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Disclaimer

The content for this activity was developed independently of the commercial supporter. All materials are
included with permission. The opinions expressed are those of the faculty and are not to be construed as those
of the publisher or grantor.

This educational activity was planned and produced in accordance with the ACCME Standards for Integrity and
Independence in Accredited Continuing Education. Recommendations involving clinical medicine in a continuing
medical education (CME/CE) activity must be based on evidence that is accepted within the profession of
medicine as adequate justification for their indications and contraindications in the care of patients. All scientific
research referred to, reported, or used in CME/CE in support or justification of a patient care recommendation
must conform to the generally accepted standards of experimental design, data collection, and analysis.
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Please note: Presentation slides may not reflect printed slides.
Target Audience

This activity is intended for oncologists/hematologists, oncology nurses and the multidisciplinary healthcare team
who are involved in the care of patients with triple negative breast cancer.

Statement of Need

This activity aims to help oncologists/hematologists, oncology nurses, and others involved on the
multidisciplinary TNBC team to understand the latest roles and clinical evidence with the new and emerging
TROP2-targeted treatments. Following this activity, clinicians will also be better able to incorporate TROP-2-
targeted ADCs into appropriate TNBC treatment plans.

Learning Objectives

Upon completion of this activity, participants will be able to:
e Discuss new and emerging targeted treatment approaches in the setting of TNBC
e Discuss the role of ADC therapies and TROP2 for TNBC
e Implement strategies to facilitate the use of novel and emerging therapies for TNBC in community-based
settings

How to Receive Credit

Go to www.ACHLcme.org

Click on “Use Certificate Code”

Enter the Certificate Code provided at the end of today’s webinar

Complete the posttest and evaluation, and your certificate will be immediately available to you

PwwnNPeE

Participants will receive an automated certificate. You may print or save this record for your files. It will also be
sent to you via email to the address provided in your profile on www.ACHLcme.org. There is no fee to participate
in the activity or for the generation of the certificate.

Inquiries may be directed to ACHL at (877) 444-8435, ext. 160.
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Accreditation & Credit Designation

JOINTLY ACCREDITED PROVIDER™

INTERPROFESSIONAL CONTINUING EDUCATION

In support of improving patient care, Rush University Medical Center is jointly accredited by the Accreditation
Council for Continuing Medical Education (ACCME), the Accreditation Council for Pharmacy Education (ACPE),
and the American Nurses Credentialing Center (ANCC), to provide continuing education for the healthcare team.

This activity is being presented without bias and with commercial support.

Rush University Medical Center designates this live activity for a maximum of (1) AMA PRA Category 1 Credit™.
Physicians should claim only credit commensurate with the extent of their participation in the activity.

Rush University Medical Center designates this live activity for a maximum of (1) nursing contact hour.
Faculty Disclosures

As a provider of continuing education, Rush University Medical Center asks everyone who has the ability to
control or influence the content of an educational activity to disclose information about all of their financial
relationships with ineligible companies within the prior 24 months. There is no minimum financial threshold;
individuals must disclose all financial relationships, regardless of the amount, with ineligible companies.
Individuals must disclose regardless of their view of the relevance of the relationship to the education.
Mechanisms are in place to identify and resolve any potential conflict of interest prior to the start of the activity.

Disclosure Statement (potential conflict to disclose):

Hope Rugo, MD, FASCO (Chair) discloses that she has Research Grants from AstraZeneca, Ayala, Boehringer
Ingelheim, Daiichi Sankyo, Gilead Sciences, Inc., Lilly, MacroGenics, Merck, Novartis, Pfizer, Polyphor, Roche,
Seattle Genetics, Sermonix Pharmaceuticals, and is an Honorarium Recipient from Mylan, Napo Pharmaceuticals,
Puma Biotechnology, Inc., and Samsung.

Stephanie Graff, MD, FACP (Faculty) discloses that she is a Stockholder with HCA Healthcare and Consultant with
AstraZeneca, Daiichi Sankyo, Genentech, Lilly, Novartis, and Pfizer.

Sara Hurvitz, MD, FACP (Faculty) discloses that she has Contracted Research Paid to Institution: Ambrx, Amgen,

AstraZeneca, Arvinas, Bayer, CytomX, Daiichi Sankyo, Dignitana, Genentech/Roche, Gilead Sciences, Inc.,
GlaxoSmithKline, Immunomedics, Lilly, MacroGenics, Novartis, Pfizer, OBl Pharma, Phoenix Molecular Designs,
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Pieris Pharmaceuticals, Puma Biotechnology, Inc., Radius Health, Sanofi, Seattle Genetics/Seagen, and
Zymeworks.

Preclinical work (grant paid to UCLA): Ambrx, Samumed, National/International Pl: Novartis, Daiichi Sankyo,
Genentech/Roche, and Seagen.

