were
resolved before the educational activity occurred.

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 Antonarakis — Advisory Committee and
Consulting Agreements: Amgen Inc, Astellas Pharma Global Development Inc, AstraZeneca Pharmaceuticals
LP, Clovis Oncology, Dendreon Pharmaceuticals Inc, ESSA Pharma Inc, Janssen Biotech Inc, Medivation
Inc, a Pfizer Company, Merck, Sanofi Genzyme; Contracted Research: AstraZeneca Pharmaceuticals LP,
Bristol-Myers Squibb Company, Celgene Corporation, Clovis Oncology, Dendreon Pharmaceuticals Inc,
Genentech, Janssen Biotech Inc, Johnson & Johnson Pharmaceuticals, Merck, Novartis, Sanofi Genzyme,
Tokai Pharmaceuticals Inc; Other Remunerated Activities: Co-inventor of a biomarker licensed to QIAGEN.
Dr Smith — Advisory Committee and Consulting Agreements: AbbVie Inc, Amgen Inc, Astellas Pharma Global
Development Inc, Bayer HealthCare Pharmaceuticals, Clovis Oncology, Gilead Sciences Inc, Hexal AG, Hinova
Pharmaceuticals Inc, Janssen Biotech Inc, Lilly, Novartis, Orion Corporation, Pfizer Inc; Contracted Research:
Amgen Inc, Bayer HealthCare Pharmaceuticals, Clovis Oncology, Janssen Biotech Inc, Lilly.

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 Biotechnologies, Agendia Inc,
Agios Pharmaceuticals Inc, Amgen Inc, Ariad Pharmaceuticals Inc, Array BioPharma Inc, Astellas Pharma
Global Development Inc, AstraZeneca Pharmaceuticals LP, Bayer HealthCare Pharmaceuticals, Biodesix
Inc, bioTheranostics Inc, Boehringer Ingelheim Pharmaceuticals 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 Pharmaceuticals Inc,
Ipsen Biopharmaceuticals Inc, Janssen Biotech Inc, administered by Janssen Scientific Affairs LLC, Jazz
Pharmaceuticals Inc, Kite Pharma Inc, Lexicon Pharmaceuticals 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 Pharmaceuticals Inc and Tolero Pharmaceuticals.

PENN STATE COLLEGE OF MEDICINE — Faculty and staff involved in the development and review of this
activity have disclosed no relevant financial relationships.
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 and Penn State College of Medicine do not
recommend the use of any agent outside of the labeled indications. Please refer to the official prescribing infor-
mation 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 grantors.
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Interview with Emmanuel S Antonarakis, MD

Tracks 1-26

Track 1

Track 2

Track 3

Track 4

Track 5

Track 6

Track 7

Track 8

Track 9

Track 10

Track 11

Track 12

Initial evaluation of prognostic
indicators in hormone-sensitive
prostate cancer (HSPC) versus
castration-resistant prostate cancer
(CRPC)

Effect of prostate-specific antigen
(PSA) doubling time on time to
metastasis and overall survival in
nonmetastatic CRPC; improvement in
metastasis-free survival with androgen
receptor antagonist therapy

Perspective on the use of intermittent
androgen deprivation therapy (ADT)
for patients with nonmetastatic HSPC
and rising PSA levels

Structural and mechanistic similarities
and differences between available
(apalutamide, enzalutamide) and
investigational (darolutamide)
androgen receptor antagonists

Initial results of the Phase Il ARAMIS
trial: Metastasis-free survival
improvement and tolerability of darolu-
tamide versus placebo for nonmeta-
static CRPC

ARASENS: An ongoing Phase IlI

trial evaluating darolutamide versus
placebo in combination with standard
ADT and docetaxel for patients with
metastatic HSPC

Perspective on the new drug
application and potential FDA
approval of darolutamide for nonmeta-
static CRPC

Spectrum and frequency of systemic
and CNS-related side effects
associated with apalutamide, enzalu-
tamide and darolutamide

Updated analysis of progression-free
survival with first subsequent therapy
(PFS2) in the SPARTAN study of
apalutamide for high-risk nonmeta-
static CRPC

ARCHES: Design, efficacy and
tolerability results from a Phase Il trial
of ADT with enzalutamide or placebo
for metastatic HSPC

Selection and sequencing of therapy
for patients with metastatic prostate
cancer

Correlation between the presence
of androgen receptor splice variant
7 (AR-V7) and outcomes with
secondary hormonal therapy and
chemotherapy in metastatic CRPC

Track 13

Track 14

Track 15

Track 16

Track 17

Track 18

Track 19

Track 20

Track 21

Track 22

Track 23

Track 24

Track 25

Track 26

Prevalence and detection of AR-V7 in
patients with metastatic CRPC

Overview of BRCA1/2 and other DNA
repair gene mutations that may confer
sensitivity to PARP inhibition

