BCU SURGEONS (2011 VoL 10 | ISSUE 1

Breast Cancer

U P D A T E

An Audio Review Journal for Surgeons
Bridging the Gap between Research and Patient Care

FACULTY INTERVIEWS
Eleftherios P Mamounas, MD, MPH
Daniel F Hayes, MD
Stephen B Edge, MD
Eric P Winer, MD

EDITOR
Neil Love, MD

CONTENTS
2 Audio CDs

CME

Certified

l I Subscribe to Podcasts or download MP3s of this program at ResearchToPractice.com/BCUS111




Eleftherios P Mamounas, MD, MPH
Professor of Surgery

Northeastern Ohio Universities

College of Medicine

Medical Director

Aultman Cancer Center

Canton, Ohio

Stephen B Edge, MD

Alfiero Foundation Endowed Chair in
Breast Oncology; Chief, Breast Surgery
Professor of Surgery and Oncology
Roswell Park Cancer Institute/University
at Buffalo

School of Medicine and Biomedical
Sciences

Buffalo, New York

Daniel F Hayes, MD Eric P Winer, MD
Clinical Director, Breast Oncology Thompson Investigator in Breast
Program; Stuart B Padnos Professor Cancer Research

Chief, Division of Women’s Cancers
Dana-Farber Cancer Institute
Professor of Medicine

_ Harvard Medical School

Boston, Massachusetts

in Breast Cancer Research, University
of Michigan Comprehensive Cancer
Center; Professor of Internal
Medicine, University of Michigan
School of Medicine

Ann Arbor, Michigan

EDITOR

Neil Love, MD
Research To Practice
Miami, Florida

INTRODUCING THE RESEARCH TO PRACTICE IPHONE® APP

RTP

RESEARCH
TO PRACTICE

This robust application enables iPhone users to access and review this and
many other RTP audio, video and slide-based activities right on their phones.
Simply download the app and you’re ready to go. Listen, watch, learn and
get CME credit whenever and wherever you desire. Visit the iTunes® Store
or www.ResearchToPractice.com/iPhoneApp to get started.




AUDIO PROGRAM GUIDE

Ch1

Interview with Eleftherios P Mamounas, MD, MPH

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

Track 14

Track 15
Track 16

Case discussion: A 56-year-old woman with ER/PR-positive, HER2-negative multicentric breast
cancer (BC) has 1 of 4 positive sentinel nodes and an Oncotype DX® Recurrence Score® (RS) of 2
Results of ACOS0G-Z0011: Axillary node dissection in women with clinical T1-2NOMO BC

who have a positive sentinel node

Implications of the false-negative sentinel lymph node biopsy (SLNB) rate in the NSABP-B-32 study
Use of SLN biopsy for octogenarians

Association between the Oncofype DX assay and risk of locoregional recurrence in node-negative,
ER-positive BC

Potential use of Oncotype DX RS as a predictor of postmastectomy local-regional recurrence risk
Comparison of the Oncotype DX and MammaPrint® assays

Proposed NSABP study of neoadjuvant endocrine therapy versus neoadjuvant chemotherapy

for patients with ER-positive, HER2-negative BC who are assigned to treatment based on
Oncotype DX assay

SLNB after neoadjuvant chemotherapy for patients with clinically node-negative or node-positive BC
Potential NSABP trial concepts evaluating neoadjuvant therapy in HER2-positive BC

NSABP-B-47: A Phase lll trial of adjuvant chemotherapy with or without trastuzumab in

HER2 IHC 1+ or 2+ tumors

Case discussion: A 19-year-old woman with a BRCA mutation and family history of
premenopausal BC desires a bilateral mastectomy

Case discussion: A 41-year-old woman with ER-positive, PR-negative, HER2-positive,
BRCA-negative invasive BC and ductal carcinoma in situ (DCIS) achieves a clinical complete
response to neoadjuvant AC — TH and has no evidence of residual disease

NSABP-B-43: A Phase Il randomized trial of radiation therapy with or without trastuzumab

after lumpectomy for HER2-positive DCIS

Pathophysiology of calcification in DCIS

Results of a combined analysis of NSABP-B-18 and NSABP-B-27: Predictors of locoregional
failure in patients receiving neoadjuvant chemotherapy