Steering Committee: Daiichi Sankyo/AstraZeneca, Genentech/Roche, Lilly, Novartis, and Sanofi.

Travel Expenses: Lilly (2019).

Uncompensated Consulting/Ad Boards: 4D Pharma, Ambrx, Amgen, Artios, Arvinas, Biotheranostics, Daiichi
Sankyo, Dantari, Genentech/Roche, Immunomedics, Lilly, MacroGenics, Novartis, NKMax, Pieris Pharmaceuticals,
Pyxis, and Seagen.

Ruta Rao, MD (Faculty) discloses that she is a Consultant to Immunomedics and Merck.

Sara Tolaney, MD, MPH (Faculty) discloses that she receives:

Institutional Research Funds from AstraZeneca, Bristol Myers Squibb, Cyclacel, Eisai, Exelixis, Genentech/Roche,
Immunomedics/Gilead Sciences, Inc., Lilly, Merck, NanoString, Nektar, Novartis, Odonate Therapeutics, Pfizer,
Sanofi, and Seattle Genetics.

Consultant to AstraZeneca, Athenex, Bristol Myers Squibb, CytomX, Chugai Pharmaceuticals, Daiichi Sankyo,
Eisai, Lilly, Merck, NanoString, Nektar, Novartis, Pfizer, Odonate Therapeutics, OncoPep, and Seattle Genetics.
Advisory Board member with 4D Pharma, AstraZeneca, Bristol Myers Squibb, BeyondSpring, Celldex
Therapeutics, Certara, CytomX, Eisai, Ellipses Pharma, G1 Therapeutics, Genentech/Roche,
Immunomedics/Gilead Sciences, Inc., Kyowa Kirin, Lilly, Merck, Mersana Therapeutics, NanoString, Nektar,
Novartis, OncoSec Medical Incorporated, Pfizer, Puma Biotechnology, Inc., Samsung Bioepis, Sanofi, and
Silverback Therapeutics.

Steering Committee for CytomX, Lilly, Odonate Therapeutics, and OncXerna.

Staff Disclosure
ACHL and Rush University Medical Center staff members and others involved with the planning, development,
and review of the content for this activity have no relevant affiliations or financial relationships to disclose.

Unapproved Uses of Drugs/Devices: In accordance with requirements of the FDA, the audience is advised that
information presented in this continuing medical education activity may contain references to unlabeled or
unapproved uses of drugs or devices. Please refer to the FDA approved package insert for each drug/device for
full prescribing/utilization information.

Supported by an educational grant from Gilead Sciences, Inc.
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FEATURED FACULTY
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Accreditation and Credit Designation — Physicians and Nurses

Activity Description

Target Audience

This activity is intended for oncologists/hematologists, oncology nurses, and the multidisciplinary healthcare team who are
involved in the care of patients with triple negative breast cancer.

Learning Objectives

Upon completion of this activity, participants will be able to:

+ Discuss new and emerging targeted treatment approaches in the setting of TNBC
+ Discuss the role of ADC therapies and TROP2 for TNBC

- Implement strategies to facilitate the use of novel and emerging therapies for TNBC in community-based settings

Support
Supported by an educational grant from Gilead Sciences, Inc

How to Receive Credit

In support of improving patient care, Rush University Medical
Center is jointly accredited by the Accreditation Council for
Continuing Medical Education (ACCME), the Accreditation
A Council for Pharmacy Education (ACPE), and the American
Nurses Credentialing Center (ANCC), to provide continuing

.v education for the healthcare team.
This activity is belng presented without bias and with
JOINTLY ACCREDITED PROVIDER™  Commercial support

INT CONTINUING

Rush University Medical Center designates this live activity for
a maximum of (1) AMA PRA Category 1 Credit™. Physicians
should claim only credit commensurate with the extent of their
participation in the activity.

Rush University Medical Center designates this live activity for
a maximum of (1) nursing contact hour.

To receive credit:

1.Go to www.ACHLcme.org

2.Click on “Use Certificate Code”

3. Enter the Certificate Code provided at the end of today’s webinar

4.Complete the posttest and evaluation, and your certificate will be
immediately available to you

Participants will receive an automated certificate. You may print or
save this record for your files. It will also be sent to you via email to the
address provided in your profile on www.ACHLcme.org. There is no
fee to participate in the activity or for the generation of the certificate.

Inquiries may be directed to ACHL at (877) 444-8435, ext. 160.

Financial Disclosures

Financial Disclosures (cont)
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Discussion of Off Label

Discussion of Off-Label, Investigational, or Experimental Drug/Device Use:
In accordance with requirements of the FDA, the audience is advised that information
presented in this continuing medical education activity may contain references to
unlabeled or unapproved uses of drugs or devices. Please refer to the FDA-approved
package insert for each drug/device for full prescribing/utilization information.

