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PANEL: Key experts in
breast cancer
> 9 from US

EPICS

QI_E_L il

DISEASE-STATE AND INSIGHTS REPORT
DATA PRESENTATIONS including postmeeting
by key experts analyses and actionable

recommendations
BREAST CANCER-

SPECIFIC DISCUSSIONS on
therapeutic advances and
their application in clinical
decision-making



Panel Consisting of 9 Breast Cancer Experts From the US

EPICS

Peter A. Kaufman, MD
University of Vermont
Cancer Center

Monica Fornier, MD
Memorial Sloan Kettering
Cancer Center

(Day 2 only)
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Stanford University
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School of Medicine

UPMC Hillman Cancer Center
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Texas Oncology
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Meeting Agenda Day 1

Time (EST)
2.00 Pm —2.10 PM

Topic

Welcome and Introductions

EPICS

Presenter

Joyce O’Shaughnessy, MD

2.10PM —-2.25 PM

Current and Emerging Biomarkers and Testing Methodologies in

Breast Cancer

Peter Beitsch, MD

2.25PM —2.55 PM

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

2.55pPM—-3.10 PMm

Evolving Standards for Early-Stage HER2+ Breast Cancer

Mark Pegram, MD

3.10 Pm — 3.40 PM

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

3.40 PM — 3.55 Pm

BREAK

3.55PM —4.10 PM

Optimizing the Management of HER2+ mBC With Current and

Emerging Agents

Adam Brufsky, MD, PhD

410 PM —4.40 PM

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

4.40 PM —4.55 PM

HER2-Low Breast Cancer — Expanding the Spectrum of Targetability

Reshma Mahtani, DO

455 pPM —-5.20 PM

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

5.20 PM — 5.35 PM

Current and Future Prospects for High-Risk, Early-Stage, Triple-
Negative Breast Cancer

William Sikov, MD

5.35 PM —6.00 PM

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

6.00 PM

Wrap-Up and Overview of Day 2 Activities

Joyce O’Shaughnessy, MD
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Meeting Agenda Day 2

Time (EST)
8.00 AM — 8.05 Am

Topic

Introduction and Review Agenda for Day 2

EPICS

Presenter

Joyce O’Shaughnessy, MD

8.05Am — 8.20 AM

Current and Investigational Approaches in Metastatic Triple-Negative
Breast Cancer

Kelly McCann, MD, PhD

8.20 AM — 8.55 AM

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

8.55AM - 9.10 AM

Expanding Options for High-Risk HR+, HER2—- Early Breast Cancer

Joyce O’Shaughnessy, MD

9.10 AM — 9.40 AM

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

9.40 AM — 9.55 Am

BREAK

9.55AM - 10.10 AM

Evolving Paradigms in HR+, HER2- Metastatic Breast Cancer

Peter A. Kaufman, MD

10.10 AM — 10.55 Am

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

10.55 AmM — 11.05 AM

New Targets in Breast Cancer

Mark Pegram, MD

11.05 AM — 11.25 AM

Discussion and Key Takeaways

Moderator: Joyce O’Shaughnessy, MD

11.25 AM — 11.55 AM

General Discussion: Future Directions in Breast Cancer Treatment

Moderator: Joyce O’Shaughnessy, MD

11.55AmM - 12.00 PM

Conclusions and Wrap-Up

Joyce O’Shaughnessy, MD
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Current and Emerging Biomarkers and Testing Methodologies in
Breast Cancer (1/3)

4' Presented by Peter Beitsch, MD

N

RISK ASSESSMENT IN HR+, HER2- EARLY BREAST CANCER

> For decision-making about adjuvant therapy for patients with ASCO Adiuvant Biomarker Guidelines (2022)



Current and Emerging Biomarkers and Testing Methodologies in
Breast Cancer (2/3)

4’ Presented by Peter Beitsch, MD

9

ACTIONABLE BIOMARKERS IN BREAST CANCER

> The full spectrum of HER2 expression is now recognized as " PI3K Pathwav and Selection Biomarkers



