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MEETING NEWS

Clinical Controversies: Experts debate topics in breast cancer treatment,
research

November 7 2022

Expert, and sometimes conflicting, opinions in breast cancer treatment are nothing new. But SABCS 2022
features a new way to present those opinions in two special Controversies sessions featuring “lightning
discussions” between experts in the field on three different topics.

The first of these two special sessions, Clinical Controversies, will be held on Wednesday, December 7 at
2:00 pm CT, in Hall 3 of the convention center. There will be two expert discussants for each of three topics;
the moderator is Lisa Carey, MD, ScM, FASCO, Deputy Director of Clinical Sciences, UNC Lineberger
Comprehensive Cancer Center.

“These experts are people who are extremely knowledgeable in areas of clinical debate and may have
differing perspectives,” Dr. Carey said. “They can frame the relevant issues and why there is controversy. ' Lisa Carey, MD, ScM, 1
They will also give their personal opinions of the strength of the existing data and how they approach these FASCO

issues in their practices.”
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Anti-tumour Treatment

Targeting brain metastases in breast cancer
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Hypothesized Mechanism of Spread to the Central Nervous

System by Breast Cancer Cells
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Optimal Drug Design for Targeting Brain Metastases

Good BBB penetration Minimized active efflux
(lipophilic/non-polar, (e.g., scarce P-glycoprotein
for passive permeability) and BCRP recognition)
—
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BBB = blood-brain barrier; ICF = intracellular fluid; CSF = cerebrospinal fluid; ISF = interstitial fluid JC !slkg
Corti C et al. Cancer Treat Rev 2022;103:102324.
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Treatment Algorithm for Patients with Brain Metastases (BMs)
from Breast Cancer

BMs from Breast Cancer
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ARTICLE
A biomarker of aging, pl6, predicts peripheral neuropathy in
women receiving adjuvant taxanes for breast cancer

Natalia Mitin', Kirsten A. Nyrop®>, Susan L. Strum', Anne Knecht', Lisa A. Carey(®*>, Katherine E. Reeder-Hayes*>, E. Claire Dees?>,
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ORIGINAL ARTICLE Cancer 2022 October 12;[Online ahead of print].

Burden of lymphedema in long-term breast cancer survivors
by race and age

Yumeng Ren ScM*® | Michael A. Kebede MPH! | Adeyemi A. Ogunleye MD? |
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Meet The Professor with Dr Carey

MODULE 1: Case Presentations

Dr Lamar: 78-year-old woman presents with triple-positive breast cancer and a suspicious mass in the liver

Dr Nathwani: 44-year-old woman with ER/PR-negative, HER2-positive metastatic breast cancer with CR to THP
develops multiple brain metastases 3 months later

Dr Gosain: 36-year-old woman with triple-positive breast cancer develops brain metastases 5 years after
primary neoadjuvant treatment

Dr Agrawal: 45-year-old woman with ER/PR-positive, HER2-low (IHC 1+) metastatic breast cancer experiences
PD after abemaciclib/OFS and an Al

Dr Choksi: 62-year-old woman with ER/PR-positive, HER2-negative localized breast cancer develops triple-
positive metastatic breast cancer

Dr Peswani: 50-year-old woman with 1.2-cm triple-positive breast cancer underwent mastectomy (surgical
specimen HER2-negative) and adjuvant TH. Now presents with HER2-negative localized recurrence
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Case Presentation: 78-year-old woman presents with triple-
positive breast cancer and a suspicious mass in the liver

Dr Zanetta Lamar (Naples, Florida) RTP
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Case Presentation: 44-year-old woman with ER/PR-negative,
HER2-positive metastatic breast cancer with CR to THP
develops multiple brain metastases 3 months later

Dr Niyati Nathwani (Charlotte, North Carolina)
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Case Presentation: 36-year-old woman with triple-positive

breast cancer develops brain metastases 5 years after
primary neoadjuvant treatment

LN e T

Dr Rahul Gosain (Corning, New York)

RTP
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Case Presentation: 45-year-old woman with ER/PR-positive,
HER2-low (IHC 1+) metastatic breast cancer experiences PD
after abemaciclib/OFS and an Al

Dr Laila Agrawal (Louisville, Kentucky)




Case Presentation: 45-year-old woman with ER/PR-positive,
HER2-low (IHC 1+) metastatic breast cancer experiences PD
after abemaciclib/OFS and an Al (continued)

Dr Laila Agrawal (Louisville, Kentucky)




Case Presentation: 62-year-old woman with ER/PR-positive,
HER2-negative localized breast cancer develops triple-positive
metastatic breast cancer

Dr Mamta Choksi (New Port Richey, Florida) RTP
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Case Presentation: 50-year-old woman with 1.2-cm triple-
positive breast cancer underwent mastectomy (surgical
specimen HER2-negative) and adjuvant TH. Now presents
with HER2-negative local recurrence

Dr Namrata Peswani (Richardson, Texas)




Meet The Professor with Dr Carey

Introduction: Journal Club with Dr Carey

MODULE 1: Case Presentations

MODULE 2: Faculty Survey

MODULE 3: Ongoing Trials; Reported Data; Review Articles

RESEARCH
TO PRACTICE



A 65-year-old woman with an ER-negative, HER2-positive IDC experiences
asymptomatic recurrence in the liver and multiple brain metastases 12
months after completing neoadjuvant TCHP followed by adjuvant T-DML1.
Would you use radiation therapy (RT)? Regulatory and reimbursement
issues aside, which systemic treatment would you recommend?