Presentation

Breast cancer-speci

TNBC Challenges

TNBC Is Associated With Shorter Overall Survival Compared
With Other Subtypes Despite Anthracycline + Taxane Therapy

Stage Il Stage lll stage IV

0% sa
0% o
Rz % ez R
20% | mwRomeRz 0% | R 20 R
VRIMERZ HRiMERZ ez
0% % o meRz
il rogative T g .
on 1 on 1 o%
o ] % B3 P o ] % Bl PR 3 2 B B

Month since dlagnosis Month since dlagnosis Month since diagnosis

Thdwxihvie i#iuls dh@ hj dwlyhiE thdvw dgfhu

* 10%-15% of all breast cancers

* Defined by immunohistochemistry: not very sophisticated!
« Lacks expression of ER, PR, and HER2
* Tends to be more aggressive
« Higher grade
« More responsive to chemotherapy
< High relapse pattern in first 5 years
« Sites of relapse (liver, CNS) different from ER-positive
« Affected patients more often younger, Black
« P53 mutations common
« May be associated with BRCA1 mutations and/or BRCA pathway dysfunction

i ER = HER? = human epidermal factor rece R terons recep
1 NU et al. Car i 45. AN SG et al. J Br "

Options for TNBC: Preoperative/Adjuvant Therapy

PREOPERATIVE/ADJUVANT THERAPY REGIMENS

HER2 Negative

Preferred Regimens
* Dose-d i i by pacitaxel every 2 weeks
g . . E v
+ TC (docetaxel and cyclophosphamide)
Olaparib, if germline BRCAL/2 mutations
High-risk TNBC: Preoperative pembrolizumab + carboplatin + paclitaxel, followed by -
doxorubicin or epirubicin, followed by adjuvant pembrolizumab
TNBC and residual disease after preoperative therapy with taxane-, alkylator-, and c

Other Recommended Regimens
+ AC followed by docetaxel every 3 weeks
EC (epirubicin/cyclophosphamide)
TAC (docetaxel/doxorubicin/cyclophosphamide)
+ Select patients with TNBC in preoperative setting only
« Weekly pacitaxel + carboplatin
« Docetaxel + carboplatin

Useful in Certain Circumstances
Dose-dense AC (doxorubicin/cyclophospharmide)

« AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B)
CMF (cyclophosphamide/methotrexate/fluorouracil)

« AC followed by weekly paciitaxel




Options for TNBC: Recurrent Unresectable (Local or Regional) or
Stage IV (M1) Disease

PD-L1 Testing

Preferred Regimens.

« Anthracyclines
+ Doxorubicin
+ Liposomal doxorubicin

+ Taxanes
+ Paciitaxel

- Antimetabolites.
+ Capecitabine
+ Gemcitabine

+ Microtubule inhibitors
+ Vinorelbine
+ Eribulin

+ Sacituzumab govitecan-hziy
(for TNBC)

FisH centin sty hybridization; HC

Biomarkers Associated With FDA-Approved Therapies

Breast Cancer

S Biomarker

BRCA 1 mutation
BRCA2 mutation

Detection

Germiine sequencing

FDA-Approved Agents

Olaparib
Talazoparib

PD-L1 expression

Pembrolizumab + chemotherapy

NBC Threshold for postvity He (albumin-bound pacitaxal, pacitaxel,
combined posiive score 210 or gemciabine and carboplatn)
5 i (Gssso v iy
Any MSEH/AMMR IHC. PCR (tissue block) ;2;“;7",‘"‘1:,;“;:’”
Any TMB-H (210 mutsimb) NGs Pembrolizumab
unchistochemisy; NGS = DN ingt - ingiP rass chan reacton; PO-L p—

* Detection by IHC
* Current NCCN guidelines

* PD-L1 testing for pembrolizumab use: PD-L1 CPS 210 by
22C3 antibody

The ABCs of ADCs

TROP2 as a Target in TNBC

Mechanism of Action of ADCs

Ideal ADC has:

« Highly selective mAb for tumor-associated antigen that
has restricted or no expression on normal (healthy) cells

- Target antigen should be highly expressed on tumor
colswithlmited expression on healthy tissues

- Antibody should have high affity and avidiy fo u )
amigan Uk have igh afinky and avidly for tumor - Potent cytotoxic agent (generally small molecule drug with

high systemic toxicity) designed to induce target cell death

after being internalized in tumor cell and released
agent in target cells
I Linker ED > Mechanistically, ADCs exert their activity by:
g

