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Clinicians in the Meeting Room

Networked iPads are available.

Review Program Slides: Tap the Program Slides button to review speaker
presentations and other program content.

Answer Survey Questions: Complete the pre- and postmeeting surveys. Survey
results will be presented and discussed throughout the meeting.

Ask a Question: Tap Ask a Question to submit a challenging case or question for
discussion. We will aim to address as many questions as possible during the
program.

ofiif o

- T/ Complete Your Evaluation: Tap the CME Evaluation button to complete your
- evaluation electronically to receive credit for your participation.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.
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Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys. Survey
results will be presented and discussed throughout the meeting.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.




About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based
video/PowerPoint program.

An email will be sent to all attendees when the activity is
available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com
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Agenda

Module 1: Current Role of Genomic Assays for Hormone Receptor (HR)-Positive Localized
Breast Cancer — Dr Goetz

Module 2: Optimizing the Management of Localized ER-Positive Breast Cancer — Dr Kaklamani

Module 3: Selection and Sequencing of Therapy for Patients with ER-Positive Metastatic Breast
Cancer (mBC) — Dr Kalinsky

Module 4: Recent Appreciation of HER2 Low as a Unique Subset of HR-Positive Breast Cancer
— Dr Bardia

Module 5: Novel Strategies Under Investigation for Patients with HR-Positive mBC — Dr Rugo




Agenda

Module 1: Current Role of Genomic Assays for Hormone Receptor (HR)-Positive Localized
Breast Cancer — Dr Goetz

» Real World Cases and Questions

Module 2: Optimizing the Management of Localized ER-Positive Breast Cancer — Dr Kaklamani

» Real World Cases and Questions

Module 3: Selection and Sequencing of Therapy for Patients with ER-Positive Metastatic Breast
Cancer (mBC) — Dr Kalinsky

» Real World Cases and Questions

Module 4: Recent Appreciation of HER2 Low as a Unique Subset of HR-Positive Breast Cancer
— Dr Bardia

» Real World Cases and Questions

Module 5: Novel Strategies Under Investigation for Patients with HR-Positive mBC — Dr Rugo

» Real World Cases and Questions
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MODULE 1: Current Role of Genomic Assays for
Hormone Receptor (HR)-Positive Localized
Breast Cancer — Dr Goetz




Case Presentation: 42-year-old premenopausal woman with
9-mm, Grade lll, ER/PR-positive, HER2-negative, node-

negative IDC — 21-gene RS: 22

ll"
| T 1111
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Dr Alan Astrow (Brooklyn, New York)




Case Presentation: 35-year-old premenopausal woman with
3.6-cm, ER/PR-positive, HER2-low (IHC 1+), sentinel node-
positive (4/4) multifocal IDC, s/p bilateral mastectomies,
adjuvant T =2 AC and OFS/AIl — Ki67: 50%

Dr Laila Agrawal (Louisville, Kentucky)




Current Role of Genomic Assays for
Hormone Receptor (HR)-Positive Localized
Breast Cancer

Matthew Goetz, M.D.

Erivan K. Haub Family Professor of Cancer Research
Honoring Richard F. Emslander, M.D.
Professor of Oncology and Pharmacology
Division of Medical Oncology, Department of Oncology
Mayo Clinic in Rochester, MN
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* Phase Il RxPONDER trial evaluating the role of chemotherapy for
patients with ER-positive, HER2-negative localized breast cancer with 1
to 3 positive lymph nodes and a 21-gene Recurrence Score (RS) of <25

* Updated findings, including 12-year event rates, from the Phase Il
TAILORX study

* 21-gene RS and neoadjuvant chemotherapy decision making

* |nsight regarding poor correlation between the RS and chemotherapy
response in premenopausal patients



Biomarkers for Adjuvant Endocrine and
Chemotherapy in Early-Stage Breast Cancer:
~ASCO Guideline Update

Fabrice Andre, MD?; Nofisat Ismaila, MD, MSc?; Kimberly H. Allison, PhD3; William E. Barlow, PhD*; Deborah E. Collyar, BSc>;
Senthil Damodaran, MD, PhD®; N. Lynn Henry, MD, PhD?; Komal Jhaveri, MD?°; Kevin Kalinsky, MD, MS?; Nicole M. Kuderer, MD'?;
Anya Litvak, MD'?; Erica L. Mayer, MD, MPH!3; Lajos Pusztai, MD'#; Rachel Raab, MD'°; Antonio C. Wolff, MD'¢; and

* Vered Stearns, MD'®
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J Clin Oncol 2022;40(16):1816-37.



Biomarkers for Adjuvant Endocrine and Chemotherapy in
Localized Breast Cancer: ASCO Guideline Update

Women with early-stage invasive breast cancer

HER2 POS HER2 NEG
No mature evidence to | |
recommend use of any other
biomarker for this patient ER POS ER NEG
population l
| No mature evidence to
recommend use of any other
Premenopausal Postmenopausal biomarker for this patient
or age < 50 years or age > 50 years population
Node NEG Node POS Node NEG Node POS
Oncotype DXd Oncotype DX I I
urAvand RAlT Insufficient MammaPrint? 1-3 node POS >4 node POS
evidence to EndoPredict
recommend a Prosigna | |
biomarker for use Kie7?
IHC4b Oncotype DX
BOI° MammaPrint? Insufficient
B A dPALT Kie7® evidence to
pHLgall : EndoPredict recommend a
IHC4P biomarker for use
BCI°

mmmm High quality of evidence/strong strength of recommendation
mmm /ntermediate quality of evidence/strong strength of recommendation
mmm /ntermediate quality of evidence/moderate strength of recommendation

RTP
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Andre F et al. J Clin Oncol 2022;40(16):1816-37.



San Antonio Breast Cancer Symposium®, December 7-10, 2021

RxPONDER: A Clinical Trial Rx for Positive Node, Endocrine
Responsive Breast Cancer

Updated results from a phase 3 randomized clinical trial in
participants (pts) with 1-3 positive lymph nodes, hormone
receptor-positive (HR+) and HER2-negative breast cancer with
recurrence score of 25 or less: SWOG S1007

Kevin Kalinsky, William E Barlow, Julie R Gralow, Funda Meric-Bernstam, Kathy S Albain,
Daniel F Hayes, Nancy U Lin, Edith A Perez, Lori J Goldstein, Stephen K Chia,
Sukhbinder Dhesy-Thind, Priya Rastogi, Emilio Alba, Suzette Delaloge, Miguel Martin,
Catherine M Kelly, Manuel Ruiz-Borrego, Miguel Gil Gil, Claudia Arce-Salinas, Etienne
G.C. Brain, Eun Sook Lee, Jean-Yves Pierga, Begofia Bermejo, Manuel Ramos-Vazquez,
Kyung Hae Jung, Jean-Marc Ferrero, Anne F. Schott, Steven Shak, Priyanka Sharma,
Danika L. Lew, Jieling Miao, Debasish Tripathy, Lajos Pusztai, Gabriel N. Hortobagyi

On Behalf of the RxPonder Investigators

\/< SWOG _"Q:;.‘; Thes presentation is the intellectual property of the author/presenter. Contact him at kkalins (emory edu for permission to reprint and/or distnbute NClm Py oy Asinog

SABCS 2021;Abstract GS2-07.
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RxPONDER Trial Schema

Key Entry Criteria
* Women age 218 2 E\ —
* ER and/or PR 21%, HER2- E \ rm 1.
negative breast cancer with ? D / Chemo;hergpytflsllowed by
1*-3 positive LN without S — ,8, encocrine therapy
_ _ 1 7| Recurrence Score
distant metastasis - 0-25 ! N Arm 2:
* Able to receive adjuvant é\ \ A Srdeeine thempy slene
taxane and/or anthracycline- | | e G T
based chemotherapy’ o >25 cl)
* Axillary staging by SLNB or N N
ALND l N = 5,000 pts Stratification Factors
Recurrence Score: 0-13 vs 14-25
Off study Menopausal status: pre vs post
chemotherapy followed by Axillary surgery: ALND vs SLNB
endocrine therapy
recommended

* After randomization of 2,493 pts, the protocol was amended to exclude enrollment of pts with pN1mic as only nodal disease.
t Approved chemotherapy regimens included TC, FAC (or FEC), AC/T (or EC/T), FAC/T (or FEC/T). AC alone or CMF not allowed.
LN = lymph node; SLNB = sentinel lymph node biopsy; ALND = axillary lymph node dissection; pts = patients
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Kalinsky K et al. SABCS 2020;Abstract GS3-00.



RxPONDER Updated Analysis: IDFS Stratified by Menopausal Status

Postmenopausal
2 IDFS by Treatment Arm: Postmenopausal Participants
-
Zo
2
"
Q@
£33
% °
"
o No Chemotherapy Benefit
N«
o
=
'g g Treatment arm
% CET (N=1,659; 180 events; S-year IDFS 91.2%)
é o ye
ET (N=1670; 187 gvants. S-year IDFS §1.9%)
= Adjusted HR (CET vs ET) = 1.08; 95% CI0 87-1.30; 2-sided p=0 55
d T L 4 T T L4 T 1 1 A | L

0 1 2 3 B 5 6 7 8 9
Years since randomization

Number at risk
CET 1659 1557 1498 1427 1258 1118 848 540 243 64
ET 1670 1599 1550 1465 1314 1164 B879 547 247 67

IDFS = invasive disease-free survival

Kalinsky K et al. SABCS 2021;Abstract GS2-07.