Yes, RT followed by

| ) Dr Brufsky tucatinib + trastuzumab/ Yes, RT followed by

capecitabine paclitaxel/HP

No, defer RT and administer -
ﬂ\ ’ - Yes, RT followed b
[JQ | Dr Carey tucatinib + trastuzumab/ RS VIR TN LD ! y
"W b

T-DXd

capecitabine

Yes, RT followed by
No, defer RT and - "
administer T-DXd < ' Dr Pegram tucatinib + trastuzumab/

@ Prof Curigliano ‘
A Nt capecitabine

T-DXd = trastuzumab deruxtecan




A 65-year-old woman with an ER-negative, HER2-positive IDC experiences
asymptomatic recurrence in the liver and 3 small brain metastases that are
amenable to stereotactic radiation therapy 12 months after completing
neoadjuvant TCHP followed by adjuvant T-DM1. Would you use SBRT?

Regulatory and reimbursement issues aside, which systemic treatment
would you recommend?

-~ Yes, SBRT followed by N\ No, defer SBRT and
"} Dr Brufsky tucatinib + trastuzumab/ Dr Lin administer

paclitaxel/HP

capecitabine

m Yes, SBRT followed (.. .) Yes, RT followed
' ! & rQ’ |"I hn
lﬁg Dr Carey by THP ) s by T-DXd

-

Yes, SBRT followed by
B prot curigliono IR Ranibail (= Dr Pegram T-DXd or tucatinib-
Ay administer T-DXd

e based tx

SBRT = stereotactic body radiation therapy




A woman who has completed 5 years of an adjuvant aromatase
inhibitor for ER-positive, HER2 IHC 2+, FISH-negative breast cancer
develops asymptomatic, low-volume, nonvisceral metastases 3
years later. Regulatory and reimbursement issues aside, when
would you most likely offer trastuzumab deruxtecan?

) Dr Brufsky

After 1 line of 1 , After 1 line of
Dr Lin
chemotherapy chemotherapy

After 2 lines of 0 T After 2 lines of

endocrine therapy 3, endocrine therapy
After 1 line of endocrine ¥
therapy, after 1 line of < ' Dr Pegram
chemotherapy At

After 1 line of
chemotherapy




A woman undergoes neoadjuvant chemotherapy and surgery for
BRCA wild-type, ER-negative, HER2 IHC 2+, FISH-negative breast
cancer and develops asymptomatic, low-volume, nonvisceral
metastases while receiving adjuvant capecitabine. Regulatory and

reimbursement issues aside, when would you most likely offer
trastuzumab deruxtecan?

™ \
"} Dr Brufsky As third-line therapy Dr Lin As second-line therapy

As second-line therapy RESAMIELENILESEN  As third-line therapy

)

-

_ £ . As first-line if PD-L1(-),
As second-line therapy & Or Fegram second-line if PD-L1(+)




Regulatory and reimbursement issues aside, would you offer
trastuzumab deruxtecan to a patient with HER2 IHC 0 metastatic
breast cancer (mBC) with a HER2 mutation?

™ \

@ Prof Curigliano Yes - Dr Pegram
A £3)




A 65-year-old woman presents with a 3.4-cm ER-positive, HER2-positive

IDC with biopsy-proven positive axillary nodes, receives neoadjuvant
TCHP and at surgery is found to have 1.2 cm of residual tumor in the

breast and 2 positive nodes. Regulatory and reimbursement issues aside,
which adjuvant anti-HER2 therapy would you recommend?

7~ \
o) Dr Brufsky T-DM1 - neratinib Dr Lin T-DM1

llﬁ T-DM1 @ Dr O’Shaughnessy T-DM1 - neratinib

é ) 9

!% Prof Curigliano UL VG or b pr Pegram T-DM1 - neratinib
4 followed by neratinib [§S

RTP
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A patient presenting with localized HER2-positive (IHC 3+) breast
cancer presents with metastatic disease after prior neoadjuvant
and postoperative adjuvant treatment. Would a liquid biopsy
finding of HER2 0 change your approach to treatment?

-~ No, | would continue '- No, | would continue
"} Dr Brufsky to use anti-HER2 to use anti-HER2

therapy as before therapy as before

m No, | would confirm result - No, | would confirm result
. . . - = . . .