Current and Emerging Biomarkers and Testing Methodologies in
Breast Cancer (3/3)

4' Presented by Peter Beitsch, MD

A

MRD TESTING IN BREAST CANCER

> Minimal/measurable residual disease (MRD) Potential Uses for MRD Testina
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Key Insights

Current and Emerging Biomarkers and
Testing Methodologies in Breast Cancer




Experts Discussed Tools for Guiding Treatment in Early-Stage
Breast Cancer
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Experts Discussed Testing for Genomic Biomarkers

GERMLINE MUTATION TESTING

EPICS
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Experts Debated the Potential Role of MRD Testing in

Breast Cancer
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Experts Speculated on Other Investigational Biomarker Assays

HER2DX
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y Presented by Mark Pegram, MD

@ Evolving Standards for Early-Stage HER2+ Breast Cancer (1/2)

CURRENT STANDARDS OF CARE

EPICS

> Neoadjuvant chemotherapy with trastuzumab and pertuzumab is the KATHFERINF Second Interim OS Analvsis
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Evolving Standards for Early-Stage HER2+ Breast Cancer (2/2)

— j Presented by Mark Pegram, MD

AREAS OF INVESTIGATION

EPICS

> Key ongoing trials in the early-stage setting ComnassHFR2 Trial Desian
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Key Insights

Evolving Standards for Early-Stage HER2+
Breast Cancer




Experts Discussed Current Practice Patterns in the Treatment
of Early-Stage HER2+ Breast Cancer
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Experts Considered the Challenge of Selecting Patients for
De-escalated Adjuvant Therapy
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Experts Discussed Current Challenges and Unmet Needs in

Managing Early-Stage HER2+ Breast Cancer
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Experts Speculated About Future Changes to Treatment
Patterns for Early-Stage HER2+ Breast Cancer
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Optimizing the Management of HER2+ mBC With Current and
Emerging Agents (1/3)

Presented by Adam Brufsky, MD, PhD

CURRENT ALGORITHM

> A CIlI FOPATRA-like renimen (taxane + _ANICOCKN Ruidalinas \/A 2022



Optimizing the Management of HER2+ mBC With Current and
Emerging Agents (2/3)

Presented by Adam Brufsky, MD, PhD

EMERGING DATA

> The HER2CLIMBOZ trial compared T-DM1 + tucatinib in HER2CLIMB-02: PFS



Optimizing the Management of HER2+ mBC With Current and
Emerging Agents (3/3)

Presented by Adam Brufsky, MD, PhD

ONGOING TRIALS

> DESTINY-Breast09 is comparing first-line treatment with DESTINY-Breast09 Trial Desian
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Experts Speculated on a Potential Role for T-DXd in the First-
Line Setting In the First
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Experts Debated Management and Potential Prevention of
HER2+ Brain Metastases
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Experts Discussed Unmet Needs and Future Directions in the

Treatment of HER2+ mBC (1/2)
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Experts Discussed Unmet Needs and Future Directions In the
Treatment of HER2+ mBC (2/2)

LOCALIZED THERAPIES

Experts suggested it would be worthwhile to investigate whether mastectomy is of Z\W49: Bispecifi c HER2 ADC

vahliie in natients with HEFR2+ mRC. who have a CR with reaard ta distant disease hiit


https://pubmed.ncbi.nlm.nih.gov/30139836/
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HER2-Low Breast Cancer — Expanding the Spectrum of
Targetability (1/3)

Presented by Reshma Mahtani, DO

HER2 CLASSIFICATION PARADIGMS

> The development of more-potent HER2-targeted ADCs HER2 TESTING AND CLASSIFICATION



HER2-Low Breast Cancer — Expanding the Spectrum of
Targetability (2/3)

Presented by Reshma Mahtani, DO

ADCs IN HER2-LOW mBC

> DESTINY-Breast04 results showed a significant DESTINY-Breast04: Updated OS Analvsis



HER2-Low Breast Cancer — Expanding the Spectrum of
Targetability (3/3)