Premenopausal

IDFS by Treatment Arm: Premenopausal Participants
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o"'*

- e
—_——————
q\ ~ -

™o ey —
E D -

o
=2
"
® 2
<o S5-year IDFS Absolute Chemotherapy Benefit: 4.9%
? (Previous: 4.9%")
)
LA
CTo
s
=) Treatment arm
g3 CET (N=828: T1 events; 5-yoar IDFS 03 9%)

ET (N=826; 108 events; S.year IDFS 89 0%)
8 Adjusted HR (CET vs ET) = 0.64; 95% CI 0.47.0.87:; 2-sided p=0.004
d T T T T T T L 4 T T T
0 1 2 3 - 5 6 7 8 9

Years since randomization
Number at risk

CET 828 783 754 706 632 6561 408 252 99 21
ET 826 774 737 694 610 533 398 236 86 27
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RxPONDER Updated Analysis: DRFS Stratified by Menopausal Status

Postmenopausal Premenopausal
DRFS by Treatment Arm: Postmenopausal Participants & ORFS by Treatment Arm: Premenopausal Participants
\h\ S — ———
\ﬁ het
32 52 -
2 o e o
- 3
@ n o
23 3D
; - > 3 = S5-year DRFS Absolute Chemotherapy Benefit: 2.5%
S o No Chemotherapy Benefit X (Previous: 3.3%")
v L B3
o So
€ ; -
g o Treatment arm % = Treatment arm
8o CET (N#1,659; 131 avents; S-year DRFS 94.3%) (= CET (N=828; 46 events: 5-year DRFS 95.9%)
ET [N=1,670, 122 events, S-year DRFS 94.8%) ET (N+826, 66 events, 5-year DRFS 93 .4%)
8 Adjusted HR (CET vs ET) = 1.12; 95% CI 0.88-1.44; 2-sided p=0.35 8 Adjustec HR (CET vs ET) = 0.66; 95% C10,45.0,97; 2-sided p=0.033
L= T T T T ™ T ! T e = T ' ' d v ¥ b
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number al risk
CET 1659 1567 1514 1448 1291 1152 884 571 261 71 CET 828 786 761 714 641 575 421 266 106 22
ET 1670 1614 1569 1491 1345 1201 916 582 264 71 ET 826 780 751 712 631 555 420 247 93 28

DRFS = distant recurrence-free survival

RTP
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RxPONDER New Analysis: DRFI Stratified by Menopausal Status

Postmenopausal Premenopausal

& Cumulative Incidence DRFI by Traatment Arm. Posimenopausal PartiGpants Cumulative Incidence DRFI by Treatment Arm. Pramanopausal Participants

o™ R

=] Treatment arm g Treatment arm

CET (N=1,659; 84 events; S-year DRFI incicence 4.2%) ——— CET (N=328; 41 avants] 5-yaar DRFI incitance 3 7%)
§ ? ET (N=1670. 79 evanis,; S-)‘O“' DRFI incdenca 3 4%) 8 ‘3 . EY (N—sza &1 events 8 year DRFI| incidence & |%_)
3 = Compebng risk adjusted HR = 1.12; 95% CI 0.82-1.52; Z-suded p=0 49 g o Compating risk adjustad HR = 0 64; 95% CI1 0.43-0 95; 2-sided p=0 026
=
§ o No Chemotherapy Benefit o 5-year DRFI Absolute Chemotherapy Benefit: 2.4%
g 2c (RS 0-13: 2.3%; RS 14-25: 2.8%)
= T —t
:E’ 8 = g 8 — ’/—,—l
30 3O
o O
. s ’—l -
X 3 e il s /—"r/f
[ &S e
o
8 - 8 i< C,Lﬂ—'ﬂ_f
L= Bl | T T T Y T T Y T T c LY— SR —— Y - + y——e——
0 ! 2 3 4 5 6 7 3 B 0 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number at risk
Time from randomization assignment to date of first invasive recurrence (distant) or death from breast cancer
In multivariate analysis, higher RS (continuous) and larger tumor size remained independently prognostic in both treatment arms
DRFI = distant recurrence-free interval RTP
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Kalinsky K et al. SABCS 2021;Abstract GS2-07.



San Antonio Breast Cancer Symposium — December 6-10, 2022

Trial Assigning IndividualLized Options for TReatment (TAILORX):
An Update Including 12-Year Event Rates

Joseph A. Sparano, Robert J. Gray, Della F. Makower, Kathy S. Albain, Daniel F. Hayes, Charles E. Geyer,
Elizabeth Claire Dees, Matthew P. Goetz, John A. Olson, Jr., Tracy G. Lively, Sunil Badve, Thomas J. Saphner,
Timothy J. Whelan, Virginia Kaklamani, & George W. Sledge, Jr.

on behalf of the TAILORx Investigators

Leadirg cancer research. Together.

cancer research group T]O(Nﬁ{ﬁ
NI S
Reshaping the future of patient care e

Canadian Cancer
Trials Group

‘ Alliance £
for Clinical Trials >
in Oncology nded

Funding: U.S. NIH/NCI U10CA180820, U10CA180794, UG1CA189859, UG1CA190140, UG1CA233160, UG1CA23337, UG1CA189869; U.S. Postal Service Breast Cancer
Stamp Fund; Canadian Cancer Society Research Institute grants 015469, 021039; Breast Cancer Research Foundation, Komen Foundation.




San Antonio Breast Cancer Symposium — December 6-10, 2022

TAILORXx Study Design: Treatment Assignment &

Randomization
Accrued Between April 2006 — October 2010

Key Eligibility Criteria

Node-negative
ER-pos, HER2-neg
T1c-T2 (high-risk T1b)

Preregister — Oncotype DX RS (N=11,232)

Register (N=10,273)

Statistical Design

Non-inferiority - IDFS

HR 1.332 (90 vs. 87% 5-yr DFS)
Type | 10%, type Il 5%

Full info— 835 IDFS events

ARM A: Low RS 0-10
(N=1619 evaluable)
ASSIGN
Endocrine Therapy (ET)

Mid-Range RS 11-25
(N=6711 evaluable)
RANDOMIZE
Stratification Factors:

Menopausal Status, Planned Chemotherapy,
Planned Radiation, and RS 11-15, 16-20, 21-25

ARM D: High RS 26-100
(N=1389 evaluable)
ASSIGN
ET + Chemo

ARM B: Experimental Arm
(N=3399)
ET Alone

ARM C: Standard Arm
(N=3312)
ET + Chemo

Sparano et al. NEJM 2018
(PMID: 31157962)




San Antonio Breast Cancer Symposium — December 6-10, 2022

TAILORXx: Updated Analysis - Kaplan-Meier Curves in
RS 11-25 Arms (ITT population)

Primary trial conclusions unchanged:

T ET non-inferior to CET (N=6711)

Hazard Ratio:
DRFI Arm B vs. C (95% CI)

P=0.34 : i
Primary analysis:

o

IDFS
P=0.19

Hazard Ratio E vs. E+C (95% CD

DFS Probability

e
N

b €5 €10 05 T 1.08 (0.94, 1.24, p=0.26)

Updated analysis:
1.08 (0.96, 1.20

1.08 (0.96,1.20) 1.11 (0.90,1.36)

S
>»
Distant Recurrence-Free Probability

E+C — EsC
-- E

T T T T
72 1 0 24 48 72 9% 120 144

Number at ik - — Months Primary analysis:
—_— 3312 3108 2867 2533 2212 1815 953 —_ 3312 3145 2951 2630 2315 1909 1018 DRFI 1 . 1 O (085,1 41 5 p=048)

-- 3399 3198 2967 2601 2256 1826 977 -—= 3399 3242 3046 2703 2362 1944 1076 N
Updated analysis:

1.11 (0.90, 1.36
RFI il N 05 I !nmary ana|yS|s:
P=0.46 RFI 1.11 (0.90, 1.37, p=0.33)
Updated analysis:

Hazard Ratio E vs. E+C (95% CD 07 Hazard Ratio E vs, E+C (95% CI
1.15 i0.96| 1 .36i
1.15 (0.96,1.36) 1.06 (0.91,1.29)

=& e Primary analysis:

oS 0.99 (0.79, 1.22, p=0.89)

N— ‘ Months Updated analysis:
o 1.06 (0.91, 1.24)

2508 2278 1874 997 — 3312 3201 2863 2640 2405
2661 2320 1894 1039 === 3399 3315 2989 2726 2476

P=0.12

Survival Probability

72 926 120 144 0 24 72 2 120
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TAILORX: Updated Analysis- Kaplan-Meier Curves

1.0

g oo 2 12-Year Event Rates (N=9719)

S 08

* RS prognostic for all endpoints

« RS 0-10 (Arm A) — ET Alone
. : « DFRI rate: 93.2% (SE 0.8)
w0 W I  RFl rate: 91.4% (SE 0.9)

Months : Months
LU

1526 1421 1251 1072 1304 1124 917

e - = | e - RS 11-25 (Arms B & C) — ET vs. CET
L = S e — « <1 % difference for all endpoints
IDFS: 76.8 vs. 77.4%

DRFI: 92.6 vs. 92.8%

RFI: 89.6 vs. 90.4%

0OS: 89.8 vs. 89.8%

Survival Probability

- RS 26-100 (Arm D) — CET
0S p<0.001 - DFRI rate: 84.8% (SE 1.8)
- RFl rate: 80.9 (SE 2.2)
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TAILORXx: Updated Analysis — Event Rates in RS
11-25 Arms and < 50 Years (ITT Population)

Arm/Treatment
95952 o3 929 933 o ET
85.5 o CET

=
S
()
©
(14
-
]
>
w
|
3
>
N
-

16-20 2125 11-15 16-20 21-25
Recurrence Score Group
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TAILORXx: Updated Analysis - Effect of Age, RS, and Clinical
Risk on Chemotherapy Benefit (ITT Population)

Grouped by Age & Total #/#IDFS/DR IDFS Hazard Ratio DRFI Hazard Ratio
Menopausal Status events

Age <=40 203/ 41714 12-Year DRFI Rates in Age < 50 Years & RS 16-25

Ace 41-45 441/ 71/28 Estimated Absolute | Clinical Estimated Absolute
) Chemo Benefit Risk Chemo Benefit
Not Stratified Stratified

Age 46-50, Post-Meno 141/24/10 by Clinical Risk by Clinical Risk

Age 46-50, Pre—Meno 630/ 95/40

Age 51-55, Pre—Meno 287/ 45/17

A -0.5%
Age 51-55, Post-Meno 472/ 83/32 (+SE 2.2%)

Age 56-60 826/159/53 8 2 A +0.4%

o 3 (N=886) (+SE 2.1%)
Age 61-65 710/166/51 =

) A +3.1%
o 5 2 3
Age>6 628/187/4 (+SE 5.4%)

- . A +5.9%
3-way treatment interaction test (+SE 3.4%)

* IDFS RS 21-25

Chemo-Age-RS (p=0.007) (N=476) A +7.8%

Chemo-Menopause-RS (p=0.06) (+SE 3.4%)

DRFI A +11.7%
Chemo-Age-RS (p=0.43) (+SE 7.2%)

Chemo-Menopause-RS (p=0.26)




Conclusion

* Adjuvant chemotherapy provides no benefit in postmenopausal

ER+/HERZ2- node negative patients (RS 11-25) and postmenopausal
ER+/HER2-, 1-3 + LN (RS 0-25).