Interview with Daniel F Hayes, MD

Track 17
Track 18
Track 19
Track 20
Track 21

Track 22

Track 23
Track 24
Track 25

Quality control in ER and HER2 testing

Use of genomic assays to assess quantitative ER and HER2

Differences in HER2 testing and interpretation in BC versus gastric cancer

HER2 status and benefit from adjuvant trastuzumab in BC

Case discussion: A 58-year-old woman with a 2-cm, Grade I, ER-positive, PR-negative,
HER2-negative, node-negative infiltrating ductal carcinoma and an Oncotype DX RS of 12
TAILORX: A Phase Il trial of adjuvant hormonal therapy with or without chemotherapy for resected,
node-negative, ER-positive and/or PR-positive, HER2-negative BC based on Oncotype DX RS
Influence of Oncotype DX on patient and clinician treatment decision-making

Choice of adjuvant endocrine therapy for postmenopausal women

Relationship among patient adherence, treatment-related endocrine symptoms and clinical
benefit from aromatase inhibitor therapy




AUDIO PROGRAM GUIDE

Ch 2

Interview with Dr Hayes (continued)

Track 1
Track 2
Track 3
Track 4

Clinical trial data on bisphosphonates in the adjuvant setting
Use of the Oncotype DX assay for premenopausal women with ER-positive, node-positive BC
Treatment decision-making for patients with node-positive BC and low Oncotype DX RS

SWO0G-1007 (RXxPONDER): A Phase Il trial of adjuvant endocrine therapy with or without
chemotherapy for patients with ER-positive, node-positive, HER2-negative BC with an
Oncotype DX RS of 25 or lower

Interview with Stephen B Edge, MD

Track 5
Track 6

Track 7
Track 8

Track 9

Track 10
Track 11

Track 12
Track 13
Track 14

Track 15

Initial patient counseling about local and systemic therapy for BC

Risk of recurrence with mastectomy versus breast-conserving surgery (BCS) and radiation therapy
combined with current systemic treatments

Patient and physician preferences for mastectomy versus BCS

Perspective on the results of the ACOS0G-Z0011 trial evaluating axillary dissection

versus no axillary dissection for patients with invasive BC and sentinel node metastasis

Potential impact of extent of lymph node involvement and size distribution of lymph node
metastases on therapeutic approach

Multidisciplinary breast center approach to ordering an Oncotype DX assay

Differences in the use of the Oncotype DX and MammaPrint assays in the United States

versus Europe

Long-term outcome with aggressive screening as an alternative to prophylactic bilateral
mastectomy for women with BRCA mutations

Perspectives on MRI screening and nipple-sparing mastectomy in the prophylactic setting

Case discussion: A 43-year-old woman with T1c BC and 14 positive nodes who elects to undergo
bilateral mastectomy rather than re-excision for positive margins after completion of adjuvant
chemotherapy

Critical evaluation of the morbidity and outcomes of bilateral mastectomy

Interview with Eric P Winer, MD

Track 16

Track 17
Track 18

Track 19
Track 20
Track 21
Track 22

Track 23

Track 24

Track 25

Proposed cooperative group trial evaluating surgery versus radiation therapy for
oligometastatic disease consisting of up to 5 lesions

Role of primary resection in patients with metastatic BC

Appraisal of ACOSOG-Z0011: ALND or not for patients with T1-2N0O-1MO BC with a positive SLNB
who undergo BCS and radiation therapy

Influence of number of positive nodes on adjuvant systemic treatment decision-making
Utility of the Oncotype DX assay in clinical practice

Early retrospective studies of the Oncotype DX assay in prospective, randomized trials
Use of Oncotype DX RS to guide therapy in the prospective TAILORX trial of adjuvant
systemic therapy for patients with ER-positive, HER2-negative BC

Perspective on the RxPONDER ftrial and its use of Oncotype DX RS to randomly assign
patients to hormonal therapy or hormonal therapy with chemotherapy

Use of the Oncotype DX assay to assist in individualized decision-making about adjuvant
chemotherapy

Practical considerations in the use of the Oncotype DX and MammaPrint assays




LIE# LINY3d
T4 TNVIN
divd
JOVLS0d SN
d1S 14SHd

sinoy 2"z :839]dwod 0} awyy pajewnsy
2102 Jequieydag :ajep uonesidx3

1102 Joquiaydag :a1ep aseajay

1102 Joquiaydag :a1ep mainal 1se

'992119R1d 0] YaJeasay Aq palosuods

»9211001d 0]
Uo.ueasay

*0U| Y}|eaH dlwousy woij
juelb [euoneonpa ue Aq pajoddns si AHARIE SIYL
"801}9e1d 0L UdIeasay 10z @ WbuAdog