Presented by Reshma Mahtani, DO

ONGOING TRIALS AND AREAS OF INVESTIGATION

> DESTINY-Breast06 is comparing T-DXd vs TPC DESTINY-Breast06 Trial Desian
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Key Insights

HER2-Low Breast Cancer — Expanding the
Spectrum of Targetability




Experts Discussed Sequencing ADCs in HER2-Low mBC

SEQUENCING CONSIDERATIONS
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Experts Considered Ongoing Trials and Investigational
Strategies for HER2-Low Breast Cancers
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Experts Discussed Biomarkers and Patient Selection

HER2 ASSESSMENT BY IHC

/¢ APTITUDE rear




Experts Speculated on Mechanisms of Resistance to ADCs

RESISTANCE TO T-DXd
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Current and Future Prospects for High-Risk, Early-Stage, Triple-
Negative Breast Cancer (1/3)

S Presented by William Sikov, MD

IMMUNOTHERAPY FOR EARLY-STAGE DISEASE

> Updated analysis of KEYNOTE-522 with 63-month follow-up KEYNOTE-522: EFS



(M \ Current and Future Prospects for High-Risk, Early-Stage, Triple-
R ‘ Negative Breast Cancer (2/3)

Presented by William Sikov, MD

CHEMOTHERAPY AND TARGETED THERAPY

> Trials have investigated escalating and de-escalating BriahTNess: EFS



Current and Future Prospects for High-Risk, Early-Stage, Triple-
Negative Breast Cancer (3/3)

S Presented by William Sikov, MD

ONGOING TRIALS FOR EARLY-STAGE TNBC

> The GeparDouze/NSABP B-59 trial is evaluating neoadjuvant OptimICE-pCR: Trial Desian
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Key Insights

Current and Future Prospects for High-Risk,
Early-Stage, Triple-Negative Breast Cancer




Experts Discussed Considerations Regarding Use of the
KEYNOTE-522 Regimen

> S
0 ==

- ,——— - -
- —— -
- - . —

T b —
-
S g e—
S ewa -

% APTITUDE ren D



Experts Discussed Options for Further Escalation in Patients
With Very-High-Risk TNBC or Residual Disease After Surgery
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Experts Discussed the Need for Better Biomarkers to

Individualize Treatment for Early-Stage TNBC
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https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0157368
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Current and Investigational Approaches in Metastatic Triple-
Negative Breast Cancer (1/3)

Presented by Kelly McCann, MD, PhD

TNBC SUBTYPES

> TNBC is composed of a heterogeneous variety of subtypes - Lehmann Model


https://www.jci.org/articles/view/45014

Current and Investigational Approaches in Metastatic Triple-
Negative Breast Cancer (2/3)

Presented by Kelly McCann, MD, PhD

—~
\"-B

CURRENT TREATMENT OPTIONS

> Chemotherapy + pembrolizumab is recommended first line for ASCENT: Overall Survival



Current and Investigational Approaches in Metastatic Triple-
Negative Breast Cancer (3/3)

Presented by Kelly McCann, MD, PhD
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INVESTIGATIONAL STRATEGIES

> Ongoing studies are evaluating PARPI in combination with ROR1 and Drug Efflux Pump Modulation
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Key Insights

Current and Investigational Approaches in
Metastatic Triple-Negative Breast Cancer




Experts Discussed the Use of Inmune Checkpoint Inhibitors
and PARP Inhibitors in mTNBC
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Experts Discussed the Use of ADCs in mTNBC

ADC SELECTION
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Experts Speculated on the Outcomes and Implications of

Ongoing Trials for mTNBC
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Experts Discussed Unmet Needs and Future Directions in
MTNBC
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% Expanding Options for High-Risk HR+, HER2- Early Breast
&=F Cancer (1/3)

N Presented by Joyce O’Shaughnessy, MD
PREMENOPAUSAL HR+, HER2- BREAST CANCER

> Results from the TAILORx and RxPONDER trials suggest that ~ OFSET Trial Desian



% Expanding Options for High-Risk HR+, HER2- Early Breast
‘{=F Cancer (2/3)