* Why did chemotherapy provide benefit in TailoRx and RxPonder
premenopausal patients?

Endocrine Hypothesis:
Endocrine only arm: Inadequate endocrine therapy delivered
(mostly tamoxifen and without OFS)
Chemotherapy treatment resulted in ovarian suppression not
measured adequately

Cytotoxic hypothesis: chemotherapy eliminates micro-metastatic
disease, independent of endocrine effects’

1.Early Breast Cancer Trialists’ Collaborative Group (EBCTCG): Effects of chemotherapy and hormonal therapy for early breast cancer on
recurrence and 15-year survival: An overview of the randomised trials. Lancet 365:1687-1717, 2005



SOFT and TEXT

TEXT and SOFT Designs

Enrolled: Nov’'03-Apr’'11

» Premenopausal HR+
» <12 wks after surgery
* Planned OFS

* No planned chemo (N=1053)
OR planned chemo (N=1607)

* Premenopausal HR+
» <12 wks after surgery
* No chemo (N=1419)
OR
* Remain premenopausal
<8 mos after chemo (N=1628)

MN—-=00Z>»X

MN—-—=2002Z2>»2X

TEXT (N=2672)

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

SOFT (N=3066)

=> Tamoxifen x 5y

Al Question
(N=4690)

Tamoxifen+OFS x 5y

Exemestane+OFS x Sy

Tamoxifen+OFS x 5y

-3 Exemestane+OFS x Sy

Median follow-up 13 years

OFS=ovarian function suppression, by
GnRH analogue triptorelin or oophorectomy

Pagani et al. NEJM 2014; Francis et al. NEJM 2014, Regan SABCS 2021



Al Question: SOFT+TEXT Overall Populations

13 years median follow-up

Distant Recurrence-free Interval Overall Survival
10 \R :
Q 5-yr: 5-yr:
< 80 93.7 12-yr: 80 96.0 12-yr:
S 88.4 (+1.8%) _ 90.1 (+1.0%)
- o
o) >
O 60 ~ 60
c o
) c
5 s
8 40 S w0
= N
€ Distant
% Recur HR (95%Cl) P Death HR (95%Cl) P
A 201/ E+OFs 249 0.83 (0.70-0.98) 0.03 ‘ 201 E+OFS 228 0.93 (0.78-1.11) 0.43
04, i i i i i i i i i i i i i 04, i i i i i i i i i i i i
0 5 12 0 5 12
Years since randomization Years since randomization
0-5 years >5 years 0-5 years >5 years

Recur  HR (95% Cl) Recur HR (95% CI) Deaths  HR (95% Cl) Deaths HR (95% Cl)
E+OFS: | 139 0.78 (0.63-0.98) 110 0.90 (0.70-1.17) E+OFS: | 91 1.34 (0.98-1.84) 137 0.77 (0.62-0.97)
T+OFS: | 175 . 120 . T+OFS: | 68 . 177 .
At risk; ;1690 pts 2‘1 535 pyfu 5947 pts 26891 pyfu At risk; ;1690 pts 2‘2467 pyfu ;1283 pts ‘ 30294 pyfu

E+OFS vs : absolute reduction in distant recurrence, 1.8% at 12 years

absolute reduction in death, 1.0% at 12 years

pyfu=person-years follow-up

Regan SABCS 2021 and J Clin Oncol (in press)



Polychemotherapy versus not, by entry age <50 or 50-69

years and ER status
(Oxford Overview)

ntry age < 50 years, ER-poor: polychemotherapy vs n ge < S0 years, ER-positive: p ifen alone
(1757 women: 20% node-positive) (2254 women: 34% node-positive)

60 -

Sugn 32y s Age < 50:

' Enriched with
tumors that
harbor

i deficiencies in
DNA repair?

Tamoxifen alone

Proportional risk

reductions are a

} bit smaller, but

i clearly still
evident

Years

Early Breast Cancer Trialists' Collaborative Group (EBCTCG)- Lancet 2005



Z SWOG | * Tamoxifen can be used if Al is not tolerated

BR009: Schema (slide courtesy of Terry Mamounas)

 Premenopausal; HR+/HER2- BC
 pNO with RS 16-20 (high clinical risk) or RS 21-25
 pN1 with RS 0-25

|
Stratification

 Nodal Status (pNO vs. pN1)

. RS (0-15 vs. 16-25)
|

Randomization
|

[
Chemotherapy +

Ovarian Function
Suppression +
Aromatase Inhibitor*®
X 5 Years

Ovarian Function
Suppression +
Aromatase Inhibitor*
X 5 Years




* 21-gene RS and neoadjuvant chemotherapy decision making

* |nsight regarding poor correlation between the RS and chemotherapy
response in premenopausal patients



Meta-analysis: pCR rates in Breast Cancer Patients Receiving
Neoadjuvant Chemotherapy stratified based on

21-gene expression assay at diagnosis.
Is pCR the best endpoint to determine chemotherapy benefit?

pCR
Reference High Low—intermediate Risk difference Risk difference
recurrence score recurrence score  Weight(%)
High recurrence score >25
Zelnak et al.?® 3of 17 0 of 11 5.9 0.18 (—0.04, 0.39) ]
Bear et al.?® 20f 14 Oof 14 6.2 0.14 (-0.07, 0.35) N
Kantor et al.?® 47 of 605 15 0f 772 30.9 0.06 (0.03, 0.08) -
Thekkekara et af.23 11 0f 70 0of 40 17.8 0.16 (0.07, 0.25)
Subtotal 63 of 706 15 of 837 60.9 0.11 (0.08,0.18) 4
Heterogeneity: 12 = 0.00 2 = 5.75, 3d.f., P=0.12; > = 48%
Test for overall effect: Z=2.91, P =0.004
High recurrence score >30
Pivot et al?’ 7 of 24 5 of 57 6.9 0.20 (0.01,0.40)
Yardley ef al2* 4 of 24 0 of 36 9.7 0.17 (0.01, 0.32)
Soran et al2* 0 of 23 00f37 225 0.00 (~0.07, 0.07) 3
Subtotal 11 of 71 5of 130 39.1 0.11 (=0.10, 0.33)
Heterogeneity: 12 = 0.03 ¥ = 14.66, 2 d.f., P=0.001; I = 86%
Test for overall effect: Z=1.06, P=0.29
4
Total 74 of 777 20 of 967 100.0 0.10 (0.04, 0.15)
Heterogeneity: 12 = 0.00 y2 = 14.00, 6 d.f., P=0.03; 2= 57% -1 -0.5 0 0.5 1

Test for overall effect: Z= 3.24, P =0.001

- Favours low-intermediate recurrence score  Favours high recurrence score
Test for subgroup differences: y2=0.01, 1 d.f., P=0.94; 2= 0%

Boland et al. British Journal of Surgery, 2021



ER+/HER2- Breast Cancer Treated with Neoadjvuant

Chemotherapy: Total pCR vs nodal pCR

Nodal pCR is highly prognostic for survival
NCDB: 2010-2018, 20,084 cN+ in ER+/HER2- Breast Cancer

ER+/HER2- BC pts treated with NAC. i
- ‘x

» 7.4% had total pCR
 14.3% had nodal-only pCR 06

40
—— Total pCR
30 —— Nodal pCR only

0.2 — - Breast pCR only
20 —— Neither
10 0.0
T T I I T
0

0 2 4 6 8
Ki-67 Hi, Age Ki-67 Hi, Age Ki-67 Lo, Age Ki-67 Lo, Age

Number at Risk Years
<50 250 <5O 250 Total pCR 1448 1196 766 440 166

al pCRonly 2803 2326 1461 799 323
s only 742 599 385 21 87

0.4 —

Overall Survival Probability

14616 11793 7368 3972 1679

NCDB: Nodal pCR more likely in a) premenopausal pts and b) high Ki-67.

RxPONDER inclusion criteria (cT1-3, N1, Grade | or |ll, ER+/PR+/Her2-)
» Nodal pCR varied by age: 17.5% in age <50 vs 13.6% in age = 50, p<0.001
» Nodal pCR also varied by Ki-67: 16.8% in Ki-67 = 20% vs 7.9% in Ki-67 < 20%, p<0.001

Moldovenau et al. SABCS 2022



Molecular Drivers of Oncotype DX, A TransATAC Study:

RS is mainly driven by the Estrogen Module

RS v Age Proliferation Module v RS Proliferation Module (th) v RS Estrogen Module v RS
60 o0 L ® 8 0.36 oo 84 p=052 ~ 0.79
i 2 ] £ 2 i
ea Y s ~ § 71 A = 74 L = 10+
< & . 5 S ' s
20 4. i, ig.;,:; g 6 é 6 4 5 :t,', .
R = = Correlation of S g4 .
o =& =] hd -th B 1
5 6 70 8 90 a 51 = 5 ‘ '0‘327""” G 4
Age (years) 2 C‘LS ) L "
4 o 4 6 !
RS v Tumor Size o
60 ’ g e o 0 20 a0 60 0 20 40 60 0 2 40 60
e RS RS RS
40 e .
%) 5 "'L__‘"!‘llﬂ_, : HER2 Module v RS HER2 Module (th) vRS Invasion Module v RS
20 ..@‘ k 3&:.1:; s 109 p=-0.04 . 109 p-06 . g ‘., =026
= bogvt 178 . » B T
0. s 2INE "-;..l ' st o4 . T . = . fare el . K e ~
T T S [ 2 . 7oy A s = F| &3 T S8 ¢ ST
0 10 20 30 40 =50 ] B L . © T S L . g . fos
Tumor Size (mm) § o i s . .§ N . B . E 5 X ; e
o~ = =
RS v Positive Nodes e o~ 3
. p=0.04 - 7 E 7 E 6
60 o «® = »
e b2 o
a0y s : 6 61 5 :
2 L
20 I | | l S : 0 20 40 60 0 20 P 60 0 20 40 60
F1eRy = RS RS RS
0 1
o 2 4 6 8 =10
Positive Nodes (No.)
0 ’
The estrogen module explained more than half of RS’s
p =027 » . . . .
v : variance (59.1%), while the proliferation module accounted
: ’
" 1 2 2 N ¢ 2
2”1 | g for approximately a fifth of RS’s information (19.4%)
20
ol |
™ Grade Buus et al. J Clin Oncol 2021




Conclusion

* TAILORx and RxPONDER have provided prospective evidence for
lack of adjuvant chemotherapy benefit in postmenopausal patients
with RS <25

° |n contrast, the RS may not be predictive of chemotherapy benefit in
age <50 patients

NRG BRO009 will provide the definitive answer to this question

°* The RS is poorly correlated with the proliferation module but highly
correlated with ER

* Additional clinical and pathological biomarkers may provide
additional insight into those patients that derive benefit from
chemotherapy.