Efficacy and FDA breakthrough
therapy designations for olaparib and
rucaparib for metastatic CRPC

GALAHAD: Preliminary results of a
Phase Il trial of niraparib for patients
with metastatic CRPC and biallelic
DNA repair gene defects

Response to PARP inhibitor therapy
in patients with metastatic CRPC with
BRCA1/2 versus ATM mutations

Activity of platinum-based
chemotherapy in patients with
metastatic CRPC and germline BRCA
mutations

Clinical experience with PARP
inhibitor-associated side effects in
men with metastatic CRPC

Perspective on the negative results of
the Phase Il ERA 223 trial evaluating
radium-223 dichloride in combination
with abiraterone acetate for patients
with chemotherapy-naive metastatic
CRPC and bone metastases

Appropriate use of radium-223 for the
treatment of symptomatic metastatic
CRPC

Biologic rationale for and ongoing
investigation of lutetium-177-
prostate-specific membrane
antigen (PSMA)-617 for progressive
PSMA-positive metastatic CRPC
KEYNOTE-199: Updated analysis
of a Phase Il trial of pembrolizumab
monotherapy for patients with
metastatic CRPC previously treated
with docetaxel

Initial results of the Phase Il
CheckMate 650 trial of nivolumab
with ipilimumab for metastatic CRPC

Prevalence of microsatellite
instability-high (MSI-H)/mismatch
repair-deficient (AMMR) molecular
phenotype and response to immune
checkpoint blockade in patients with
prostate cancer

Emerging data with olaparib in
combination with anti-PD-1/PD-L1
checkpoint blockade for metastatic
CRPC



Tracks 1-18

Track 1

Track 2

Track 3

Track 4

Track 5

Track 6

Track 7

Track 8

Track 9

Track 10

Track 11

Recent advances in the treatment of
nonmetastatic CRPC

Effect of PSA doubling time on
prognosis for patients with nonmeta-
static disease

PSA doubling time and clinical
decision-making for patients with MO
disease

Counseling patients with nonmeta-
static disease about goals of therapy
and expected side effects

Similarities and differences in the
design, entry criteria and efficacy
endpoints among the ARAMIS,
SPARTAN and PROSPER trials
Comparison of the side-effect profiles
of apalutamide, enzalutamide and
darolutamide

Counseling patients receiving
long-term ADT about treatment-
related fatigue

Comparison of primary (metastasis-
free survival) and secondary
outcomes among the ARAMIS,
SPARTAN and PROSPER trials
Choosing among darolutamide,
apalutamide and enzalutamide
SPARTAN trial: PFS2 improvement
with apalutamide for high-risk
nonmetastatic CRPC

Outcomes, tolerability and appropriate
use of abiraterone in combination with
prednisone

Track 12

Track 13

Track 14

Track 15

Track 16

Track 17

Track 18

Video Program

Similarities and differences in the
design, entry criteria and efficacy
endpoints between the LATITUDE
(ADT with abiraterone/prednisone
or placebo) and ARCHES (ADT with
enzalutamide or placebo) trials for
patients with metastatic HSPC

Key clinical and practical factors
guiding the selection of docetaxel
versus abiraterone/prednisone for
metastatic HSPC

Perspective on the intensification of
therapy for patients with metastatic
HSPC and suboptimal responses
to ADT

Spectrum and frequency of somatic
and germline DNA repair gene
mutations in prostate cancer; activity
of PARP inhibitors in patients with
metastatic CRPC

Incidence of MSI-H/dMMR molecular
phenotype in patients with prostate
cancer; indications for testing and
current role of immune checkpoint
inhibitors

Results of a Phase Il prospective
trial of lutetium-177-PSMA-617
theranostics in metastatic CRPC
Novel immune checkpoint inhibitor-
based combinations for metastatic
CRPC

View the corresponding video interviews with (from left) Drs Antonarakis and Smith
by Dr Love at www.ResearchToPractice.com/GUCancers19/Interviews/Video
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Genitourinary Cancers Symposium 2019;Abstract 216.
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POST-TEST

QUESTIONS (PLEASE CIRCLE ANSWER):

1. Initial results of the Phase 1ll ARAMIS trial 6. Presence of AR-V7 is associated with favor-

evaluating darolutamide or placebo with
continued ADT for patients with nonmeta-
static CRPC demonstrated a statistically
significant improvement in metastasis-free
survival with darolutamide.

b. Lack of benefit

. The Phase Ill ARCHES trial evaluating ADT
with either enzalutamide or placebo for
patients with metastatic HSPC demonstrated
a statistically significant improvement in
with enzalutamide.