["g { Dr Carey with tissue biopsy before =¥ Dr O’Shaughnessy IRVH{ RIIIN Jle] A T {11

g L

changing therapy changing therapy

No, | would continue §¥ No, | would continue
@ Prof Curigliano to use anti-HER2 & ' Dr Pegram to use anti-HER2
A therapy as before EX% therapy as before
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Systemic Therapy for Advanced Human
Epidermal Growth Factor Receptor 2—Positive
‘Breast Cancer: ASCO Guideline Update

Sharon H. Giordano, MD, MPH?!; Maria Alice B. Franzoi, MD?; Sarah Temin, MSPH3; Carey K. Anders, MD*;

Sarat Chandarlapaty, MD, PhD?®; Jennie R. Crews, MD®; Jeffrey J. Kirshner, MD?; lan E. Krop, MD, PhD?®; Nancy U. Lin, MD?;
Aki Morikawa, MD, PhD®; Debra A. Patt, MD, MPH, MBA!°; Jane Perlmutter, PhD'!; Naren Ramakrishna, MD, PhD'?; and
Nancy E. Davidson, MD*3

e109ds 0DsV

SO[O1)IR |

J Clin Oncol 2022 August;40:2612-35.




Updated Results of Tucatinib vs Placebo Added to
Trastuzumab and Capecitabine for Patients with
Pretreated HER2+ Breast Cancer with and without
Brain Metastases (HER2CLIMB)

Curigliano G et al.
ASCO 2022;Abstract 1043.




HER2CLIMB-02 Phase lll Trial Design

Estimated enrollment: N = 460

Tucatinib + T-DM1
* Unresectable locally advanced or metastatic |
breast cancer
* HER2-positive
* Prior treatment with taxane and trastuzumab
in any setting, separately or in combination Placebo + T-DM1

Primary endpoint: PFS by investigator assessment

RESEARCH
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www.clinicaltrials.gov. NCT03975647. Accessed August 2022.



HER2CLIMB-05 Phase Il Study Schema

1L HER2+ unresectable LA/MBC

Completed induction therapy:
Trastuzumab

Tucatinib®
+ trastuzumab®c
+ pertuzumab®?
every 21 days

+ pertuzumab
+ taxane

4-8 cycles

Placebo?
+ trastuzumab®®
+ pertuzumabc
every 21 days

Primary endpoint
PFS by investigator

Key secondary endpoint
0sS

Cycle 1 . Cycle 2
D1 D8 D15 . D22 D29
1 1 1 ! 1 1 '
Tucatinib 300 mg/placebo PO BID
Trastuzumab + pertuzumab A A

Hamilton E et al. ASCO 2022;Abstract TPS1108.
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>~ Management of Advanced Human

.. Epidermal Growth Factor Receptor 2—Positive

2 Breast Cancer and Brain Metastases: ASCO

- Guideline Update

©) . Sarat Chandarlapaty, MD, PhDS; Jennie R. Crews, MD’; Nancy E. Davidson, MD®; Maria Alice B. Franzoi, MD®; Jeffrey J. Kirshner, MD

J Clin Oncol 2022 August;40:2636-55.




Phase 2 Trial of Tucatinib plus Trastuzumab
Deruxtecan in Patients with HER2+ Locally Advanced
or Metastatic Breast Cancer with and without Brain
Metastases (HER2CLIMB-04, Trial in Progress)

Krop | et al.
ASCO 2022;Abstract TPS1111.




HER2CLIMB-04: Phase Il Trial of Tucatinib +
Trastuzumab Deruxtecan in Patients with HER2+
Locally Advanced or Metastatic Breast Cancer with
and without Brain Metastases

Carey L et al.
ESMO 2021;Abstract 331TiP.




HER2CLIMB-04 Study Design

Safety Lead-in Post-safety Lead-in
(N=10) (N=60)
Cohort A
(n=~30)
Patients Primary endpoints
without a * cORR per
Tucatinib SMC : -
. history of brain RECIST1.1b
Review? o
Unresectable, 300 mg PO BID metastases INV assessment

locally +
advanced, Trastuzumab

Secondary endpoints
PFS, DOR, DCR
Cohort B by INV assessment
(n=~30) per RECIST 1.1
Patients OS
with a Safety
history of brain
metastases

or metastatic deruxtecan
HER2+ 5.4 mg/kg IV on
breast cancer Day 1 of each
21-day cycle

2lf there are no safety signals in the safety lead-in (=1 cycle), 50 additional patients will be enrolled in the post-safety lead-in.

JC Lis

JOURNAL CLUB TO PRACTICE

Carey L et al. ESMO 2021;Abstract 331TiP.