1.Early Breast Cancer Trialists’ Collaborative Group (EBCTCG): Effects of chemotherapy and hormonal therapy for early breast cancer on
recurrence and 15-year survival: An overview of the randomised trials. Lancet 365:1687-1717, 2005



MODULE 2: Optimizing the Management of Localized
ER-Positive Breast Cancer — Dr Kaklamani




Case Presentation: 40-year-old woman with 5.5-cm, ER/
PR-positive, HER2-negative, node-positive (20/21) IDC, s/p
bilateral mastectomies, BSO, adjuvant AC-T and initiation of
letrozole/abemaciclib — Ki-67: 3%

Dr Susmitha Apuri (Lutz, Florida)




Case Presentation: 56-year-old woman with de novo
ER-positive, PR-negative, HER2-negative ulcerated BC
with pulmonary and extensive spinal metastases

Dr Jennifer Dallas (Charlotte, North Carolina)




2-26-2022




8-10-2022




Optimizing the Management of
[ocalized ER-Positive Breast Cancer

Virginia Kaklamani, MD DSc

Professor of Medicine
Leader, Breast Oncology Program

-
&I Mays Cancer Center

UT Health MDAnderson
San Antonio Cancer Center




* Optimal duration of ET
* Role of OFS in preserving oncofertility and

improving outcomes
e CDK4/6 inhibition in EBC
* PARPi in EBC

.
& Mays Cancer Center

UT Health MDAnderson
San Antonio CancerCenter




EBCTCG Meta-analysis of 62,923 women with ER+ BC

A Risk of Distant Recurrence

| N4-9 ,* 52
50 o
l 54~
&\o’ 40 6. G
o -
(6] -
o N1-3 ,é 31
£ 30 -
- -
(8}
&) -
€ 204 B
8
R7} o NO
()]
10
0- 1
0 20
Years
No. at Risk
N4-9 12,333 8,116 2165 259 52
N1-3 31,936 23,576 7250 949 183
NO 29,925 24,081 8571 1982 414
No. of Events —
annual rate (%)
N4-9 2568 (4.8) 969 (4.0) 121 (3.1) 13 (2.2)
N1-3 3126 (2.2) 1421 (1.9) 241 (1.7) 39 (1.8)
NO 1646 (1.2) 835 (1.1) 272 (1.3) 68 (1.4)

Factors associated with risk of late
recurrence:

LN status

 Tumor size

e Tumor grade

* PR and HER2 not predictive

Lowest-stage (T1NO) disease: Risk of ANY breast cancer event
21% risk, years 5-20 (14% DISTANT recurrence + 7% only local or contralateral)
21%

T1NO

N
o
¥

14%

(3
S
Q

7%

ET for § years

o | — , ,
0 5 10 15

Any breast cancer event
—
o

2'0 years since diagnosis

Annual event rate (and no. of events), by 5-year time period
TINO (n=16K): 1.4% (807) 1.7% (309) 1.8% (54)

-
& Mays Cancer Center

UT Health MDAnderson
San Antonio CancerCenter

N Engl ] Med 2017; 377:1836-1846



Clinical trials of Extended Endocrine Therapy

Absolute Benefit

in DFS
ATLAS Tam x 5 yr 6846 3%*
aTTom Tam x 5 yr 6953 3%*
MA.17 Al x5 yr 5187 4.6%"
MA.17R Al x5 yr 1918 4%*
B14 Tam x 5 yr 1172 6%*
B33 Al x5 yr 1598 2%
B42 Al x 5 yr 3966 3%
DATA Al x 3 yr 1912 4%
IDEAL Al x 2.5 yr 1824 3%
ABCSG-6a Al x 3 yr 856 4. 7%
ABCSG16 Al x 3 yr 3484 -0.8%
SOLE Al contvs 4884 1.7%
intermittent

.
& Mays Cancer Center

UT Health MDAnderson
ancer

San Antonio

Center



Prediction of Late Disease Recurrence and Extended Adjuvant

Letrozole Benefit by the HOXB13/IL17BR Biomarker

Dennis C. Sgroi, Erin Carney, Elizabeth Zarrella, Lauren Steffel, Shemeica N. Binns, Dianne M. Finkelstein, Jackie Szymonifka,

Atul K. Bhan, Lois E. Shepherd, Yi Zhang, Catherine A. Schnabel, Mark G. Erlander, James N. Ingle, Peggy Porter,
Hyman B. Muss, Katherine |. Pritchard, Dongsheng Tu, David L. Rimm, Paul E. Goss

All patients disease-free

0-3
months

Letrozole

n=2575

Tamoxifen 1

~ 5 years initial adjuvant

| 5157 Patients from MA.17

Placebo

/

319 Relapses |

l

100 Relapses with
available tumor blocks

16 Contralateral
1 Unknown

83 Relapses:
61 distant, 17 local, 5
regional

31 letrozole, 52 placebo

~.

5 years extended adjuvant

| 4838 Nonrelapses

l

200 Matching patients
without relapse

34 Control subjects matching to
17 contralateral or
unknown relapse

166 Matching controls
91 letrozole, 75 placebo

Lancet Oncol. 2013,14:1067-76.

High H/1 significantly associated with decreased
recurrence in letrozole arm

OR=0.35, p=0.007

Interaction between H/I and letrozole, p=0.03

1

6.5%

absolute benefit

A
: [ |

J
0 10 20 30
Recurrence %

B With Extended Rx W Without extended Rx

.
& Mays Cancer Center

UT Health MDAnderson
ancer

San Antonio

Center



aTTom: Predictive performance by BCI (H/l) groups based on RFI in HR+ N+ patients (n = 583).

A All N+ patients BCI (H/l)-High BCI (H/l)-Low
(o - o _ Q
v w v
= — 10-year = — 10-year = — 10-year
& Q- — 5uyear S Q- — 5uyear S Q- — 5year
[0 [0 (0]
(8] [&] (8}
§ 3- S 3 § 3 -
5 5 5
3 o 3
4 ~ r 4 .
© © k)
5 2 - 5 2 - % 2 -
4 P =0.388 14 P =0.027 [v4 P =0.768
o - [l o -
[ T T T T T 1 [ T T T T T 1 [ T T T T T 1
5 7 9 1 413 45 A7 5 7 9 11 13 15 17 5 7 9 11 13 15 17
Years Years Years
No. at risk No. at risk No. at risk
10-year 291 259 225 196 174 151 102 10-year 150 137 120 105 92 79 48 10-year 141 122 105 91 82 72 54
5-year292 273 242 217 181 148 95 5-year137 126 106 91 74 62 37 5-year 155 147 136 126 107 86 58
B Relative Benefit C Absolute Benefit
o X _
Favors 10-year Favors 5-year % 2
— s ‘g 10.2%
8 %6 P=0.027
All N+ Patients |+ 0.88(0.65-1.18) E “é_: -
[5)
_____________________________ o
] 4.7%
BCI (H/l)-Low —H——- 1.07(0.69-1.65) (74
c ° P=0.388
————————————————————————————— 'E m
BCI (H/l)-High ———- [0.35(0.15-0.86) -% 0.2%
= P=0.768
T T T T T T ¢
Hazard Ratio (mean +95% CI) Patients -Low -High

Annals of Oncology, mdz289, https://doi.org

10.1093/annonc/mdz289

The content of this slide may be subject to copyright: please see the slide notes for details.

51% of patients
identified as low

.
& Mays Cancer Center

OXFORD MDAnderson
UNIVERSITY PRESS ‘aneer Center



https://doi.org/10.1093/annonc/mdz289

Factors Affecting Late Recurrence and Benefit
from Extended Endocrine Therapy

Tolerability
* LN status * Bone Fractures
* Tumor Size * Osteoporosis
* Tumor Grade * Bone Pain
* Prior Chemotherapy » Uterine ca

e Switching from TAM to Al * VTEs

e Genomic Assays PO
& Mays Cancer Center

UT Health MDAnderson
San Antonio CancerCenter




Forest Plot of the Rate of Spontaneous Pregnancy Achieved
with GnRHa and Chemotherapy versus Chemotherapy Alone:

All Patients

GnRHa Control Odds Ratio Odds Ratio
__Study or Subgroup Ev Total E Total ight M-H. Fi % Cl M-H. Fixed. 95% CI

Bernd Gerber et al. 1 30 1 30 5.0% 1.00 [0.06, 16.76]
Eman A. Elgindy et al.(A) 1 25 0 25 24% 3.12[0.12, 80.39]
Eman A. Elgindy et al.(B) 1 25 1 25 5.0% 1.00 [0.06, 16.93]
Halle C. F. Moore et al. 22 105 12 M3 47.2% 2.23[1.04,4.77] —i—
Pamela N. Munster et al. 0 26 2 21 14.0% 0.15[0.01, 3.24] ¢ .
R. C. F. Leonard et al. 9 106 6 121 26.5% 1.78 [0.61, 5.17] -1
Total (95% CI) 317 335 100.0% 1.72[0.99, 2.99] O
Total events 34 22
Heterogeneity: Chiz = 3.29, df = 5 (P = 0.65); 12 = 0% *0.0 1 of " ! 140 p 00’

Test for overall effect: Z = 1.92 (P = 0.06) Favors [Control] Favors [GnRHa]