LELEE T4 ‘Tweln

009€ 3)ns ‘pieAs|nog sukedsig yinos g
J1amoy aukeasig aug

3013081 0] UyoJeasay

QAW ‘anoT 18N

4 L VvV a 4 N

~9IUE) 1SLAI]




Breast Cancer®

U P D A T E

An Audio Review Journal for Surgeons
Bridging the Gap between Research and Patient Care

BOUS 2011 cD 1

WOL 10 - 1SSUE 1

CD 1 TRACKS
1-16 Eleftherios P Mamounas, MD, MPH
17-25 Daniel F Hayes, MD

Copyright © 2011 Research To Practice.




Breast Cancer®

U P D A T E

An Audio Review Journal for Surgeons
Bridging the Gap between Research and Patient Care

BOUS 2011 2
V0L 10 - ISSUE 1 b

CD 2 TRACKS

1-4 Dr Hayes (continued)
5-15 Stephen B Edge, MD
16-25 Eric P Winer, MD

Copyright © 2011 Research To Practice.




BCU SURGEONS | 2011 VOL 10 | ISSUE 1

Breast Cancer

U P D A T E

An Audio Review Journal for Surgeons
Bridging the Gap between Research and Patient Care

FACULTY INTERVIEWS
Eleftherios P Mamounas, MD, MPH
Daniel F Hayes, MD
Stephen B Edge, MD
Eric P Winer, MD

EDITOR
Neil Love, MD

CME

Certified

l I Subscribe to Podcasts or download MP3s of this program at ResearchToPractice.com/BCUS111




Breast Cancer Update for Surgeons

A Continuing Medical Education Audio Series

OVERVIEW OF ACTIVITY

Historically, surgery has been the primary mode of treatment for early breast cancer. However, the diagnostic, surgical and
medical management of breast cancer has escalated in complexity because of numerous advances in novel technologies
and available adjunctive medical therapies. Hence, the multifaceted treatment of breast cancer now requires the input of
an interdisciplinary group of expert care providers. This paradigm shift has created the challenge of ensuring that major
clinical advances in local and systemic breast cancer therapy are effectively disseminated among all members of the cross-
functional team. To bridge the gap between research and patient care, Breast Cancer Update for Surgeons uses one-on-one
interviews with leading breast cancer investigators to translate the latest research developments into clinical practice. By
providing access to cutting-edge data and expert perspectives, this CME program assists breast surgeons in the formulation
of up-to-date clinical management strategies.

LEARNING OBJECTIVES
e Use genomic assays to quantify recurrence risk and aid in individualized recommendations for systemic therapy for
postmenopausal patients with node-negative or node-positive, ER-positive breast cancer.

e FEvaluate issues related to the accuracy, reliability and interpretation of the ER and HER2 status of breast tumors in the
context of local laboratory practices and national guidelines.

e Formulate an evidence-based approach to the surgical management of patients with a positive sentinel lymph node
biopsy.

e Assess long-term outcomes with magnetic resonance imaging and screening compared to prophylactic mastectomy
for women with BRCA mutations and family history of premenopausal breast cancer.

e Develop an approach to monitor and facilitate patient adherence to orally administered antineoplastic therapies.
e Counsel appropriately selected patients about the option of participating 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.

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 CDs, complete the Post-test with a score of 75% 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/BCUS111/CME.

This activity is supported by an educational grant from Genomic Health Inc.

Last review date: September 2011; Release date: September 2011; Expiration date: September 2012

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.