HER2CLIMB-04: CNS Eligibility Criteria

Key CNS Inclusion Criteria

« Patients with a history of brain
metastases must have 1 of the following:

o Untreated brain metastases not needing
immediate local therapy
o Previously treated brain metastases
* Brain metastases previously treated with local
therapy may either be stable or may have
progressed since prior local CNS therapy

« Patients treated with CNS local therapy for newly
identified or previously treated progressing
lesions found on contrast brain MRI performed
during screening for this study may be eligible to
enroll if all the predefined criteria are met

Key CNS Exclusion Criteria

« Based on medical history and screening contrast
brain MRI, patients must not have any of the
following:

[e]

o

o

Brain metastases requiring immediate local therapy
Untreated brain lesions >2.0 cm in size®

Ongoing treatment with corticosteroids for control of
symptoms of brain metastases at a total daily dose of

>2 mg dexamethasone or equivalent

Known or suspected leptomeningeal disease

Poorly controlled generalized or complex partial seizures, or
manifest neurological progression due to brain metastases

3A full list of brain metastases inclusion and exclusion criteria can be found at: https://www.clinicaltrials.gov/ct2/show/NCT04539938.
®Unless discussed with medical monitor and approval for enrollment is given.

Carey L et al. ESMO 2021;Abstract 331TiP.
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Trastuzumab-Deruxtecan (T-DXd) in HER2-Positive
Breast Cancer Patients (Pts) with Active Brain

Metastases: Primary Outcome Analysis from the
TUXEDO-1 Trial

Bartsch R et al.
ESMO Breast 2022;Abstract 165MO.




Primary Endpoint

Objective Response Rate (RANO-BM criteria)
ORR (intention-to-treat population; n=15): 73.3% (95% CI 48.1-89.1)

: One patient with dural metastases
g o _
L .
i RR (per-protocol-population; n=14): 78.6%
xZ‘/ ................... e Jovus} baswn-oswd fanach hiesus L heesd
; 50
% 75
-100 ~
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Bartsch R et al. ESMO Breast 2022;Abstract 165MO.



N Engl J Med 2022 March 24;386:1143-54.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘|

Trastuzumab Deruxtecan versus
Trastuzumab Emtansine for Breast Cancer

J. Cortés, S.-B. Kim, W.-P. Chung, S.-A. Im, Y.H. Park, R. Hegg, M.H. Kim,
L.-M. Tseng, V. Petry, C.-F. Chung, H. lwata, E. Hamilton, G. Curigliano, B. Xu,
C.-S. Huang, J.H. Kim, J.W.Y. Chiu, J.L. Pedrini, C. Lee, Y. Liu, J. Cathcart, E. Bako,
S. Verma, and S.A. Hurvitz, for the DESTINY-Breast03 Trial Investigatiors*
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DESTINY-Breast03: Progression-Free Survival

100~
90
80+ Median 12-Mo
el Progression-free Progression-free
‘qé; o Survival Survival
E 60 Trastuzumab deruxtecan (N=261) (95% Cl) (95% Cl)
s l\_ mo %
o 901 Trastuzumab NR (18.5-NE)  75.8 (69.8-80.7)
)
S Deruxtecan
o oy - Trastiiziimab 6:8(56282) 341(27.7-405)
5 i ""_“_“‘_._ Emtansine
9 d
e ———
20+ Trastuzumab emtansine (N=263) Hazard ratio for disease progression
or death, 0.28 (95% Cl, 0.22-0.37)
L P<0.001
0 | | | I I I I I | | | | I I I |
0 2 - 6 8 10 12 14 16 13 20 22 24 26 28 30 32
Months
No. at Risk
Trastuzumab 261 250 240 214 200 168 150 112 79 53 36 25 10 5 2
deruxtecan
Trastuzumab 263 200 155 108 93 65 51 37 29 21 12 6 1 1 1 1 0
emtansine

RTP
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Cortés Jetal. N Engl J Med 2022;386(12):1143-54.



DESTINY-Breast03: First Interim Analysis of Overall Survival

100+
90
g Trastuzumab deruxtecan (N=261)
T & Median
o — = — Overall 12-Mo Overall
% 20 Trastuzumab emtansine (N=263) Survival Survival
-; 60 (95% Cl) (95% ClI)
mo %
2 6
.§ 50+ Trastuzumab NE (NE-NE) 94.1 (90.3-96.4)
;_6 Deruxtecan
g 40- Trastuzumab NE (NE-NE)  85.9 (80.9-89.7)
@ Emtansine
o 30+
S8 Hazard ratio for death, 0.55
& 20- (95% Cl, 0.36-0.86)
5 P=0.007
& 10-
0 L N N B N B AN B RN N NN BN R BN ENN B R BN R BN NN B RN BN NN BN N B N B B R R — |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
No. at Risk
Trastuzumab 261 256 254 249 243 237 218 180 133 86 56 42 24 11 762210
deruxtecan
Trastuzumab 263 253 243 236 231 224 188 151 120 75 52 32 18 5 3.3 1. 10
emtansine

RTP
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Cortés Jetal. N Engl J Med 2022;386(12):1143-54.



DESTINY-Breast09 Phase Ill Trial Design

Estimated enrollment: N =1,134

T-DXd
Pathologically documented breast cancer: +
> ACIETEEE| O MEEBETE pertuzumab-matching placebo
* Locally assessed and prospectively centrally
confirmed as IHC 3+ or ISH+
— T-DXd + pertuzumab

* Documented by local testing as HR-positive
or negative in the metastatic setting

No prior chemotherapy or HER2-targeted

therapy for advanced or metastatic disease or
only 1 previous line of ET in the metastatic — or paclitaxel combined with

setting pertuzumab/trastuzumab

Investigator choice of docetaxel

Prior (neo)adjuvant chemotherapy or HER2-
targeted therapy allowed if >6 months from
treatment to diagnosis of metastasis
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www.clinicaltrials.gov. NCT04784715. Accessed August 2022.