STAY TUNED FOR POSITIVE TRIAL
RTP

RESEARCH

Li Z-Y et al. Menopause 2022;29(9):1093-100. e



Forest Plot of the Rate of Spontaneous Pregnancy Achieved
with GnRHa and Chemotherapy versus Chemotherapy Alone:

HR-Negative Disease

GnRHa Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% ClI M-H, Fixed. 95% ClI
Bernd Gerber et al. 1 30 1 30 84%  1.00[0.06, 16.76] -
Eman A. Elgindy et al.(A) 1 25 0 25 41%  3.12[0.12, 80.39]
Eman A. Elgindy et al.(B) 1 25 1 25 83%  1.00[0.06, 16.93] T
Halle C. F. Moore et al. 22 105 12 113 792%  2.23[1.04, 4.77] —l—
Total (95% CI) 185 193 100.0%  2.06 [1.03, 4.11] e
Total events 25 14
Heterogeneity: Chi? = 0.61, df = 3 (P = 0.89); I? = 0% *0.0 1 of 1 1 1*0 1 00’

Test for overall effect: Z =2.06 (P = 0.04) Favors [Control] Favors [GnRHa]

RTP

RESEARCH

Li Z-Y et al. Menopause 2022;29(9):1093-100. LetRaeHics



TEXT and SOFT Trial Designs

TAMOXIFEN AND EXEMESTANE TRIAL (N=2672)

Enrolled: Nov'03-Apr’11 :
* Premenopausal HR+ - : .
3 Tamoxifen+OFS x 5y Median follow-up 13 years
« <12 wks after surgery P
SR S Ll—> Exemestane+OFS x 5y
* No planned chemo (N=1053) | .
OR planned chemo (N=1607) é

SUPPRESSION OF OVARIAN FUNCTION TRIAL (N=3066)

* Premenopausal HR+

« <12 wks after surgery

* No chemo (N=1419)
OR

« Remain premenopausal
<8 mos after chemo (N=1628) = ->Exemestane+OFS x 5y

—>» Tamoxifen x Sy Median follow-up 12 years

R
A
N
D
o}
M

—> Tamoxifen+OFS x 5y

N =

OFS=ovarian function suppression, by
GnRH analogue triptorelin or oophorectomy

RT

RESEARCH
TO PRACTICE

Regan MM et al. SABCS 2021;Abstract GS2-05.



100

OFS Question: SOFT Overall Population

35% LN+; 12 years median follow-up

Distant Recurrence-free Interval

"o

Overall Survival

~—

\ e
— ‘\M‘_
_— - - d — — . .
£ w i - oy 127
g 91.4 87 :" e 97.0 89.4
0 910 ; Y £ 954 89.0 (+2.3% vs T
. 86.2 (+14% vsT) ’ . >/
€ 84.8 _ 86.8
3 @ o
[= Dstant
3 Recur HR (95%Cl)vs T P Death HR (95%CI)vs T P
8 &1 E+OFS 110 0.75(0.56.097) &1 E+OFS 103 080 (062-104)
T+OFS 131 0.90 (0.71-1.14) 038 T+OFS 103 0.78 (0.60-1.01) 0.06
T 140 T 126
[ - - - - - 0
] s LH [ s 12
Years since randomization Years since randomization
05 yoars »6 years S5 years »5 yoors
R 1t HR@ESNCO)nT  Reow HRESN O Y Deatts HROACHwWT = Deabs MRS Clhn T
E+OFS 68 0 76 40 551 04) 42 040501 12) E«OFS | 45 100 (068.151) 5 070 (0500 98)
T-0FS [ %) 0030881 2% 40 O8SpPsa1m) f« 08 s o 083 (0 40.101) 4 O3 (0831 18)
T 8 N L o mn
Ak | 3047 pts 13787 pyM 2921 pts 16343 pyhs ALk | 3047 pts 34404 py | 2745 p 1) gyl

T+OFS vs T: absolute reductions in distant recurrence and death 1.4% and 2.3% at 12 years
E+OFS vs T: absolute reductions in distant recurrence and death 3.0% and 2.6% at 12 years

RTP

RESEARCH
TO PRACTICE

Regan MM et al. SABCS 2021;Abstract GS2-05.



Al Question: SOFT and TEXT Overall Populations

42% LN+; 13 years median follow-up

Distant Recurrence-free Interval Overall Survival

\ =
Syr Bes. o Syr
937 12-yr1: » 96 0 12-yr:
922 88.4 (+1.8%) 97.0 0.1 (+1.0%)
» 86.6 m 0.4

100

Distant recurrence-free (%)
s
Surviving (%)
L4

Dastant
Recur HR (95%CI) P Death HR (95%C1) P
&1 E+OFS 249 0.83 (0.70.098) 003 &1 E+OFS 228 083 (0.78.1.11) 043
T+OFS 295 T+OFS 24
0 - - v
Q s 1”2 ¢ s 12
Years since randomization Years since randomization
06 years o5 years 25 years »6 yoors
Ao st MR (5% 1) | Recwr MR (5% C) Deaths MR (95% CI) | Deats MR (95% Cl)
E-OFS 19 078 (0630 08) 10 000t 1) E«OFS | 0 134 (098184 137 07T (082087)
TOFS 1% 120 TFS | 17
Ak 890 pts 29505 pyl Y47 phs 2009 pye Ak | 4000 gty 22867 pyN T W2 Py

E+OFS vs T+OFS: absolute reduction in distant recurrence, 1.8% at 12 years
absolute reduction in death, 1.0% at 12 years

RTP

RESEARCH

Regan MM et al. SABCS 2021;Abstract GS2-05. —




SOFT+TEXT Chemotherapy Cohorts

57% & 66% LN+; 13 years median follow-up

Distant Recurrence-free Interval Overall Survival
100 100
X 80 80 5-yr:
o 91.8 12-yr: 94.5 12-yr:
Y . —_
. < ---- TEXT 87.0 (+2.6%
$ o0 88.9 ---- TEXT 84.7 (+2.4%) S 95.0 244 ( )
87.6 92.4 .
§ 85.2 82.3 s 95.0 — SOFT 82.9 (-0.7%)
S 4 ' — SOFT 79,6 (+1.9%) S . 83.6
= Distant n .
o+
S Recur HR (95%Cl) 77.7 Death HR (95%Cl)
)
2 E+OFS 99 0.86 (0.66-1.13) SOFT E+OFS 88 1.06 (0.79-1.43) SOFT
O 200 1ors 114 21 T+0Fs 85
E+OFS 118 0.86 (0.67-1.11) TEXT E+OFS 103 0.85 (0.65-1.11) TEXT
0 T+OFS 132 . 0 T+OFS 118
ol T T T 5[ T T T T 112 T T T T ol T T T 15 T T T T 112 T T T T
Years since randomization Years since randomization
0-5 years >5 years 0-5 years >5 years
Recur HR (95% ClI) Recur HR (95% ClI) Deaths HR (95% Cl) Deaths HR (95% ClI)
SOFT E+OFS: | 65 0.85(0.61-1.19) 34 0.88 (0.56-1.41) SOFT E+OFS: | 40 1.57 (0.96-2.57) 48 0.84 (0.57-1.22)
T+OFS: | 76 . 38 . T+OFS: | 26 . 59 .
TEXT E+OFS: | 62 0.73 (0.52-1.01) 56 1.10(0.75-1.61) TEXT E+OFS: | 42 1.10(0.71-1.70) 61 0.74 (0.53-1.03)
T+OFS: | 83 . 49 . T+OFS: | 38 . 80 .
Atrisk: | 2694 pts 12086 pyfu 2166 pts 14702 pyfu Atrisk: | 2694 pts 12774 pyfu 2395 pts 16928 pyfu

E+OFS vs T+OFS: reductions in distant recurrence 1.9% SOFT and 2.4% TEXT at 12 years
overall survival, -0.7% SOFT and +2.6% TEXT at 12 years

RESEARCH
TO PRACTICE

pyfu=person-years follow-up



Proportion breast cancer-free

BCI (H/1) Predictive Results for BCFI — Overall HR+ Cohort

Unselected BCI (H/I)-Low BCI (H/I)-High
1.0 \ 1.0 ~—— 1.0
e o S——— ——
0.8 ~ 0.8 0.8 e
08 HR 12y Abs Benefit 06 4 HR 12y Abs Benefit S HR 12y Abs Benefit
E+O vs T: 0.69 (0.52, 0.90) 6.6% E+O vs T: 0.48 (0.33, 0.71) 11.6% 5‘”8 e 1'22 (g';g' i'ii’ '(1"‘2‘;’
0.4 T+0 vs T: 0.83 (0.64, 1.08) 3.7% 0.4 J T+OvsT:0.69(0.48,0.97) 7.3% i +0vs T: 1.05 (0.72, 1.54) -1.2%
EventsPatients EventsPatients EventsPatients
0.2+ T 122 573 0.2 4 + 69 314 0.2 T 53 259
T+O0FS 108 551 T+OFS 57 321 T+0FS 51 230
E+OFS 87 563 E+OFS 41 337 E+OFS 46 226
0 2 4 6 8 10 12 0 2 4 6 8 10 0 2 4 6 8 10
Years since randomization Years since randomization Years since randomization
573 516 475 436 397 329 188 314 280 258 231 206 182 259 236 217 205 181 147
T+OFS 551 511 467 437 410 363 214 T+OFS 321 302 278 261 244 214 T+OFS 230 209 189 176 166 149
E+OFS 563 509 476 440 409 350 201 E+OFS 337 310 295 274 255 255 E+OFS 226 199 181 166 154 132

* 58% of cancers were BCl (H/I)-Low and 42% were BCI (H/1)-High
 Significant treatment by biomarker interaction for EXE+OFS vs TAM (P<0.01 in

adjusted analysis); less so for TAM+OFS vs TAM (P=0.16)

RESEARCH
TO PRACTICE




Guidelines for OFS

« ASCO:
« Offer in women receiving chemotherapy
 Offer to higher risk women: larger tumors,
younger age, higher grade, pos LN
« St Gallen:
« Offer in women who are less than 35yo, received
chemotherapy, have 4+LN



/HR+, HER2-, node\

positive high-risk
EBC

*\WWomen or men
* Pre-/postmenopausal
* With or without prior
neo- and/or adjuvant
chemotherapy
* No metastatic disease
* Maximum of 16
months from surgery to
randomization and 12
weeks of ET following

\ Cohort 2: High risk based

Qe last non-ET /

This presentation is the intellectual property of the author/presenter. Contact them at stephen.johnston@rmh.nhs.uk for permission to reprint and/or &Qgibute.

