VOL 16 | ISSUE 3

Breast Cancer’

U P D A T E

Conversations with Oncology Investigators
Bridging the Gap between Research and Patient Care

FACULTY INTERVIEWS
Harold J Burstein, MD, PhD
Angelo Di Leo, MD, PhD

EDITOR
Neil Love, MD

ABIM s
ACCREDITED

CME

Certified

Subscribe to Podcasts at ResearchToPractice.com/Podcasts

ﬁ Follow us at Facebook.com/ResearchToPractice ’ Follow us on Twitter @DrNeilLove



Breast

Cancer®

U P D

Editor

Director, Clinical Content and CPD/CME
Scientific Director

Editorial

Creative Manager
Graphic Designers

Senior Manager, Special Projects
Senior Production Editor
Copy Editors

Production Manager

Audio Production

Web Master

Faculty Relations Manager

Continuing Education Administrator for Nursing

Contact Information

For CME/CNE Information

A T E

Neil Love, MD

Kathryn Ault Ziel, PhD
Richard Kaderman, PhD
Clayton Campbell

Felix M Chinea, MD
Marilyn Fernandez, PhD
Adam P Hustad

Gloria Kelly, PhD

Kemi Obajimi, PhD
Fernando Rendina
Jessica Benitez

Tamara Dabney

Silvana Izquierdo
Kirsten Miller

Aura Herrmann
Rosemary Hulce

Pat Morrissey/Havlin
Alexis Oneca

Kyriaki Tsaganis

Tracy Potter

Frank Cesarano

John Ribeiro

Stephanie Bodanyi, CMP
Karen Gabel Speroni, BSN, MHSA, PhD, RN

Neil Love, MD

Research To Practice

One Biscayne Tower

2 South Biscayne Boulevard, Suite 3600
Miami, FL 33131

Fax: (305) 377-9998
Email: DrNeilLove@ResearchToPractice.com

Email: CE@ResearchToPractice.com

Copyright © 2018 Research To Practice. All rights reserved.

The compact disc, Internet content and accompanying printed
material are protected by copyright. No part of this program
may be reproduced or transmitted in any form or by any
means, electronic or mechanical, including photocopying,
recording or utilizing any information storage and retrieval
system, without written permission from the copyright owner.

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

Participants have an implied responsibility to use the newly
acquired information to enhance patient outcomes and their

own professional development. The information presented in
this activity is not meant to serve as a guideline for patient
management.

Any procedures, medications or other courses of diagnosis
or treatment discussed or suggested in this activity should
not be used by clinicians without evaluation of their patients’
conditions and possible contraindications or dangers in use,
review of any applicable manufacturer’s product information
and comparison with recommendations of other authorities.



Breast Cancer U]m’ate — A Continuing Medical Education Audio Series

OVERVIEW OF ACTIVITY

Breast cancer (BC) continues to be one of the most rapidly evolving fields in medical oncology. Results from numerous
ongoing trials lead to the continual emergence of new therapeutic agents, treatment strategies and diagnostic and
prognostic tools. In order to offer optimal patient care — including the option of clinical trial participation — the practicing
cancer clinician must be well informed of these advances. Featuring information on the latest research developments
along with expert perspectives, this CME activity is designed to assist medical oncologists, hematologist-oncologists and
hematology-oncology fellows with the formulation of up-to-date clinical management strategies.

LEARNING OBJECTIVES

e Appraise available and emerging research evidence to individualize the selection and duration of neoadjuvant and
adjuvant chemobiologic regimens for patients with HER2-overexpressing early BC.

e Develop an evidence-based algorithm for the treatment of advanced hormone receptor-positive BC, including the
use of endocrine, biologic and chemotherapeutic agents.

e Recall the results of pivotal trials introducing effective new BC therapeutic agents, and identify their potential effect
on existing treatment algorithms.

e Consider published data to guide the use of biomarkers and genomic assays to assess risk and individualize therapy
for patients with hormone receptor-positive BC in the neoadjuvant, adjuvant and extended-adjuvant settings.

e Develop an understanding of the efficacy data and toxicity profiles of PARP inhibitors for patients with
HER2-negative and BRCA-mutated advanced BC.

e Counsel appropriately selected patients with BC about participation in ongoing clinical trials.

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 2.75 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
participant to earn up to 2.75 Medical Knowledge 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/BCU218/CME. The
corresponding video program is available as an alternative at ResearchToPractice.com/BCU218/Video.