DESTINY-Breast07 Phase /1l Trial Design

. T-DXd + durvalumab
Estimated enrollment: N = 450 T-DXd + pertuzumab
* Metastatic breast cancer
T-DXd + paclitaxel

A 4

* HER2-positive

* No prior treatment for metastatic disease
(0-1 prior treatment allowed for part 2)

Il . T-DXd + durvalumab + paclitaxel

— T-DXd
Part 2, patients with active brain metastases =)
s T-DXd + tucatinib

Primary endpoints: AEs, serious AEs

Secondary endpoints: Objective response rate, PFS, PFS2, DoR, OS

RESEARCH
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www.clinicaltrials.gov. NCT04538742. Accessed August 2022.



iy

2022ASCO
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Trastuzumab deruxtecan (T-DXd)
vs treatment of physician’s choice in patients with
HER2-low unresectable and/or metastatic breast cancer:
Results of DESTINY-Breast04, a randomized, phase 3 study

Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, NY, USA
June 5, 2022

Additional authors: William Jacot, Toshinari Yamashita, Joo Hyuk Sohn, Maria Vidal, Eriko Tokunaga, Junji Tsurutani,
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Trastuzumab Deruxtecan in Previously Treated HER2-Low
Advanced Breast Cancer

S. Modi, W. Jacot, T. Yamashita, J. Sohn, M. Vidal, E. Tokunaga, J. Tsurutani, N.T. Ueno, A. Prat, Y.S. Chae,
K.S. Lee, N. Niikura, Y.H. Park, B. Xu, X. Wang, M. Gil-Gil, W. Li, J.-Y. Pierga, S.-A. Im, H.C.F. Moore, H.S. Rugo,
R. Yerushalmi, F. Zagouri, A. Gombos, S.-B. Kim, Q. Liu, T. Luo, C. Saura, P. Schmid, T. Sun, D. Gambhire, L. Yung,
Y. Wang, J. Singh, P. Vitazka, G. Meinhardt, N. Harbeck, and D.A. Cameron, for the DESTINY-Breast04 Trial Investigators*
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T-DXd Mechanism of Action, Bystander Effect and Rationale for
Targeting HER2-Low Breast Cancer

T-DXd'?

/ Neighboring
=7 @ T-0xd binds | umorCol
to HER2 \
s ~ Tumor Cell \ |
i S N o Tumor |
_ —~__ celldeath \
5 \ 8:1 drug-to- \
antibody ratio e T-DXd
Highly potent ' '

topoisomerase |
inhibitor payload

internalized
Cleavable linker

o Topoisomerase |
\ inhibitor enters _ TR
[ liuciots pu 6 Membrane-
e Linker cleaved, P } permeable
releasing /‘ payload results
topoisomerase | /, J v o\ . in bystander
inhibitor H— ’ o[}
Internalization of T-DXd leads to release of the DXd \ \\‘\ '/
payloaq and §ubsequent cell death in the target tumor cell wit S5 ‘J HER2 protein X i
and neighboring tumor cells through the bystander effect'2

effect

,f'.,
- - »
»

\

, Topoisomerase | inhibitor payload

Adapted with ission fi Modi S I. J Clin Oncol 2020;38:1887-96 C;\BY ND 4.0
* Results from a phase 1b study have reported efficacy of T-DXd in heavily pretreated patients
(N = 54) with HER2-low mBC, with a mPFS of 11.1 months and an ORR of 37.0%3

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20.
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DESTINY-Breast04: PFS for HR-Positive (Primary Endpoint) and
All Patients

Hormone receptor—positive All patients

100 A

- 100 .
7 Hazard ratio: 0.51 Hazard ratio: 0.50
- } 95% Cl, 0.40-0.64 - 95% Cl, 0.40-0.63
< \ P <0.0001 < P < 0.0001
‘_Eu 80 } é- 80
= 3
3 3
o °
. T-DXd a T-DXd
©
2 mPFS: 10.1 mo g mPFS: 9.9 mo
@ @
g 40 8
t g
c c
2 S
: » 5
3 &
. T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
No. at Risk Months No. at Risk Months

T-DXd (n=331): 331324 290 265 262 248 218 198 182 165 142128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0  T-DXd(n=373); 373365325295 290 272 238 217 201 183 156 142118100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
TPC (n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC (n=184): 184166119 93 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1 0

mPFS = median progression-free survival
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Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20. e



DESTINY-Breast04: Common Drug-Related TEAEs

Nausea| 73

I
T T
.
= 0
< ol
-
«
ST

24
42
33
10
51
Anemiac 23
16
9
23
31
18
13
|

Decreased appetite
Thrombocytopeniad
Transaminases increased®
Leukopeniaf

Diarrhea

Constipation

Il T-DXd, Any Grade
[l T-DXd, Grade =3
.~ TPC, Any Grade
B TPC, Grade 23

| I I I T I I
80 60 40 20 0 20 40 60
Patients Experiencing Drug-Related TEAE (%)

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20.
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DESTINY-Breast04: Adverse Events of Special Interest

Adjudicated as drug-related ILD/pneumonitis?