a. Overall survival

b. Progression-free survival

c. Bothaand b

able clinical response to treatment with
in patients with metastatic CRPC.
a. Androgen receptor signaling inhibitors
b. Taxane therapy

a. True 7. Preliminary results of the Phase Il GALAHAD
b. False study evaluating the PARP inhibitor niraparib
as monotherapy for metastatic CRPC with
. The ongoing randomized Phase 11l ARASENS biallelic DNA repair gene defects reported
trial is evaluating darolutamide or placebo PSA and objective responses particularly in
in combination with standard ADT and patients with mutations identified
for patients with metastatic by a blood-based assay.
HSPC. a. BRCA1/2
a. Radiation therapy to the prostate b. Non-BRCA
b. Docetaxel
8. MSI-H/dMMR molecular phenotype occurs
. Data published by Smith and colleagues in approximately of patients with
evaluating patients with nonmetastatic prostate cancer.
CRPC indicate that a PSA doubling time of a. 3%
or less is a prognostic indicator b. 15%
of progression to metastatic disease. c. 45%
a. 5 months
b. 10 months 9. Data from the Phase Il KEYNOTE-199 trial
c. 15 months evaluating pembrolizumab monotherapy
for patients with metastatic CRPC previously
. An updated analysis of progression-free treated with docetaxel demonstrated
survival with first subsequent therapy (PFS2) antitumor activity in the PD-L1-
in the Phase Ill SPARTAN trial of apalu- positive and PD-L1-negative cohorts
tamide or placebo with ADT for high-risk compared to the bone-predominant cohort.
nonmetastatic CRPC, presented at the 2019 a. Equivalent
Genitourinary Cancers Symposium, upheld b. Better
the previously observed in PFS2 c. Less
with early intervention with apalutamide.
a. Benefit 10. Initial results of the Phase Il CheckMate

650 trial evaluating nivolumab with ipili-
mumab for patients with metastatic CRPC
demonstrated an approximately 25% overall
response rate with this combination for
patients
a. Who had not yet received chemotherapy
b. Who had experienced disease
progression after chemotherapy



EDUCATIONAL ASSESSMENT AND CREDIT FORM

Consensus or Controversy? Clinical Investigators Provide Perspectives

on the Current and Future Management of Prostate 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

Effect of PSA doubling time on time to metastasis in nonmetastatic
CRPC and improvement in metastasis-free survival with androgen receptor 4321 4321
antagonist therapy

LATITUDE: Final efficacy data from the Phase lll trial of abiraterone/
prednisone added to ADT for patients with newly diagnosed, high-risk 4321 4321
castration-naive metastatic prostate cancer

Association between AR-V7 expression and outcomes with secondary 43921 4321
hormonal therapy and chemotherapy in patients with metastatic CRPC

Frequency of MSI-H/dMMR molecular phenotype in prostate cancer and role
of immune checkpoint inhibitors for patients with metastatic CRPC withand 4 3 2 1 4321
without MSI-H/dMMR disease

Activity and tolerability, FDA breakthrough therapy designations and ongoing
evaluation of the PARP inhibitors rucaparib and olaparib for patients with 4321 4321
metastatic CRPC and BRCA1/2 mutations

Practice Setting:

> Academic center/medical school > Community cancer center/hospital > Group practice
™ Solo practice © Government (eg, VA)  Other (please specify)..............................
Approximately how many new patients with prostate cancer do you see per year? .. ... ... .. . . patients

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

o 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).

O This activity validated my current practice

™ Create/revise protocols, policies and/or procedures

) Change the management and/or treatment of my patients

O 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.
O 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 Fvaluate the published research database supporting the recent FDA approvals

of secondary hormonal agents in the management of nonmetastatic PC, and consider

this information in the discussion of nonresearch treatment options for patients........... 432 1 NM NA
e Explore available data on the use of cytotoxic and secondary hormonal therapy

in the setting of hormone-sensitive metastatic PC to design effective treatment plans

for appropriate patients. ... 432 1 NM NA
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QID 2242

EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)

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

e Consider patient and disease characteristics and published clinical trial data in the

selection and sequencing of available local and systemic treatment modalities for

patients with metastatic PC. ........ ... ... . . . . . . . 4321 NM N/A
Describe the rationale for testing patients with metastatic PC for BRCA1/2

mutations, and advise individuals found to harbor these genetic abnormalities

about participation in clinical trials evaluating the role of a PARP inhibitor. ........... 4321 NM N/A
Recall the design of ongoing research studies evaluating other novel agents and

therapeutic strategies for PC, and counsel appropriate patients about availability

and participation.. . ... ... 4321 NM 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?
O 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
Emmanuel S Antonarakis, MD 4 3 2 1 4 3 2 1
Matthew R Smith, 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 O RN O PA O Other....o

Penn State College of Medicine designates this enduring material for a maximum of 2.75 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:. ... o Date:....

The expiration date for this activity is May 2020. 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/GUCancers19/Interviews/CME.
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