This activity is supported by educational grants from Astellas Pharma Global Development Inc/Medivation Inc,
a Pfizer Company, AstraZeneca Pharmaceuticals LP, Eisai Inc, Genentech BioOncology, Genomic Health Inc, Lilly
and Novartis.

Release date: April 2018; Expiration date: April 2019
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FACULTY AFFILIATIONS

Harold J Burstein, MD, PhD
Associate Professor of Medicine
Harvard Medical School

Breast Oncology Center
Dana-Farber Cancer Institute
Boston, Massachusetts

Angelo Di Leo, MD, PhD
Head of the Sandro Pitigliani
Department of Medical
Oncology

Hospital of Prato

Istituto Toscano Tumori
Prato, Italy

>

Neil Love, MD
Research To Practice
Miami, Florida

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 — Dr Burstein had no relevant conflicts of interest to disclose. The following faculty (and his
spouse/partner) reported relevant conflicts of interest, which have been resolved through a conflict of
interest resolution process: Dr Di Leo — Advisory Committee: AstraZeneca Pharmaceuticals LP, Celgene
Corporation, Daiichi Sankyo Inc, Genomic Health Inc, Lilly, Novartis, Pfizer Inc, Roche Laboratories Inc;
Consulting Agreements: Amgen Inc, AstraZeneca Pharmaceuticals LP, Bayer HealthCare Pharmaceuticals,
Celgene Corporation, Eisai Inc, Genentech BioOncology, Genomic Health Inc, Lilly, Novartis, Pfizer Inc, Roche
Laboratories Inc; Contracted Research: AstraZeneca Pharmaceuticals LP, Novartis, Pfizer Inc.

EDITOR — Dr Love is president and CEO of Research To Practice, which receives funds in the form of educa-
tional grants to develop CME activities from the following commercial interests: AbbVie Inc, Acerta Pharma,
Adaptive Biotechnologies, Agendia Inc, Agios Pharmaceuticals 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, Dendreon Pharmaceuticals Inc, Eisai Inc, Exelixis Inc, Foundation Medicine, Genentech
BioOncology, Genomic Health Inc, Gilead Sciences Inc, 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,
Medivation Inc, a Pfizer Company, Merck, Merrimack Pharmaceuticals Inc, Myriad Genetic Laboratories
Inc, NanoString Technologies, Natera Inc, Novartis, Novocure, Onyx Pharmaceuticals, an Amgen subsidiary,
Pfizer Inc, Pharmacyclics LLC, an AbbVie Company, Prometheus Laboratories Inc, Puma Biotechnology Inc,
Regeneron Pharmaceuticals Inc, Sanofi Genzyme, Seattle Genetics, Sigma-Tau Pharmaceuticals Inc, Sirtex
Medical Ltd, Spectrum Pharmaceuticals Inc, Taiho Oncology Inc, Takeda Oncology, Tesaro Inc, Teva Oncology
and Tokai Pharmaceuticals 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.

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 grantors.

If you would like to discontinue your complimentary subscription to Breast Cancer 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.
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Interview with Harold J Burstein, MD, PhD

Tracks 1-27

Track 1

Track 2

Track 3

Track 4

Track 5

Track 6

Track 7

Track 8

Track 9

Track 10

Track 11

Track 12

Track 13

Case: A 57-year-old woman
presents with ER-positive,
PR-negative, HER2-positive
metastatic breast cancer (mBC)
APHINITY: Results of a Phase Il
study evaluating the addition of
pertuzumab to chemotherapy and
trastuzumab as adjuvant therapy
for patients with HER2-positive
early BC

APT trial: Results after a 7-year
follow-up of adjuvant paclitaxel and
trastuzumab in patients with small,
node-negative, HER2-positive BC

Postneoadjuvant therapy for
patients with residual BC

CREATE-X: A Phase Il study

of adjuvant capecitabine for
HER2-negative residual invasive
disease after preoperative
chemotherapy

Deescalating and escalating
treatments for early-stage BC
based on traditional risk factors

PALLAS Phase Ill trial of standard
adjuvant endocrine therapy with or
without palbociclib for ER-positive,
HER2-negative early BC

Use of CDK4/6 inhibitors for
patients with ER-positive,
HER2-positive BC

Benefits of systemic chemotherapy
with anti-HER2 therapy in
ER-negative, HER2-positive BC
Results of the Phase Il ExteNET
study: Neratinib after trastuzumab-
based adjuvant therapy for
HER2-positive BC

Assessment of residual risk

of recurrence in patients with
HER2-positive BC after adjuvant
therapy

Management of neratinib-
associated gastrointestinal toxicity;
risk-benefit ratio