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

T-DXd (n = 371) 131(3:5) 24 (6.5) S51({23) 0 3 (0.8) 45 (12.1)
1(0.6) 0 0 0 0 1 (0.6)

Left ventricular dysfunction®

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

Ejection fraction decreased

T-DXd (n = 371) 1(0.3) 14 (3.8) 1(0.3) 0 0 16 (4.3)

TPC (n=172) 0 0 0 0 0 0

Cardiac failure®

T-DXd (n = 371) 0 1(0.3) 1(0.3) 0 0 21(015)

TPC (n=172) 0 0 0 0 0 0

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20.
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DESTINY-Breast08 Phase | Trial Design

Estimated enrollment: N = 182

BN T-DXd + capecitabine
* Metastatic breast cancer (mBC)
e HER2-low (IHC 2+/ISH- or IHC 1+/ISH- or —  T-DXd + durvalumab + paclitaxel
untested)
* HR-positive . T-DXd + capivasertib
* At least 1 prior line of ET +/- targeted therapy
and 1 prior line of chemotherapy for mBC [ T-DXd + anastrozole
(Part 1)
* Only 1 prior line of ET +/- targeted therapy — T-DXd + fulvestrant

and no prior chemotherapy for mBC (Part 2)

Primary endpoints: Adverse events, serious adverse events

Secondary endpoints: Objective response rate, progression-free survival, duration of
response, overall response
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www.clinicaltrials.gov. NCT04538742. Accessed August 2022.
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Sacituzumab govitecan efficacy

in HR+/HER2- metastatic breast cancer by
HER2 immunohistochemistry

status in the phase 3 TROPiICS-02 study

Peter Schmid,! Javier Cortes,? Frederik Marmé,3 Hope S. Rugo,* Sara M. Tolaney,’
Mafalda Oliveira,® Delphine Loirat,” Komal Jhaveri,® Oh Kyu Yoon,? Monica Motwani,’ Hao Wang,’
Rosemary Delaney,° Aditya Bardia'’

Center (IBCC), Quiron Group, Madrid & Barcelona, Spain; 3Heidelberg University, University Hospital Mannheim,
Heidelberg, Germany; “University of California San Francisco Helen Diller Family Comprehensive Cancer Center,
San Francisco, CA, USA; 3Dana-Farber Cancer Institute, Boston, MA, USA; ¢Vall d'Hebron University Hospital and 2 b
Vall d’Hebron Institute of Oncology, Barcelona, Spain; ’Institut Curie, Paris, France; 3Memorial Sloan-Kettering ;
Cancer Center, New York, NY, USA; °Gilead Sciences, Inc, Foster City, CA, USA; °Gilead Sciences, Inc, Morris
Plains, NJ, USA; ""Massachusetts General Hospital Cancer Center, Harvard Medical School, Boston, MA, USA

'Barts Cancer Institute, Queen Mary University of London, London, United Kingdom; ZInternational Breast Cancer ] ’v‘ NW
/\I/\
b

Presenter: Dr. Frederik Marmeé

Saturday, September 10, 15:40 - 15:45
FPN 214MO
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Phase Il TROPiCS-02 Trial Schema and Post Hoc Analysis

Treatment was continued until progression or unacceptable toxicity
Metastatic or locally recurrent : ] Endpoints
inoperable HR+/HER2- breast cancer Sacituzumab govitecan _
that progressed after? 10 mg/kg IV Primary
days 1 and 8, every 21 days « PFS by BICR
« At least 1 endocrine therapy, taxane, n=272 Secondary
and CDK4/6 inhibitor in any setting —{ « OS
« At least 2, but no more than 4, lines of Treatment of physician’s choice® + ORR, DOR, CBR
chemotherapy for metastatic disease (capec_ltab_lne, V|n0|_'elb|_ne, by LIR and BICR
gemcitabine, or eribulin) . PRO
* Measurable disease by RECIST 1.1 n=271 -
+ Safety
N=543 Stratification:

*  Visceral metastases (yes/no)
* Endocrine therapy in metastatic setting 26 months (yes/no)
*  Prior lines of chemotherapies (2 vs 3/4)

e For this post hoc subgroup analysis, local IHC and ISH results for the ITT population of TROPICS-02 were analyzed retrospectively to determine SG efficacy by HER2
IHC status:

. 52% were HER2-Low (IHC1+, IHC2+ [ISH-negative/unverified®]): N=283 (SG, n=149; TPC, n=134)
*  40% were HER2 IHCO: N=217 (SG, n=101; TPC, n=116)
® 8% were excluded from the analysis due to missing HER2 IHC status: N=43 (SG, n=22; TPC, n=21)

aDisease histology based on the ASCO/CAP criteria. *Single-agent standard-of-care treatment of physician’s choice was specified prior to randomization by the investigator. ¢39 patients with HER2 IHC2+ did not have ISH data documentation available
for verification and were presumed to be HER2-Low, consistent with the trial eligibility criteria to enroll HER2-negative patients. A separate sensitivity analysis excluding the 39 ISH-unverified patients was also performed, with consistent results.

HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; ITT, intention-to-treat; SG, sacituzumab govitecan; Trop-2, trophoblast cell surface antigen 2.

1. Rugo HS,et al. J Clin Oncol. 2022. doi: 10.1200/JC0.22.01002. (epub ahead of print).
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TROPiICS-02: Post Hoc Analysis of PFS with Sacituzumab Govitecan
in the HER2-Low Subgroup

HER2-Low? ITT!
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*  Within the HER2-Low population, median PFS with SG vs TPC for the IHC1+ and IHC2+ subgroups was 7.0 vs 4.3 (HR, 0.57) and
5.6 vs 4.0 (HR, 0.58) months, respectively

*  The hazard ratio for median PFS in a sensitivity analysis of the HER2-Low subgroup (excluding ISH-unverified®) was similar (HR, 0.53)

3HER2-Low defined as IHC1+, or IHC2+ and ISH-negative/unverified.

b39 patients with HER2 IHC2+ did not have ISH data documentation available for verification and were presumed to be HER2-low, consistent with the trial eligibility criteria to enroll HER2-negative patients.

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.

1. Rugo HS, et al. J Clin Oncol. 2022. doi: 10.1200/JC0O.22.01002. (epub ahead of print). Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/human epidermal growth factor receptor 2-negative metastatic breast cancer. J Clin Oncol. 2022. doi:
10.1200/JC0.22.01002. Reprinted with permission from American Society of Clinical Oncology.
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TROPiCS-02: Post Hoc Analysis of Overall Response with
Sacituzumab Govitecan by HER2 Status

‘ HER2-Low? | HER2 IHCO ‘ IFE"

ORR, n (%) 38 (26) 16(12 16 (16) 17(15 &7 [ 21) 38 (14)
Odds ratio (95% CI) 2.52 (1.33-4.78) 1.10 (0.52-2.30) 1.63 (1.04-2.55)
Best overall response, n (%)
CR 2{1) 0 0 0 2(1) 0
PR 36 (24) 16 (12) 16 (16) 17 (15) 55 (20) 38 (14)
SD 73 (49) 61 (46) 96 (59) 39 (34) 142 (52) 106 (39)
SD 26 mo 18 (12) 10 (7) 15 (15) 8 (7) 35(13) 21 (8)
PD 29 (19) 36 (27) 23 (23) 38 (33) 98 (21) 76 (28)
NE 9 (6) 21 (16) 6 (6) 22 (19) 15 (6) 51 (19)
CBR, n (%) 56 (38) 26 (19) 31 (31) 291(22) 92 (34) 59 (22)
Odds ratio (95% CI) 2.50 (1.46-4.30) 1.61 (0.87-2.97) 1.84 (1.25-2.69)
Median DOR, mo (95% CI) 74(58-89) 4.1((28-6.1) 81(4.1-NE) 6.1(2.8-8.3) 7.4(6.5-86) 5.6(3.8-7.9)

aHER2-Low defined as IHC1+, or IHC2+ and ISH-negative/unverified.

CBR, clinical benefit rate; CR, complete response; DOR, duration of response; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; ITT, intention-to-treat; NE, not evaluable; ORR, objective
response rate; PR, partial response; SD, stable disease; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.

1. Rugo HS, et al. J Clin Oncol. 2022. doi: 10.1200/JC0.22.01002. (epub ahead of print).
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A011801 (CompassHER2 RD): Postneoadjuvant
T-DM1 + Tucatinib/Placebo in Patients with
Residual HER2-Positive Invasive Breast Cancer

O’Sullivan CCM et al.
ASCO 2021;Abstract TPS595.




A011801 Schema

NATIONAL
CANCER
INSTITUTE

Residual
invasive HER2+
Breast Cancer
(BC) After
neoadjuvant

chemotherapy
And HER2-

directed
treatment

Registration

=1

Primary Objective: iDFS HER2+ (all)

O’Sullivan CCM et al. ASCO 2021;Abstract TPS595.

T-DM1
and
placebo x
14 cycles

T-DM1
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cycles
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DECRESCENDO Phase Il De-escalation Study Design

Neoadjuvant treatment Surgery Adjuvant treatment
' ' J.year RFS
*Optional additonal cyces if needed : (n=500
due to surgical delay HER2-E)
+
Follow-up
(4 years)

Residual
disease

Radiotherapy: mandatory after BCS and per local guidelines following
mastectomy; will be administered concomitantly with ant-HER2 therapy.