\ 1. Selective binding of antibody to tumor
 Highly potent since only imited
ata

Linker that is stable in circulation, but releases cytotoxic

* Stable in circule i {
* Siablen ciculation Internalization

2
3. Lysosomal degradation
4. Release of cytotoxic payload - cytotoxic cell death

ched

agent inside tumor cell to antibody

« Trophoblast cell surface antigen 2 (TROP2)

* Glycoprotein that spans epithelial membrane surface
* Plays role in cell self-renewal, proliferation, and transformation

* Has essential role in embryonic development, placental tissue
formation, embryo implantation, stem cell proliferation, and organ
development

+ Expressed in all subtypes of breast cancer

« Linked to poor prognosis in patients with breast cancer




Sacituzumab Govitecan (SG) Is a First-in-Class TROP2-Directed ADC

ASCENT: Phase 3 Confirmatory Study of

Sacituzumab Govitecan in Refractory/Relapsed mTNBC

« SG is distinct from other ADCs . -
Antibody hight fic for TROP2 Linker for SN-38 —— Metastatic TNBC SG 10 mglkg IV Endpoints
ntibody highly specific for Cﬁifi‘fﬁli‘kl‘fﬁi anti-TROP2 (per ASCO/CAP) days 1 and 8, every 21-day Primary
) . . yload release

* High drug-to-antibody ratio (7.6:1) - High drug-to- R 22 chemotherapies for (ﬁz’g; e . PFSt

« Internalization and enzymatic cleavage by ?;'G'bf)dy ratio toward advanced disease — progression  —»  Secondary
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SN-38 from antibody CiilE) prior regimens could be from L, Treatment of Physician’s toxicity population’

antigen progression that occurred within Choice (TPC)* + 0S, ORR,

* Hydrolysis of linker  also releases o0 expressad 12-month period after (n=262) DOR, TTR,
SN-38 cytotoxic extracellularly in  tumor ° ‘:gh"d‘“") completion of (neo)adjuvant safety
microenvironment, providing bystander effect oncers therapy)]

" ] N=529 factors .
* Granted regular approval April 2021 by ° SN-38 = Number of prior chemotheraples (2:3 vs >3) Pt ol March 11, 2020
FDA for metastatic TNBC o Pf'svh‘f';; NCT02574455 + Geographic region (North America vs Europe)
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ASCENT: Progression-Free Survival (BICR Analysis)

ASCENT: Overall Survival
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ASCENT: Progression-Free Survival

by TROP2 Expression

ASCENT: Treatment-Related Adverse Events

100 7 .
o] ] ooz + All grade: 98% of patients
il 26113
o o » Grade 3/4: 64% of patients
£ 2411
S0 P AllGrade | Grade3 | Grade4 | AllGrade Grade 3 Grade 4
& (%) (%) (%) (%) (%) (%)
5 40 Ty, Neutropenia 63 34 17 43 20 13
g %0 L Anemia 34 8 0 2 5 ]
& 2 T Leukopenia 16 9 1 1 ) 1
10 T Febrile neutropenia 6 5 1 2 2 <1
. T Diarrhea 59 10 0 12 <1 [
0 5 10 15 20 25 Gastrointestinal | Nausea 57 2 <1 26 <1 0
Time_(months) Vomiting 29 1 <1 10 <1 [
TROPZ High | H-score: 200-300 TROP2 Medium | H-score: 100200 TROP2 Low | Hscore: <100 | - Fatigue 5 3 0 30 5 0
| e Alopecia 46 0 0 16 0 0
Median PFS—mo (95% CI) 69(587.4) 25(1529) 56(2962) 22(1443) 27(1458) 18(1427) |
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ASCENT: Treatment-Related Adverse Events (cont)

- Key grade 23 TRAEs (SG vs TPC)
* Neutropenia (51% vs 33%)
« Diarrhea (10% vs <1%)
« Leukopenia (10% vs 5%)
» Anemia (8% vs 5%)
« Febrile neutropenia (6% vs 2%)

* G-CSF usage: 49% in SG arm vs 23% in TPC arm
* Dose reductions due to TRAEs were similar (22% SG vs 26% TPC)

ASCENT: Post-Progression Therapy Outcomes in mTNBC

« 222/267 (83%) pts randomized to receive SG discontinued SG due to PD
* Median age: 53 years (range, 27-82)
« Median number of prior anticancer regimens: 4
« Known germline BRCA1/2 mutations: 7%

« Pts received SG for a median duration of 4.2 months (range, 0.0-18.7)

« Following SG discontinuation, post-progression therapy received by 73%

(n=163) of pts
« Common post-SG therapies included eribulin (N=70; 32%), carboplatin (N=34; 15%),
capecitabine (N=34; 15%), and atezolizumab, (N=15; 7%)

« Median time to receipt of post-progression therapy: 5.4 months (range, 1.0-19.8)