A Presented by Joyce O’Shaughnessy, MD
ADJUVANT CDK4/6 INHIBITORS

> Updated data from the monarchE trial showed a 7.6% 'NATALEE: iDFS



% Expanding Options for High-Risk HR+, HER2- Early Breast
"{=F Cancer (3/3)

A Presented by Joyce O’Shaughnessy, MD
PERIOPERATIVE IMMUNE CHECKPOINT INHIBITION

> KEYNOTE-756 randomized patients with grade 3 ER+, HER2— breast . pCR Rates bv PD-L1 and ER Status
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Key Insights

Expanding Options for High-Risk HR+, HER2-
Early Breast Cancer




Experts Debated the Necessity of Chemotherapy for

Premenopausal Patients
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Experts Discussed Current Use of Adjuvant Abemaciclib for
High-Risk, Early-Stage HR+, HER2- Breast Cancer
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Experts Speculated on the Use of Adjuvant Ribociclib If

Approved
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Experts Discussed Results From Perioperative Inmune
Checkpoint Inhibitor Trials for ER+, HER2- Breast Cancer
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Evolving Paradigms in HR+, HER2— Metastatic Breast Cancer (1/4)

Presented by Peter A. Kaufman, MD

CDK4/6 INHIBITORS

> To date, ribociclib and abemaciclib have demonstrated OS RIGHT Choice: PFS



Evolving Paradigms in HR+, HER2— Metastatic Breast Cancer (2/4)

Presented by Peter A. Kaufman, MD

PIBK/AKT INHIBITORS

> Alpelisib (PI3Ki) + fulvestrant is approved for patients with previously treated ~ INAVO120: PFS



Evolving Paradigms in HR+, HER2- Metastatic Breast Cancer (3/4)

Presented by Peter A. Kaufman, MD

NOVEL ER-TARGETING AGENTS

Numerous novel ER-targeting endocrine agents are in ~ MOAs of Novel Endocrine Aaents



Evolving Paradigms in HR+, HER2— Metastatic Breast Cancer (4/4)

Presented by Peter A. Kaufman, MD

TROP-2 ANTIBODY-DRUG CONJUGATES

> TROPICS-02 compared SG vs TPC in patients with ~ TROPiICS-02 Overall Survival
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Key Insights

Evolving Paradigms in HR+, HER2- Metastatic
Breast Cancer




Experts Discussed the Use of CDK4/6 Inhibitors for HR+,
HER2- mBC
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Experts Considered Evolving Algorithms with PI3K/AKT
Inhibitors
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Experts Discussed Oral SERDs and Other Novel Endocrine
Therapies
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Experts Discussed Current Practice Patterns With ADCs in
HR+, HER2- mBC
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https://aacrjournals.org/cancerres/article/84/9_Supplement/PS08-04/744698/Abstract-PS08-04-Multicenter-retrospective-cohort
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New Targets in Breast Cancer (1/2)

’ Presented by Mark Pegram, MD

HER2-MUTATED mBC

> Approximately 1%—2% of breast cancers harbor a SUMMIT Trial: Response



y Presented by Mark Pegram, MD

@ New Targets in Breast Cancer (2/2)

TARGETING HER3

> HERS is overexpressed in ~30%—70% of breast cancers, Patritumab Deruxtecan: Response



9r€ APTITUDE weaurw

EPICS

Key Insights

New Targets in Breast Cancer




Experts Discussed HER2 Mutations and HER3 as Therapeutic

Targets in mBC
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Experts Considered Novel Immune-Based Therapies for
Breast Cancer
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Key Insights

General Discussion: Future Directions in
Breast Cancer Treatment




Experts Debated the Potential Utility of MRD Testing in Breast

Cancer
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Experts Discussed Challenges Facing Community Oncologists

GAPS IN THE COMMUNITY SETTING
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Experts Speculated on Future Developments and Practices in
Breast Cancer
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