San Antonio Breast Cancer Symposium®, December 6-10, 2022

monarchE Study Design (NCT03155997) (4y efficacy)

Cohort 1: High risk based
on clinical pathological

features
e 24 ALN OR
* 1-3 ALN and at least 1 of the
below:
* Grade 3 disease
e Tumor size 25 cm

~

on Ki-67
« 1-3 ALN and
+ Ki-67 220% and
* Grade 1-2 and tumor size
<5cm

On-study treatment period
2 years

Abemaciclib
(150mg twice daily)

+
ndocrine Therapy: Al or tamoxifen

Follow-up period
Endocrine Therapy
3-8 years as clinically
indicated

Endocrine Therapy: Al or tamoxifen

&

Stratified for:

* Prior chemotherapy
* Menopausal status
*Region

)

Primary Objective: IDFS

Secondary Objectives: IDFS in high Ki-67 populations, DRFS, OS, Safety, PK, PRO ]

ﬂTT Population
m Cohort 1
Cohort 2

9%

~

91%




San Antonio Breast Cancer Symposium®, December 6-10, 2022

IDFS Benefit in ITT Persists Beyond Completion of Abemaciclib

100 1
2 90-
~ 100
S 80+
S
95 -
5 70-
n
(]
© 60 90-
& Number of IDFS events
o 5071 g Abemaciclib + ET  ET Alone
2]
- , 336 499
(2] .
= 801 | HR (95% CI).. 0.664 (0.578, 0.762)
@ S0 ! Nominal p < 0.0001
> [ [
‘w 204 75- ! :
S 20 l .
£ 10- 70 Abemaciclib Duration [ : :
0O 6 12 18 24 30 36 48 54
O L} L] L L} 1 L} T L] L 1
0 6 12 18 24 30 36 42 48 54 60
Number at risk Time (months)
Abemaciclib + ET 2808 2620 2548 2478 2407 2345 2214 1229 521 79 0
ET Alone 2829 2652 2572 2474 2374 2281 2103 1201 512 82 0

|

33.6% reduction in the risk of developing an IDFS event with an increase in absolute
benefit in IDFS 4-year rates (6.4%) compared to 2-and 3-year IDFS rates (2.8% and 4.8% respectively)

This presentation is the intellectual property of the author/presenter. Contact them at stephen.johnston@rmh.nhs.uk for permission to reprint and/or distribute.



San Antonio Breast Cancer Symposium®, December 6-10, 2022

Ki-67 is Prognostic, but Not Predictive of Abemaciclib Benefit

100 -
3
=
= 95° Cohort 1*
S ~ C1 Ki-67 High C1 Ki-67 Low
S 8% ~~_ Abemaciclib ET Abemaciclib ET
- ~ =y . 916%
S - SR +ET alone +ET alone
A 90- v N=1017 N=986 N=946 N=968
o IDFS
@ Number of
£ events, n 147 224 91 141
- HR (95% Cl) 0.618 (0.501, 0.762) 0.624 (0.478, 0.814)
& DRFS
S gﬁ‘e”r"]?:r n°f 126 193 74 119
o Cohort 1 Ki-67 High HR (95% CI
= 1 6 Cl) 0.612 (0.488, 0.767) 0.613 (0.458, 0.821)
O 80- Abemaciclib + ET ' OS (Immature)
_GZ’ — ETalone ‘ S\fer?]?:rnc’f 68 88 39 50
@ Cohort 1 Ki-67 Low HR (95% CI) 0.733 (0.533, 1.007) 0.772 (0.506, 1.175)
E [Ch Bl é_l:IJ_erInamcllb +ET *Ki-67 value was missing in 1203 (23.5%) patients
o - - alone
o I :
0 6 12 18 24 30 36 42 60

Time (months)

Within Cohort 1, similar abemaciclib treatment effects were observed regardless of Ki-67 index

This presentation is the intellectual property of the author/presenter. Contact them at stephen.johnston@rmh.nhs.uk for permission to reprint and/or distribute.



Adjuvant CDK4/6i Reported Trials

_ PALLAS PENELOPE-B MONARCH-E

Length of CDK4/6i
Prior chemotherapy
Tamoxifen use
Grade 3

Node negative

N1

>N2

Discontinued IP prematurely
Still on therapy
Median follow up
2-year iDFS

3-year iDFS

5600
2 year
82%
32%
29%
13%
49%
37%
42%
26%
24 mos

88.2% vs. 88.5%
A-0.3%

1250

1 year
100%
50%
47%
Unknown
Unknown
50% (after NAC)
19.5%

0

42.8 mos

88.3% vs 84%
A4 .3%

81.2% vs. 77.7%
A3.5%

5637

2 year
95%
30%
38%
0.2%
40%
60%
28% (at 19 mos f/u)
10%
27.1 mos

92.7% vs 90.0%
A2.7%

88.8% vs 83.4%
A5.4%, HR 0.696, P<0.0001




OLYMPIA: TRIAL SCHEMA

» Local genetic
testing or
on-study central
screening

*  Germline
pathogenic or likely
pathogenic
BRCA1/2 mutation

» HER2-negative
(hormone receptor—
positive or TNBC)

e

« Stage lI-Ill breast
cancer or lack of
PathCR to NACT

Hormone receptor-positive defined as ER and/or PgR positive (IHC staining = 1%)
Triple negative defined as ER and PgR negative (IHC staining < 1%)

THudis CA, J Clin Oncol 2007

5

Neoadjuvant group Olaparib
« TNBC: non-pCR 300 mg twice daily = ==
Hormone receptor—positive: for 1 year
non-pCR and CPS+EG score = 3 L T
2 6 cycles
Neoadjuvant =—p Surgery =—p +/- Radiotherapy
chemotherapy 121
=P randomisation
Adjuvant group N = 1836
* TNBC: 2 pT2or2pN1 7
* Hormone receptor-positive: y
2 4 positive lymph nodes — ,’ 1
2 6 cycles 4 !
Surgery ==—p  Adjuvant =P +/- Radiotherapy Placebo —

/
|
chemotherapy | twice daily for 1 year
l
:

Stratification factors

* Hormone receptor—positive vs. TNBC

* Neoadjuvant vs. adjuvant

* Prior platinum-based chemotherapy (yes vs. no)

Presented at ASCO 2021

Presented at SABCS 2021

Primary endpoint

* Invasive disease-free survival
(IDFS) by STEEP system'

Secondary endpoints

Distant disease-free survival’
(DDFS)

Overall survival' (OS)
BRCA1/2 associated cancers
Symptom / Health-related QoL
Safety

Concurrent adjuvant therapy

* Endocrine therapy

* Bisphosphonates

* No 2nd adjuvant chemotherapy



Comments on study population

*\/ery young (median 42-43, 25% > 50)

*72.3% gBRCA1m

*82.2% TNBC, no HER2+ (by design)

*74.7% treated with mastectomy (46.5% bilateral)
*RRSO in ~60%

*CPS+EG score unfamiliar to many
*http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt
*Remember to use nuclear grade, not histologic or overall



http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt

ANALYSIS OF IDFS (ITT) AT OS IA2

100 - —e :
il 89.7
X — T 86.1
~ — —_— Tt - 827
g 80 88.4 T -
81.4
% 7.3 75.4
60 A
o Difference: 3 Yr. IDFS rate Difference: 4 Yr. IDFS rate
% 40 - 8.8% (95% CI: 5.0%, 12.6%)  7.3% (95% CI: 3.0%, 11.5%)
é ~— Qlaparib (134 events)
2 20- Placebo (207 events)
0
g Stratified hazard ratio 0.63 (95% CI: 0.50, 0.78)
£ oA
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 825 777 738 694 603 495 382 293 204
Placebo 915 807 765 715 656 571 459 370 293 187

Tutt et al, ESMO Virtual Plenary March 2022



SECOND OVERALL SURVIVAL INTERIM ANALYSIS - OSIA 2 (ITT)

98.0
100 - —_— :
— 2590 92.8 89.8
96.9 928 ——
. 807 ' 89.1 86.4 N
2 Difference: 3 Yr. OS rate Difference: 4 Yr. OS rate
<Z‘_; 50 3.8% (95% CI: 0.9%, 6.6%) 3.4% (95% CI: -0.1%, 6.8%)
= N
5
2 404 Olaparib (75 deaths, 70 due to breast cancer)
o
o Placebo (109 deaths, 103 due to breast cancer)
@)
20
O L I I I I I I I I I I
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218

Tutt et al, ESMO Virtual Plenary March 2022



SUBGROUP ANALYSIS OF OS

Subgroup Olaparib Placebo Stratified hazard ratio for overall helt:e::meen:::
No. of patients who died survival (95% Cl) g y
/total no. |
All patients 751921 109 /915 J | 0.678 (0.503, 0.907) NA

Prior chemo : 0.543
Adjuvant 22/ 461 28 / 455 = T 0.783 (0.444, 1.365)
Neoadjuvant 53 /460 81 /460 L I 0.638 (0.449, 0.900)

Prior platinum : 0.236
Yes 27 | 247 29 /238 — > 0.882 (0.520, 1.491)
No 48 /1 674 80/677 = ' 0.601 (0.417, 0.855)

HR status : 0.381
HR+/HER2- 16/ 168 17 1 157 | > 0.897 (0.449, 1.784)
TNBC 59 /751 92 /758 i [ 0.640 (0.459, 0.884)

BRCA : 0.845
BRCA1 49 /579 75/ 588 = | 0.643 (0.446, 0.918)
BRCA2 16 / 235 28 /216 o | 0.521 (0.276, 0.951)
BRCA1/2both ~ 0/2 0/3 ! NC

0.25 0.50 0.75 1.00 1.25
< >
Favours olaparib Favours placebo

All subgroup hazard ratio point estimates are < 1 and confidence intervals include the hazard ratio for olaparib treatment effect in the
overall ITT population

Tutt et al, ESMO Virtual Plenary March 2022



Placebo
23%

27%

Olaparib

Nausea 57%
Fatigue

Anemia

Vomiting

Headache

Diarrhea

Neutropenia

Leukopenia B Grade 1
Decreased appetite = g::g: 5 .
Dysgeusia
Dizziness
Arthralgia

60 40 20 0 20 40 60

Adverse events, %



* EET benefits few and adds to AEs

* OFS during chemo can preserve ovarian function
* OFS to high risk women. Can it replace chemo!