Use of neratinib in HER2-positive
BC with brain metastases

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

Track 27

Delayed use of lapatinib in patients
not receiving adjuvant trastuzumab

Case: A 56-year-old woman with
an ER/PR-positive, HER2-negative,
node-negative IDC and a 21-gene
assay Recurrence Score® of 16

Genomic assay selection in
patients with ER-positive,
HER2-negative disease

Case: A 63-year-old woman with
heavily pretreated ER-positive
mBC now considering CDK4/6
inhibitor therapy

Activity of CDK4/6 inhibitors alone
or in combination with endocrine
therapy for ER-positive mBC

Comparison of CDK4/6 inhibitors’
efficacy and tolerability

Potential role of biomarkers and
treatment duration in CDK4/6
inhibitor therapy

Case: A 48-year-old woman with
advanced-stage, poorly differen-
tiated, triple-negative BC (TNBC)
and a BRCA1 mutation receives
olaparib on the Phase Ill OlympiAD
trial

Activity and tolerability of olaparib
OlympiAD: Olaparib for patients
with mBC and a germline BRCA
mutation

Comparison of PARP inhibitors
to standard chemotherapy for
advanced BRCA-associated BC

Clinical experience with PARP
inhibitors

Case: A 61-year-old woman
with a history of early-stage BC
presents with triple-negative
neuroendocrine carcinoma
within the breast

Systemic targeted therapy for
neuroendocrine tumors with a
lutetium radiolabeled agent



Interview with Angelo Di Leo, MD, PhD

Tracks 1-22

Track 1

Track 2

Track 3

Track 4

Track 5

Track 6

Track 7

Track 8

Track 9

Track 10

Track 11

Case: A 57-year-old postmeno-
pausal woman who received 5 years
of adjuvant anastrozole presents
with multiple lung metastases

Use of adjuvant chemotherapy
based on genomic risk assessment

Activity of a CDK4/6 inhibitor alone
or in combination with an aromatase
inhibitor for patients with ER-positive
mBC

Similarities and differences among
the side-effect profiles of CDK4/6
inhibitors

Therapeutic options for patients
with ER-positive mBC after disease
progression on a CDK4/6 inhibitor

Management of everolimus-
associated mucositis and pneumo-
nitis

Ongoing trials investigating CDK4/6
inhibitors in the neoadjuvant and
adjuvant settings

Case: A 41-year-old premeno-
pausal woman with progressive
BRCA1 mutation-positive TNBC
and multiple liver metastases

Perspective on the use of
bevacizumab for mTNBC

Use of eribulin mesylate as late-line
therapy for mBC

OlympiAD: Results of a Phase llI
trial of olaparib monotherapy versus
chemotherapy for patients with
HER2-negative mBC and germline
BRCA mutations

Track 12

Track 13
Track 14

Track 15

Track 16

Track 17

Track 18

Track 19

Track 20

Track 21

Track 22

Design limitations of the OlympiAD
trial; sequencing of olaparib

Tolerability of olaparib

Effect of mBC diagnosis on family
life and children

Case: A 47-year-old premeno-
pausal woman presents with
an ER-negative, HER2-positive,
node-positive Grade I IDC and
vascular invasion

Potential role of pertuzumab as
a component of adjuvant therapy
for patients with early-stage
HER2-positive BC

Estimating risk of recurrence in
patients with BC

Balancing magnitude of benefit
and toxicity profiles of adjuvant
pertuzumab and/or postad-
juvant neratinib for early-stage
HER2-positive BC

Case: A 48-year-old premeno-
pausal woman with an ER-positive,
HER2-negative Grade Il IDC and
limited nodal involvement

Comparison of available multigene
assays

Potential overestimation of disease
relapse risk with genomic assays

Case: A 55-year-old woman
with ER-positive, node-positive
BC receives CMF to avoid
chemotherapy-related alopecia
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POST-TEST

QUESTIONS (PLEASE CIRCLE ANSWER):

1. Adding pertuzumab to adjuvant chemo- 6. In terms of treatment side effects,

therapy/trastuzumab in the Phase Il
APHINITY study reduced the relative risk of
recurrence by about 20% for patients with
node-positive or high-risk node-negative,
HER2-positive early BC.

a. True

b. False

. Results of the APT trial evaluating adjuvant

. The Phase Ill OlympiAD trial of olaparib
monotherapy versus physician’s choice
of chemotherapy for patients with
HER2-negative mBC and a germline BRCA
mutation demonstrated a statistically signif-
icant improvement in progression-free
survival with olaparib.