ASCENT: Post-Progression Therapy Outcomes in mTNBC

* Median OS in pts who received any post PD treatment vs those who
did not receive post PD treatment following SG:
* 13.4 vs 7.3 months (HR, 0.46; 95% CI, 0.32-0.67; P<0.0001) from time of
randomization
* 7.9 vs 2.0 months (HR, 0.14; 95% ClI, 0.09-0.22; P<0.0001) from end of SG

treatment
Agent Median OS from Time of Randomization | Median OS From End of SG Treatment

Eribulin
Carboplatin
Atezolizumab
Capecitabine

14.1 (95% Cl, 10.9-14.9)
13.6 (95% Cl, 10.6-15.9)
16.5 (95% Cl, 8.7 to not evaluable)
14.9 (95% CI, 10.9-16.8)

8.4 (95% Cl, 6.8-9.2)
8.9 (95% CI, 6.7-10.8)

8.6 (95% Cl, 4.3 to not evaluable)
8.9 (95% Cl, 6.6-10.3)

ASCENT: Quality of Life

HRQoL was assessed using EORTC QLQ-C30 =50 RS0 N R TP Rt
5 domains were assessed at baseline and day 1 of each
cycle: global health status/quality of life (QoL), physical
functioning, role functioning, pain, and fatigue
For all domains except diarrhea, SG responders had longer
TTD than SG non-responders

Compared to TPC responders, SG responders had more

prolonged TTD for almost all domains, except diarrhea,

emotional functioning, fatigue & N/V

Datopotamab Deruxtecan: TROP2 ADC in Development

Circulating free payload is negligible due to high stability of linker, thereby limiting
systemic exposure or nontargeted delivery of payload®

High-potency membrane-permeable payload (DXd) that requires TROP2-mediated
internalization for release?

I

} Datopotamab deruxtecan has DAR of 4 for optimized therapeutic index? J

D deruxtecan has longer half-life than SG (= 5 days vs
11-14 hours), enabling more optimal dosing regimen?

SG's DLTis ia, while
rash and stomatitis/mucosal inflammation*®

s DLTs are

TROPION-PanTumor01 (NCT03401385) — TNBC Cohort

Phase 1, First-in-human, Dose Escalation and Expansion Study

+ Advanced/metastatic HR-/HER2-

negative breast cancer (TNBC)' Primary objectives include:
+ Relapsed/progressed on standard

Dato-DXd 6 mg/kg + Safety, tolerability
treatment —_— vV Q3w

« Unselected for TROP2 expressiont Secondary objectives include:

- Efficacy, pharmacokinetics

« Measurable disease (per RECIST

i i ived 8 mg/kg prior to selection
version 1.1) 2 patients received 8 mg/kg prior to selectiol

of the 6-mg/kg dose for dose expansion

Data cutoff January 8, 2021

« Current analysis includes 24 patients treated at the 6-mg/kg dose
(n=22) and 8-mg/kg dose (n=2)*

- Treatment ongoing in 18 patients (75%); 6 patients (25%)
discontinued treatment, all due to disease progression$

i nent tumor tissu a ive analysis of TROP2 expr s current 13t 6 mokg; Progression includ
. i RECIST 1.1 gressior
tpsiciinical howNCTO October




TROPION-PanTumor01: Dato-DXd TNBC Cohort

TROPION-PanTumor01: Dato-DXd TNBC Cohort (April 6, 2021 Update)

Patients, n (%) N=21
Objective response rate 9(43)
w CRIPR (confirmed) 5(24) o
CRIPR (pending confirmation) 4(19)
& g e
Disease control rate! 20 95) g
w0 £ w
R Progressive disease 10 5
220 H
s, mm__________________ i
£ I Il :
§o 3 -
50 5 -
0 8
100 100
6 mgikg womgkg 1 2 3 4
8 mglkg 8 mgkg Data cutoft: January 8, 2021

ment. 1P
‘on-CRinon-PD:

« 43 patients with TNBC received 21 dose of Dato-DXd:
« 27 patients (63%) continuing
+ 16 patients (37%) discontinuing treatment (due to disease progression)
* Median age was 53 years (range, 32-82 years)
« 41 patients (95%) received 22 prior lines of therapy
« 19 patients (44%) received prior immunotherapy
* 7 (16%) received prior sacituzumab govitecan
» Median duration of treatment: 2.8 months (range, 0.7-6.9 months)
« Median follow-up 3.9 months (range, 0.3-9.2 months)

» Among 38 patients evaluable for response:
*« ORR by BICR: 39% (15 partial responses [PR]), with 12 confrmed and 3 pending
confirmation
« Disease control rate: 84% (32/38)
« Median time to response: 1.35 months (1.2-3.2 months) for 12 confirmed PRs

TROPION-PanTumor01: Dato-DXd TNBC Cohort (April 6, 2021 Update)

« All-cause treatment-emergent adverse events (TEAEs; any grade,
grade 23) were observed in 95% and 35% of patients, respectively; 2
events were grade 4 and 0 grade 5.