* CDK4/6i for high risk. Do we trust Ki67?
* PARPI for high risk. Do we perform CPS?

.
& Mays Cancer Center

UT Health MDAnderson
San Antonio CancerCenter




MODULE 3: Selection and Sequencing of Therapy
for Patients with ER-Positive Metastatic Breast Cancer
(mBC) — Dr Kalinsky




Case Presentation: 53-year-old woman with ER/PR-positive,
HER2-low, PIBKCA-mutated mBC who experiences a dramatic

response to rechallenge with fulvestrant and a CDK4/6i
(abemaciclib); now with progression and cytopenias

o -

Dr KS Kumar (Trinity, Florida)




Before abemaciclib/fulvestrant After abemaciclib/fulvestrant

RTP

RESEARCH
TO PRACTICE




Selection and Sequencing
of Therapy for Patients with
ER-Positive Metastatic Breast Cancer

Kevin Kalinsky, MD, MS
Associate Professor of Medicine
Director, Glenn Family Breast Center
Director, Breast Medical Oncology
Louisa and Rand Glenn Family Chair in Breast Cancer Research



Results for Pivotal CDK 4/6 Inhibitor Trials

CDK Inhibitor Line of 1:herapy Menopausal | PFS _Sta?i.stical _Sta?i_stical
(Endocrine Rx) Status HR Significance Significance

PALOMA-2[1] Palbociclib 1st Line/Al Post 0.56 Yes 0.96 No
MONALEESA-212] Ribociclib 1st Line/Al Post 0.57 Yes 0.76 Yes
MONALEESA-713a] Ribociclib 1st Line/Al or Tam Pre/Peri 0.55 Yes 0.70 Yes
MONARCH-3H1 Abemaciclib 1st Line/Al Post 0.54 Yes 0.75 No (@IA2)
PALOMA-3[5] Palbociclib 2nd Line/Fulv Pre/Post 0.46 Yes 0.81 No
MONARCH-216] Abemaciclib 2nd Line/Fulv Pre/Post 0.55 Yes 0.78 Yes
MONALEESA-3I"] Ribociclib 1st /2nd Line/Fulv Pre/Post 0.59 Yes 0.72 Yes

a. Missing survival data (ie, pts who withdrew consent or were lost to follow-up) and were censored (assumed to be alive) at time of analysis: 13% in palbo+Al arm vs 21% in control arm.
b. 27% of patients in control arm went on to receive a CDK4/6i (24% received palbociclib).
c. PFS/0S data reported for approved Al subset.

Al indicates aromatase inhibitor; Fulv, fulvestrant; IA2, interim analysis 2; NR, not reported; Rx, therapy.

1. PALOMA-2: Finn R, et al. N Engl J Med. 2016;375:1925-1936; Rugo H, et al. Breast Cancer Res Treat. 2019;174:719-729. Finn R, et al. ASCO 2022. LBA1003. 2. MONALEESA-2: Hortobagyi G, et al. N Engl J Med.
2016;375:1738-1748; Hortobagyi G, et al. Ann Oncol. 2018;29:1541-1547; Hortobagyi G. et al. ESMO 2021. Abstract LBA17_PR. 3. MONALEESA-7: Tripathy D, et al. Lancet Oncol. 2018;19:904-915; Im S-A, et al. New
Engl J Med. 2019;381:307-316. 4. MONARCH-3: Goetz M, et al. J Clin Oncol. 2017;35:3638-3646; Johnson S, et al. NPJ Breast Cancer. 2019,5:5. Goetz MP, et al. ESMO 2022. Abstract LBA 15. 5. PALOMA-3: Turner
NG, et al. New Engl J Med. 2015;373:209-219; Cristofanilli M, et al. Lancet Oncol. 2016;17:425-439; Turner NC, et al. New Engl J Med. 2015;373:1672-1673. 6. MONARCH-2: Sledge G, et al. J Clin Oncol.
2017;35:2875-2884; Sledge G, et al. JAMA Oncol. 2020;6:116-124. 7. MONALEESA-3: Slamon D, et al. J Clin Oncol. 2018;36:2465-2472; Slamon D, et al. New Engl J Med. 2020;382:514-524.



MONALEESA-7: Overall Survival

o« = 29% relative reduction in risk

100 of death
Ribociclib + ET « The P value_ Qf .00973 crossed
80 ' the prespecified boundary to
_ et claim superior efficacy
© Placebo + ET
2 60
e
@
§ 401 Ribociclib + ET | Placebo + ET Landmark Analysis
o Kaplan-Meier Ribociclib +
Events/N 83/335 109/337 Estimate Placebo + ET
20 - Median OS, mo Not reached 40.9 36 mo 71.9% 64.9%
HR (95% CI) 0.712 (0.535-0.948)
42 mo 70.2% 46.0%
0 P value .00973
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 33 40 42 44 46
No. of Patients Still at Risk Months

Ribociclib 335 330 325 320 316 309 304 292 287 279 274 266 258 249 236 193 155 110 68 43 25 7 3 0
Placebo 337 330 325 321 314 309 301 295 288 280 272 258 251 235 210 166 122 92 62 33 19 7 2 0

Protocol-specified key secondary end point.
Im S-A, et al. New Engl J Med. 2019;381:307-316.



MONALEESA-2: Letrozole * Ribociclib — Overall Survival

Overall Survival, %

Final Analysis at 400 death events: Improvement in median OS of 12.5 mo

RIB + LET

Events/n 181/334 219/334
100 Semmamice i
R o Median OS, mo 63.9 51.4
80 HR (95% Cl), P value 0.76 (0.63-0.93), .004
°0 63.9 mo. (5.3 y)
40 4 —\.Hﬁ.
20 -
0 | I | | | | I | | | | | | | | | | | | ] | |
0 < 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88

No. at risk

RIB+LET 334 323 315 305 300 284 270 253 237 220 202 191 180

Months

165 158 150 142 135 125 101 48 8 0

334 326 316 306 293 283 265 244 222 209 195 183 167 149 139 131 114 104 94 73 38 6 0

Key secondary end point.
Hortobagyi G. et al. ESMO 2021. Abstract LBA17_PR.
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Why are there OS differences between the studies?

Randomized P3 PALOMA-2 MONALEESA-2 | MONALEESA-7 | MONALEESA-3
Trials Palbociclib Ribociclib Ribociclib Ribociclib
1L Cohort
D BC 38% 34% 41% 20% g
e novem ° ° ° ° * DFI<12 mosinPalomal~ 35%
Disease-free interval * Combined OS analysis with PALOMA-1 planned
DFI < 12 mos 22% 1% 7% 0% * Analysis by DFI subgroup unplanned
DFI > 12 mos 40% NR 53% 80% . :
DFI > 24 mos NR 60% NR :3 PALOMA-1 and PALOMA-2 Combined OS Analysis:

Subgroup DFI >12 months

PAL+LET Control
(N=204) (N=123)

Median OS, months 64.0 446
(95% Cl) (49.2,73.4) (37.0,53.2)

Stratified hazard ratio 0.736
(95% Cl) (0.551, 0.982)

No substantial differences in prior therapy, visceral disease, use of
subsequent CDK46i in placebo arm, other variables

64 mos

Limitations:
* Post hoc analyses
* Definition of “missing survival data”

Overall Survival Probability (%)

Paloma-2: Missing survival data and were censored at time of analysis: 13% 0 1A% oMot
Number of patients at risk

in palbo+Al arm vs 21% in control arm. 27% of pts in control arm went on to PALLET 284 05 dm 1w 1. " “
ontroi
receive a CDK4/6i (24% received palbo).

Finnet al NEJM 2016; Hortobagyi etal. NEJM 2016; Tripathy et al Lancet Oncol 2018; Slamon et al. NEJM 2020

Adopted from Claudine Isaacs



MONARCH-3: NSAI £ Abemaciclib — Overall Survival

100.0%/
90 0% abemaciclib + NSAI placebo + NSAI
o Medi ,
~ 80.0% edian OS 67.1 54.5
S (months)
= 70.0%
2 HR (95% Cl; 0.754 (0.584-0.974)
5 60.0% P value) p-value 0.0301*
7
T 00% Pre-planned OS IA2 Analysis
[ .
3 40.0% Data cut: 02 Jul 2021
30.0% *p-value did not reach threshold for statistical significance at this interim
. Patients Events 31.5% of patients in th trol d
200%| __ Apemaciclib + NSAI 328 158 -27/0 OT patients in the control arm an
s0.00 LT Tacebo Sl | 165 97 10.1% in the abemaciclib arm received a
o subsequent CDK4 & 6 inhibitor
0.0%1

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Time (months)
Number at risk

Abemaciclib + NSAI 328 310 300 281 268 258 248 236 226 211 202 196 187 177 170 157 150 120 52 2 O
Placebo + NSAI 165 158 151 148 142 133 126 122 114 104 97 91 84 76 69 62 59 45 18 1 0

At this interim analysis, statistical significance was not reached but data are maturing favorably (HR 0.754, 95% Cl: 0.584-0.974)
and follow up continues. The observed difference in median OS was 12.6 months.

Key secondary end point.
Goetz M. et al. ESMO 2022. Abstract LBA15



Schema

Key Entry Criteria

Men or Women age > 18 yrs
ER and/or PR > 1%, HER2- MBC

Progression on ET + any CDK 4/6 inhibitor
<1 line of chemotherapy for MBC /

Measurable or non-measurable 1:1
PS 0or1 \
Postmenopausal
« GnRH agonist allowed if N=120
premenopausal

Stable brain metastases allowed

Primary Endpoint

Arm 1
Ribociclib + Switch
Endocrine Therapy*

* Progression free survival

* Locally assessed per
RECIST 1.1

Secondary Endpoints

Arm 2
Placebo + Switch
Endocrine Therapy*

* Overall response rate

 Clinical benefit rate

« Safety

* Tumor and blood
markers, including
circulating tumor DNA

* Fulvestrant as endocrine therapy in pts with progression on a prior aromatase inhibitor for MBC and no prior fulvestrant; Protocol amended to allow
exemestane as endocrine therapy if progression on prior fulvestrant (September 2018); Ribociclib 600 mg administered 3 weeks on/1 week off

2022ASCO =3

ANNUAL MEETING

PRESENTED BY:

Kevin Kalinsky, MD, MS

Content of this presentation is the property of the AS‘ O éﬁﬁfgﬁt%ﬁ%ﬂf&?
author, licensed by ASCO. Permission required for reuse.