a. True

b. False

patients receiving abemaciclib may exhibit
neutropenia and
diarrhea compared to those undergoing
treatment with palbociclib and ribociclib.
a. Less, more
b. Similar, similar
c. Similar, more
d. More, less

paclitaxel/trastuzumab for node-negative, 7. Treatment with which of the following
HER2-positive BC showed that the rate of CDK4/6 inhibitors requires patients to
distant recurrence after a 7-year follow-up undergo EKG and liver function test
analysis was approximately . monitoring?
a. 1% a. Abemaciclib
b. 15% b. Palbociclib
c. 50% c. Ribociclib
i d. All of the above
. The Phase Ill CREATE-X trial demonstrated
that the addition of adjuvant capecitabine 8. The CNS objective response rate for patients
after standard neoadjuvant chemotherapy with HER2-positive BC brain metastases is
elicited a benefit in terms of overall survival increased approximately 5-fold for those who
among patients W'Fh BC and receive neratinib and capecitabine compared
residual invasive disease. to neratinib alone.
a. HER2-positive a. True
b. HER2-negative b. False
- Which of the following groups derived a 9. In the OlympiAD trial for patients with
significant benefit from neratinib in the HER2-negative, germline BRCA mutation-
Phase IIl ExteNET study, which randomly positive mBC, which of the following chemo-
assigned patients who received 1 year of therapies was not allowed as physician’s
adjuvant trastuzumab-based therapy to choice for comparison to olaparib?
neratinib treatment or no further treatment? a. Capecitabine
a. All patients with HER2-positive BC b. Vinorelbine
b. Patients with ER-positive, ’ s
HER2-positive BC g gzgg'tfﬁ::e
c. Patients w_it_h ER-negative, ’ P
HER2-positive BC 10. At ESMO 2017, Cottu and colleagues

presented a Phase Il study demonstrating
activity with neoadjuvant
letrozole and palbociclib versus chemo-
therapy for patients with luminal BC.
a. Inferior
b. Comparable
c. Superior



EDUCATIONAL ASSESSMENT AND CREDIT FORM

Breast Cancer Update — Volume 16, Issue 3

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

Design and major efficacy findings of the Phase Il OlympiAD trial
evaluating olaparib versus chemotherapy for mBC with germline 4321 4321
BRCA1/2 mutations

Clinical implications of the Phase 11l APHINITY trial and the role
of pertuzumab as a component of adjuvant therapy for patients 4321 4321
with early-stage HER2-positive BC

APT trial: Results after a 7-year follow-up of adjuvant paclitaxel/ 4321 4321
trastuzumab for node-negative, HER2-positive BC

Magnitude of benefit observed with neratinib as extended adjuvant
therapy and clinical factors guiding the selection of patients with early- 4321 4321
stage HER2-positive BC for this therapy

Recent FDA approval of abemaciclib and the integration of this CDK4/6
inhibitor into the clinical management of hormone receptor-positive, 4321 4321
HER2-negative advanced BC

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 breast cancer do you see peryear? ....................... ... . patients

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

O Yes © No If no, please explain: ... ...
Pleas;a 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.
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:

Appraise available and emerging research evidence to individualize the selection

and duration of neoadjuvant and adjuvant chemobiologic regimens for patients

with HER2-overexpressing early BC. . ... ... o 432 1 NM NA
Develop an evidence-based algorithm for the treatment of advanced

hormone receptor-positive BC, including the use of endocrine, biologic and

chemotherapeutic agents. . . .. ... 432 1 NM NA
e Recall the results of pivotal trials introducing effective new BC therapeutic agents,
and identify their potential effect on existing treatment algorithms. . ............. ... 4321 NM NA
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EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)

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

e Consider published data to guide the use of biomarkers and genomic assays
to assess risk and individualize therapy for patients with hormone receptor-positive

BC in the neoadjuvant, adjuvant and extended-adjuvant settings................... 432 1 NM N/A
e Develop an understanding of the efficacy data and toxicity profiles of PARP inhibitors

for patients with HER2-negative and BRCA-mutated advanced BC. . ............... 4321 NM NA
e Counsel appropriately selected patients with BC about participation in ongoing

clinical trials. . ... 4321 N/M NA

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
Harold J Burstein, MD, PhD 4 3 2 1 4 3 2 1
Angelo Di Leo, 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 2.75 AMA PRA Category 1
Credits™. Physicians should claim only the credit commensurate with the extent of their participation
in the activity.

I 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 April 2019. 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/BCU218/CME.
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