* The most common TEAEs (any grade [230%], grade 23) included
nausea (58%, 0%), stomatitis (53%, 9%), alopecia (35%, N/A),
vomiting (35%, 2%), and fatigue (33%, 7%).

3. Datopotamab deruxtecan i advancedmetastatic HER?- b ancer: Results from the phase 1 TROPION-PanTumor01 study.[abstract]In: SABCS: 2021 Dec 7: San Antonio. Abstract

Prevalence of HER2-low by HR Status

Additional ADCs in TNBC

Phase 1b Trial: Trastuzumab Deruxtecan for Heavily Pretreated HER2-
Low Advanced Breast Cancer

HER2 IHC examples
HER2-negative

HR+ Disease TNBC
HER2+ N=2485 IHC +2 \g20
8%
% IHC 0 IHC +1
37% 26% IHC 0
HER2-low IHC +1 6%
46%

IHC 0 OIHC +1mIHC +2

HER2- = 34% to 63% of breast cancer patients considered

HER2 negative under current guidelines express low
levels of HER2

Schetln F. ESMO Breast Cancer Virual Meeli P. Side ¢ Alex Prat, MD, PhD.

All Patients With HER2- HER2 IHC 1+ (n=24)

80 Low BC (n=48)

HER2 IHC 2+ (n=24)

01— T
20 M
0 | |||

Change in tumor size from
baseline (%)

*HR negative.
ORR: 37.0% ORR: 38.5% ORR: 35.7%
Median PFS: 11.1 mo
W IHC 2+ " IHC 1+




DESTINY-Breast04: Trastuzumab Deruxtecan vs Chemotherapy in

Previously Treated HER2-low BC

DESTINY-Breast04: Trastuzumab Deruxtecan vs Chemotherapy in

« International, randomized, open-label phase 3 study

21-day cycles
}

Women and men with
unresectable and/or metastatic
HER2-low breast cancer;
progression on endocrine therapy,
1-2 prior lines chemotherapy; no . 5
prior HERZ posity (HC3+ or N Chomotherspy® e, el of e

+

paclitaxel.
(planned N=540)

Trastuzumab deruxtecan
/' 5.4 mg/kg on Days 1 and 8

= Primary endpoints: PFS per BICR
= Secondary endpoints: OS, DOR, ORR, PFS per investigator

Previously Treated HER2-low BC

A. Progression-free Survival in Hormone Receptor-Positive Cohort

iz ot for oo ce o,

Hazard o for progossion o,
050 (65% G1,045.089) Prysicians Choce
P01
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Months

DESTINY-Breast04: Trastuzumab Deruxtecan vs Chemotherapy in

Previously Treated HER2-low BC

BEGONIA Study Design: TDxd + Durvalumab for HER2-low TNBC

C. Overall Survival in Hormone Receptor-Positive Cohort

10— Trastzammab Derustcan

- ‘W‘“” " Choies

or | S ) On August 5, 2022, the
TridseresenRnusRrasonanasayaanizas EDA approved
trastuzumab deruxtecan
to treat patients with
unresectable or
metastatic HER2-low

breast cancer

& o oo o
021 o6 35 1 0400 80)
P03

IR R R R R R R R R R R D
Months

* Metastatic TNBC Part 1
B Y i A e VAN | 1: Durva + paciitaxel (n=20)

disease 2: Durva + pac + capivasertib (AKT) (n=30)
- ECOGPS0-1 5:Durva + pac + oleclumab (CD73) (1=30)
« RECIST evaluable 6: Durva + DS-8201a (TDXG) (1=30)
« Patients may have relapsed 7: Durva + Dato-DxD (n=30)

from earlier stage disease but

must be >12 mo since prior Ams 2.6

taxane treatment iaD'i*Ty i
« Am6: akebiel Safety and toerabilty Primary endpoint: ORR

5: Locally confirmed pecaisliogesidary Secondary endpoint Secondary endpoint:safety and toerabilty,

(Arms 2-5) or 21 days ORR, PFS, DOR, 0S, PFS, DOR, OS, PFS at 6 mo

(Arms 6 and 7) with PK/ADA
<1DLT

Part 2 Expansion (TBD)
Durva Combination (n = 27)

ORR 257%
(17/30)

Part 1
Primary endpoint Part2:

HER2 IHC 1-2+ (ISH-)

jere removed before patient enroliment
this st

TDxd+ Durvalumab: Efficacy

- Responses were observed in PD-L1— 20
positive (confirmed ORR 1/1 [100%])
and PD-L1-negative (confirmed ORR 10
7110 [70.0%)]) groups