If you would like to discontinue your complimentary subscription to Breast Cancer Update for
Surgeons, 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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studies referenced and patient care recommendations.
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QUESTIONS (PLEASE CIRCLE ANSWER):

1. The NSABP-B-32 trial for patients with 5. Which genomic assay requires fresh-

clinically node-negative breast cancer
evaluated sentinel lymph node resection
(SLNR) with conventional axillary lymph
node dissection (ALND) versus SLNR
alone or with ALND only if sentinel
nodes were positive.

a. True

b. False

. The Phase Il ACOSOG-Z1071 study is
evaluating the role of sentinel lymph
node biopsy and ALND after preop-
erative chemotherapy for patients with
pathologically node-positive breast
cancer at initial diagnosis.

a. True

b. False

. The TAILORx study is evaluating
adjuvant hormonal therapy with or
without combination chemotherapy in
women with , ER-positive
breast cancer who have intermediate
Oncotype DX® Recurrence Scores® of
11 to 25.

a. Node-positive

b. Node-negative

c. Bothaand b

. The NSABP-B-43 trial is evaluating
as a radiosensitizer for

women with HER2-positive DCIS who
undergo lumpectomy and receive
radiation therapy.

a. Lapatinib

b. Gefitinib

c. Trastuzumab

d. T-DM1

frozen tumor specimens?
a. Oncotype DX
b. MammaPrint®
c. Bothaand b
d. Neither a nor b

6. The Phase Il ACOSOG-Z0011 trial
randomly assigned patients with clinical
T1-2NOMO breast cancer and a positive
sentinel node to ALND versus no ALND.

a. True
b. False

7. RxPONDER is a retrospective study of
outcomes among patients with hormone
receptor-positive, HER2-negative,
node-negative breast cancer who had
Oncotype DX Recurrence Scores of 25
or lower and received endocrine therapy
alone or with chemotherapy.

a. True

b. False

8. The NSABP-B-47 trial is evaluating
adjuvant chemotherapy with and without
trastuzumab in patients with

breast cancer.
a. HER2-positive, node-negative
b. HER2-negative, node-negative
c. HER2-positive, node-positive
d. HER2-low, node-positive or
high-risk node-negative
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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 ONE — 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
NSABP-B-47: A Phase Il trial of adjuvant chemotherapy with 4321 4321
or without trastuzumab in HER2-low breast cancer
Prognostic and predictive value of the Oncotype DX Recurrence
Score for postmenopausal patients with node-negative and 4321 4321
node-positive early breast cancer
Quality control in the assessment of ER and HER2 status 4321 4321
Ongoing prospective studies — TAILORx and RxPONDER — of 43021 4321
the Oncotype DX assay in early breast cancer
ACOSOG-Z0011: ALND versus no ALND for patients with 4321 4321

sentinel lymph node metastasis

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

O Yes © No Ifno, 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; no changes will be made

> Create/revise protocols, policies and/or procedures

> Change the management and/or treatment of my patients

0 Other (please exXplain): . ...

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 Ifno, 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:

Use genomic assays to quantify recurrence risk and aid in individualized
recommendations for systemic therapy for postmenopausal patients with
node-negative or node-positive, ER-positive breast cancer.. ................ 4 32 1 N/M NA

Evaluate issues related to the accuracy, reliability and interpretation of the
ER and HERZ status of breast tumors in the context of local laboratory
practices and national guidelines. . .......... ... .. 432 1 NM NA

Formulate an evidence-based approach to the surgical management of
patients with a positive sentinel lymph node biopsy. . ..................... 4 32 1 N/M NA

Assess long-term outcomes with magnetic resonance imaging and screening
compared to prophylactic mastectomy for women with BRCA mutations and

family history of premenopausal breast cancer........................... 4 32 1 N/M NA
e Develop an approach to monitor and facilitate patient adherence to orally

administered antineoplastic therapies.. . .......... ... ... ... ... ... ... ... 4 321 NM NA
e Counsel appropriately selected patients about the option of participating in

ongoing clinical trials.. . ... ... 4321 NMNA
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EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)

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

As part of our ongoing, continuous quality-improvement effort, we conduct postactivity follow-
up surveys to assess the impact of our educational interventions on professional practice. Please
indicate your willingness to participate in such a survey.

) Yes, | am willing to participate in a follow-up survey.

> No, I am not willing to participate in a follow-up survey.

PART TWO — 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
Eleftherios P Mamounas, MD, MPH 4 3 2 1 4 3 2 1
Daniel F Hayes, MD 4 3 2 1 4 3 2 1
Stephen B Edge, MD 4 3 2 1 4 3 2 1
Eric P Winer, MD 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

Please recommend additional faculty for future activities:

Professional Designation:
© MD © DO O PharmD O NP O RN O 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 partici-
pation in the activity.

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

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/BCUS111/CME.
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newly acquired information to enhance patient outcomes
and their own professional development. The informa-
tion 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 recommenda-
tions of other authorities.
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