Primary endpoint 3-year recurrence-free survival (RFS) in patients with HER2-E

Inclusion criteria
T tumors who achieve pCR (RCB=0) after neoadjuvant treatment

* Candidates for neoadjuvant treatment

* Early HER2+ (IHC 3+ or FISH), HR- (ER<1% and PR<1%) per
local assessment

* Tumor size between 15 and 50mm

* Node 0 (micro metastasis not accepted)

Key secondary endpoint |* 3-year RFSin all patients with pCR (RCB=0).

Secondary endpoints * pCR rates in the overall population and by primary tumor dimension.
* Short-and long-term safety of paclitaxel, docetaxel, P+T FDC SC, T-DM1.
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Debien V et al. ASCO 2022;Abstract TPS621.



Clin Cancer Res 2022 April 1;28(7):1258-67.
CLINICAL CANCER RESEARCH | CLINICAL TRIALS: TARGETED THERAPY

The Phase Il MutHER Study of Neratinib Alone and in
Combination with Fulvestrant in HER2-Mutated,

Non-amplified Metastatic Breast Cancer

Cynthia X. Ma"?, Jinggin Luo?®, Rachel A. Freedman?®, Timothy J. Pluard®, Julie R. Nangia®, Janice Lu’,
Frances Valdez-Albini®, Melody Cobleigh®, Jason M. Jones'®, Nancy U. Lin%, Eric P. Winer?,

P. Kelly Marcom", Shana Thomas', Jill Anderson', Brittney Haas', Leslie Bucheit'?, Richard Bryce',
Alshad S. Lalani'®, Lisa A. Carey'®, Matthew P. Goetz'™, Feng Gao*?, Gretchen Kimmick", Mark D. Pegram'®,
Matthew J. Ellis", and Ron Bose'?
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Effects of Diarrheal Prophylaxis or Dose Escalation on
Neratinib-Associated Diarrhea and Tolerability in
Patients with HER2+ Early-Stage Breast Cancer: Final
Findings from the CONTROL Trial

Chan A et al.
ESMO Breast 2022;Abstract P73.




. NPJ Breast Cancer 2022 May 24;8(1):68.
npj ‘ breast cancer www.nature.com/npjbcancer

ARTICLE
Adaptive immune signature in HER2-positive breast cancer in

NCCTG (Alliance) N9831 and NeoALTTO trials

Saranya Chumsri(®' ™, Zhuo Li?, Daniel J. Serie?, Nadine Norton?, Afshin Mashadi-Hossein (3, Kathleen Tenner®, Heather Ann Brauer?,
Sarah Warren®, Patrick Danaher ), Gerardo Colon-Otero', Ann H. Partridge (3, Lisa A. Carey(®’, Florentine Hilbers®,

Veerle Van Dooren®, Eileen Holmes'®'", Serena Di Cosimo'', Olena Werner'?, Jens Bodo Huober'?, Amylou C. Dueck'?,

Christos Sotiriou(®'>, Cristina Saura'®, Alvaro Moreno-Aspitia', Keith L. Knutson@'’, Edith A. Perez' and E. Aubrey Thompson (&7
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Lancet 2022 March 19;399(10330):1101-3.
The Lancet Breast Cancer Commission: tackling a global
health, gender, and equity challenge

Coles CE, Anderson BO, Cameron D, Cardoso F, Horton R, Knaul FM, Mutebi M,

Lee N; Lancet Breast Cancer Commission




Panel: Key Questions to Guide the Work of the Lancet Breast
Cancer Commission

& = RESEARCH
TO PRACTICE

1 How do we change the mindset that it is inevitable and 6 How can we introduce an aspirational goal of systematic risk
therefore acceptable for one in eight women to develop assessment and precision breast screening and prevention
breast cancer during their lifetime and how do we reverse foryoung women as part of routine broader health care?
this increasing trend? 7 How can we enable personalised breast cancer management

2 What lessons can we learn from the COVID-19 global to become universally applicable?
response and how can we apply these lessons to tackling 8 How can we transition from traditional siloed care to
breast cancer worldwide to move forward together in integrated patient-centred management, ensuring that all
solidarity? patients with breast cancer (early and metastatic) have

3 What can we learn from patient and public advocacy access to multidisciplinary specialised care?
movements as a powerful and effective mechanism in 9 How can patients’ choice in their breast cancer management
other disease and health issues to close the global breast be empowered through a holistic benefit-risk approach and
cancer gap? shared decision making?

4 What is the impact of stage shift to earlier breast cancer 10 How do we design innovative clinical trials to test safe reduction
presentation on global survival rates? in overall patient burden of treatment and management?

5 Financial effects and health-related suffering: what are the 11 How can we quantify the overlooked global population with
wider consequences of inaction beyond immediate health-care metastatic breast cancer?
costs and how can we quantify the value to patients and society 12 How can we change the mindset around metastatic breast
of reducing the avoidable pain and suffering of breast cancer? cancer from a rapidly fatal disease to potentially curable?
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Coles CE et al. Lancet 2022 March 19;399(10330):1101-3.
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