Patient who completed at least 1

sion from baseline (%)

on-treatment assessment, n i
Response evaluable analysis set, n* 12
Confirmed ORR, n (%)* 8/12(66.7) B
95% Cl 410,867 N
Complete response, n [)
Partial response, n 8
Best Response
Stable disease, n 8 4 Partal response (confimed)
Stable disease (25 weeks)
Progressive disease, n 1 Progressive disease PD-L1 expression 5% cutoff

801 Notyet ovaluabiet Urknoun W Negative  Posive N

. noe interval; D = Will there be a role for TDxd+ durvalumab in first-line HER2-low TNBC?
croree e Towd - weewzumas Wil @ctivity be greater than TDxd alone, even in PD-L1-negative patients?

Additional Ongoing Clinical Trials

* Phase 2
« Sacituzumab govitecan in localized TNBC (NeoStar)
« https://www.clinicaltrials.gov/ct2/show/NCT04230109
« Sacituzumab govitecan +/- pembrolizumab in metastatic TNBC
« https://www.clinicaltrials.gov/ct2/show/NCT04468061

« Sacituzumab govitecan in HER2-negative breast cancer and brain
metastases

« https://www.clinicaltrials.gov/ct2/show/NCT04647916




Approach to Therapy for Metastatic TNBC+ Disease:

Move to Personalization

v \4

Anti-TROP2 ADCs Into
Treatment Paradigms

) PD-L1+:
Strategies to Incorporate /v | sacituzamab govitecan
—

| PD-L1-: taxane or platinum || Eribulin, capecitabine, gemcitabine, navelbine

HER2-low: taxane or platinum ” Trastuzumab deruxtecan

High TVB: 10

| BRCAm or gPALB2: olaparib or talazoparib |

Potential Future
Strategies Datue2
. .

Common Anti-TROP2 ADC Adverse Events 9 Mitigating Anti-TROP2 ADC Adverse Events

« Black box warnings: neutropenia and diarrhea
« Severe or life-threatening neutropenia may occur

« Common AEs (incidence >25%)

« Neutropenia . Vomiting « Withhold SG for absolute neutrophil count below 1500/mm? or neutropenic fever
« Nausea . Constipation + Monitor blood cell counts periodically during treatment
. Diarrhea + Decreased appetite « Consider G-CSF for secondary prophylaxis

. « Initiate anti-infective treatment in patients with febrile neutropenia without delay
: Fahgue. * Rash « Severe diarrhea may occur
* Alopecia * Abdominal pain « Monitor patients with diarrhea and give fluid and electrolytes as needed
* Anemia « Administer atropine, if not contraindicated, for early diarrhea of any severity

« At onset of late diarrhea, evaluate for infectious causes and, if negative, promptly initiate
loperamide

« If severe diarrhea occurs, withhold SG until resolved to < Grade 1 and reduce subsequent doses

Additional Dose Modifications for Adverse Reactions With Anti-TROP2 &, Additional Dose Modifications for Adverse Reactions With Anti-TROP2
ADCs ADCs (cont)
Adverse Reaction Occurrence | Dose Modification Severe Nonneutropenic Toxicity .
Severe neutropenia g:de 4 nonhematologic toxicity of any duration First 25% dose reduction
Grade 4 neutropenia 27 days First 25% dose reduction and Any Grades 3-4 nausea, vomiting, or diarrhea due to treatment | Second | 50% dose reduction
OR administer G-CSF that is not controlled with antiemetics and antidiarrheal agents
Grade 3 febrile neutropenia S d 50% d ducti OR
(absolute neutrophil count <1000/mm?3and fever EEE & CLEED (EEUEED Other Grades 3-4 nonhematologic toxicity persisting >48 hours
>38.5°C) despite optimal medical management
E)R- OR Third Discontinue treatment

" q 5 M At time of scheduled , Grades 3-4 nor penit
At time of _sched_uled treatment_, Grades 3-4 Third Discontinue treatment hematologic o nonhematologic toxicity, which delays dose by 2
neutropenia, which delays dosing by 2 or 3 weeks or 3 weeks for recovery to < Grade 1

<
forrecovery to < Grade 1 In the event of Grades 3-4 nonneutropenic hematologic or
At time of scheduled treatment, Grades 3-4 nonhematologic toxicity, which does not recover to < Grade 1 First Discontinue treatment
neutropenia, which delays dosing beyond 3 weeks | First Discontinue treatment within 3 weeks
for recovery to < Grade 1
" drugsatda_o 020176111650000 501 A Stober 13, 20 — 5111550001 t




Case-Based Discussion

Systemic Regimens for Recurrent Unresectable (Local or Regional) or
Stage IV (M1) Disease

Case 1: Wendy

Wendy is a 64-year-old woman with PD-L1-negative TNBC and a

germline BRCA mutation who received adjuvant ACT chemotherapy

and has experienced locally advanced tumor progression

(supraclavicular recurrence) and then received PARP inhibition and

developed further local progression.

« Aside from radiation therapy, what potential treatment options do we
have to treat Wendy?

* Based on your treatment selection, what potential adverse events
should you monitor for and counsel on?

Systemic Treatment of Recurrent Unresectable (Local or Regional) or
Stage IV (M1) Disease: ER and/or PR Negative; HER2 Negative

HER2 Negative

Preferred Regimens t Regimens | Useful in Certain
* Anthracyclines + For HER2 IHC 1+ or 2+/ISH + Cyclophosphamide. * AC (doxorubicin/cyclophosphamide)

+ Doxorubicin negative: + Docetaxel + EC (epirubicin/cyclophosphamide)
-+ Liposomal doxorubicin + Trastuzumab deruxtecan + Albumin-bound paciitaxel - CMF (cyclophosphamide/
Taxanes (category 1) + Epirubicin methotrexate/fluorouracil)
+ Pacitaxel - For germiine BRCAL/2 mutations |+ Ixabepilone + Dogetaxellcapecitabine
- Antimetaboiites see additional targeted therapy. « GT (gemcitabinelpaciitaxel)
* Capecitabine options (BINV-R) *+ Gemcitabine/carboplatin
- Gemitabine « Platinum (for TNBC and germiine « Pacitaxellbevacizumab
* Microtubule inhibitors BRCAL/2 mutation) + Carboplatin + pacitaxel or alburin-
+ Vinorelbine - Carboplatin bound pacitaxel
- Enbuin + Cisplatin
+ Sacituzumab govitecan - For PD-L1-posiive TNBC, see
(for TNBC [category 1]) or additional targeted therapy options
HR+HER2-

Most patients wil be
candidates for multiple lines
of systemic therapy to
palliate advanced breast

B ncor, Al oath Consider no further cytotoxic

Continue reassessment, clinicians e o e supportve

therapy until Attemative systemic should assess value of N N o
Systemic therapy » | progression - 2 » | ongoing treatment, risks and

or unacceptable therapy benefits of an additional line idelines for

toxicity of systemic therapy, patient Sies o

performance status, and
patient preferences through
a shared decision-making
process

Case 2: Brenda

Systemic Regimens for Recurrent Unresectable (Local or Regional) or

Stage IV (M1) Disease

Brenda is a 59-year-old woman who has metastatic TNBC. After initial
first-line chemotherapy, she develops systemic progression and new
brain metastases. Workup reveals that the brain metastases are not
amenable to stereotactic radiosurgery.

» What potential options do we have to treat Brenda?
» What is the rationale for your choice of treatment?

HER?2 Negative

Preferred Regimens Other Regimens | Useful in Certain Ci
+ Anthracyclines + For HER2 IHC 1+ or 2+/ISH + Cyclophosphamide + AC (doxorubicin/cyclophosphamide)
+ Doxorubicin negative: + Docetaxel + EC (epirubicin/cyclophosphamide)

+ Liposomal doxorubicin + Trastuzumab deruxtecan + Albumin-bound paciitaxel + CMF (cyclophosphamide/
+ Taxanes (category 1) + Epirubicin methotrexate/fiuorouraci)
- Pacitaxel + For gemliine BRCAL/2 mutations | + Ixabepilone. - Docetaxel/capecitabine
+ Antimetabolites see addiional targeted therapy * GT (gemcitabine/paciitaxel)
+ Capecitabine. options (BINV-R) - Gemcitabine/carboplatin
- Gemitabine + Platinum (for TNBC and germiine - Pacitaxel/bevacizumab
+ Microtubule inhibitors BRCAL/2 mutation) + Carboplatin + pacitaxel or albumin-
+ Vinorelbine + Carboplatin bound paciiaxel
+ Eribuiin + Cisplatin
+ Sacituzumab govitecan + For PD-L1-positive TNBC, see

(for TNBC [category 1]) or additional targeted therapy options
HR+HER?-




Systemic Treatment of Recurrent Unresectable (Local or Regional) or

Stage IV (M1) Disease: ER and/or PR Negative; HER2 Negative

Most patients wil be
candidates for multple lines
of systemic therapy to
palate advanced breast
cancer. At each
reassessment, clinicians
should assess value of

> | ongoing treatment, risks and
benefits of an additional line
of systemic therapy, patient
performance status, and
patient preferences through
a shared decision-making
process

Consider no further cylotoxic:
therapy and continue supportive
Guideline for

Continue
therapy until
progression

or unacceptable
toxicity

Alternative systemic
therapy

Systemic therapy > -

or
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