KNOWLEDGE CONQUERS CANCER




Patient Characteristics and Prior Treatment

Placebo

(n=59)

Ribociclib

(n=60)

Female - no. (%) 58 (99%) 60 (100%)
Median age — years (IQR) 59 (52-65) 55 (48-67)
Race or ethnic group — no. (%)

White 42 (71%) 46 (77%)

Black 8 (14%) 5 (8%)

Asian 2 (3%) 5 (8%)

Other or not specified 7 (12%) 4 (7%)
ECOG PS — no. (%)

0 38 (64%) 40 (67%)

21 (36%) 20 (33%)

De Novo Metastasis at Dx - no. (%)™ 32 (54%) 21 (35%)
Visceral Metastasis — no. (%) 35 (59%) 6 (60%)
Bone-Only Disease — no. (%) 9 (15%) 3 (22%)
> 2 prior ET for MBC - no. (%) 11 (19%) 1(18%)
Chemotherapy for MBC — no. (%) 7 (12%) 4 (7%)

Prior CDK 4/6 inhibitor — no. (%)
Palbociclib*
Ribociclib**
Abemaciclib

Median duration of prior CDK 4/6
inhibitor - months (IQR)

<12 months
> 12 months

Prior CDK 4/6 inhibitor in metastatic
setting - no. (%)

Intervening treatment after progression
on prior CDK 4/6 inhibitor - no. (%)

Placebo

(n=59)

51 (86%)
8 (14%)

0 (0%)

17 (11-23.5)

Prior CDK 4/6 inhibitor duration— no. (%)****

21 (36%)
38 (64%)

59 (100%)

6 (10%)

Ribociclib
(n=60)

52 (87%)
6 (10%)
2 (3%)

15.5 (12-21)

18 (30%)
42 (70%)

60 (100%)

1(2%)

* Includes 1 pt who did not tolerate prior abemaciclib and 2 pts with insurance issues with ribociclib; ** Includes 1 pt who did not tolerate prior palbociclib;

***p=0.035; **** 10 pts (17%) in placebo arm and 7 pts (12%) in ribociclib arm on prior CDK4/6 inhibitor < 6 months; IQR =

interquartile range

2022ASCO

ANNUAL MEETING

PRESENTED BY:

Kevin Kalinsky, MD, MS

" AMERICAN SOCIETY OF
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Progression Free Survival

© 1.00 —~ Placebo =+ Ribociclib Placebo + ET  Ribociclib +
g (n=59) ET (n=60)
> 0.75- Median PFS: Median: 2.76 5.29
ﬁ HR=0.57 (95% CI: 0.39-0.95), p=0.006 | 95% CI (months) | (2.66-3.25) (3.02-8.12)
2 PFS rate at 6 23.9% 41.2%
L; 0.50 A months (95% CI) | (12.8%-35%) | (27.8%-54.6%)
.g PFS rate at 12 7.4% 24.6%
g 0.25- months (95% CI) | (0.4%-14.3%) | (12.5%-36.7%)
(@)] .
o " b
Q- 0.00- .
0 6 12 18 24 30
Placebo{ 59 13 4 1 1 1
Ribociclib{ 60 21 11 5 3 2
0 6 12 18 24 30
Time from Randomization (months)
202ASCO I o o
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Subgroup N Hazard Ratio [95% CI]
Age <= 65 87 ——- 0.68 [0.43, 1.06]
Age > 65 32 —a— 0.31[0.12, 0.80]
Race White 88 : 0.58 [0.36, 0.92]
Race Non-White 31 0.63[0.30, 1.33]
ECOGO 78 ——— 0.66 [0.40, 1.07]
FCOG 1 41 P — 0431021 _087]
Prior Palbociclib 103 : 0.58 [0.38, 0.90]
Prior Ribociclib 14 0.50[0.15, 1.70]
Duration Prior CDK 4/6 <= 12 39 § 0.36 [0.17, 0.74]
Duration Prior CDK 4/6 > 12 80 —— 0.76 [0.47, 1.24]
~Visceral DISEase Yes 71 : U.ZI-'Q'[UZ'Q,_UTB?;T
Visceral Disease No 48 ——— 0.69 [0.37, 1.29]
Bone Disease Yes 22 ; 0.54 [0.20, 1.49]
Bone Disease No 97 : 0.58 [0.38, 0.90]
Prior Endocrines Mets Setting<2 97 § 0.62 [0.40, 0.96]
Prior Endocrines Mets Setting >=2 22 ————— 0.39[0.14, 1.12]

<-Favors Ribociclib + ET

1.5 2

Favors Placebo + ET->

Progression Free Survival by Subgroup
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PACE Trial: Schema

Eligibility Criteria

HR+/HER2- MBC
Progression on CDK4/6i
and ET, with >6mo SD on
prior regimen

<2 prior lines ET for MBC
No prior fulvestrant

0-1 prior chemo for MBC

1:2:1 randomization;
stratified by exposure
to chemo between
CDK4/6i and entry
onto trial

N=220

mN-—-< OQOUOZ2X>»mx

I

Fulvestrant: 500 mg IM C1D1,15, then g28d

Fulvestrant: 500 mg IM C1D1,15, then g28d
Palbociclib: 125 mg PO qd 1-21d in a 28d cycle (or lower
starting dose to match prior treatment)

Fulvestrant: 500 mg IM C1D1,15, then g28d
Palbociclib: 125 mg PO qd 1-21d in a 28d cycle
Avelumab: 10 mg/kg IV q14d

Baseline archival tissue
Baseline ctDNA, CTC

I I N

ctDNA CtDNA, ctDNA ctDNA
CTC

Primary objective: To compare PFS (RECIST-confirmed) for fulvestrant+palbociclib vs. fulvestrant alone

Secondary objectives: To compare PFS for fulvestrant+palbociclib+avelumab vs fulvestrant alone, response
endpoints, safety, outcomes in predefined molecular subgroups including ESR1, PIK3CA, and Rb.
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PACE Trial: Patient Demographics

Fulvestrant Fulvestrant + Fulvestrant + Overall
(n=55) Palbociclib Palbociclib + Avelumab (n =220)
(N=111) (N=54)
N % N % N % N %
Female 55 100.0 109 98.2 54 100.0 218 99.0
Age (median, range) 58 (36-77) 55 (28-77) 58 (25-83) 57 (25-83)
Race
White 47 85.5 88 79.3 44 81.5 179 81.4
Black 3 5.5 13 11.7 4 7.4 20 9.1
Asian 0 0 4 3.6 3 5.6 7 3.2
Other 5 9.1 6 5.4 3 5.6 14 6.4
Post-menopausal 47 85.5 87 78.4 44 81.5 178 80.9
De novo MBC 28 50.9 40 36.0 20 37.0 88 40.0
Visceral disease 29 52.7 70 63.1 33 61.1 132 60.0
Bone only disease 4 7.3 18 16.2 8 14.8 30 13.6
Measurable disease 37 67.3 73 65.8 39 72.2 149 67.7

Unknown values are omitted from the table.
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PACE: Prior Treatment Characteristics

Fulvestrant Fulvestrant +
(n=55) Palbociclib

Fulvestrant + Overall
Palbociclib + (n =220)

(N=111) Avelumab (N=54)

Prior adjuvant endocrine exposure”

Endocrine resistant 10 18.2 32 28.8 16 29.6 58 26.4
Endocrine sensitive 45 81.8 78 70.3 37 68.5 160 72.7
_Prior CDKA/A
Palbociclib 52 94.5 102 91.9 46 85.2 200 90.9
Ribociclib 1 1.8 5 45 4 7.4 10 45
Abemaciclib 2 3.6 3 2.7 4 7.4 9 4.1
Duration of prior CDK4/6i + ET
6-12 months 10 18.2 26 23.4 16 29.6 52 23.6
> 12 months 45 81.8 84 75.7 38 70.4 167 75.9

CDK4/6i and randomization

Unknown values are omitted from the table.

*Endocrine resistant: recur <1y of adj ET. Endocrine sensitive: de novo MBC, or no adj ET, or recur >1y after adj ET. Adapted from ESO-ESMO guidelines, Ann Oncol 2020

Prior chemotherapy for MBC 11 20.0 16 14.4 9 16.7 36 16.4
Line of MBC therapy initiated in PACE
First Line 3 5.5 5 4.5 2 3.7 10 4.5
Second Line 42 76.4 83 74.8 44 81.5 169 76.8
> Second Line 10 18.2 21 18.9 7 13.0 38 17.3
Any systemic therapy between prior 5 9.1 16 14.4 5 9.3 26 11.8
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PACE: Progression Free Survival ITT

1

Percent alive and progression-free

00 ;

80 1

60 1

40

20

Numbers at risk:

F
F+P
F+P+A

PFS
6-month PFS: Pts Events
F: 42.9% 55 34
F+P: 40.0%
F+P 111 79
12-month PFS:
F: 17.5%
F+P: 13.1%
f i
| ' i
0 2 4 6 8 10 14 16 18
Months since randomization
55 31 20 14 12 9 3 3 3
111 73 48 32 28 16 5 4 4
54 38 25 20 20 15 10 9 7

Median
PFS, mo
(90% CI)

4.8
(2.1, 8.2)

4.6
(3.6, 5.9)

HR vs F
(90% CI) P-value

1.11 P=0.62
(0.74-1.66)
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PACE: Progression Free Survival ITT

100 ;

Percent alive and progression-free

Numbers at risk:
F
F+P
F+P+A

80 1

60

40

20

PFS
6-month PFS: Pts Events
F: 42.9% 55 34
F+P: 40.0%
F+P+A: 50.8%
F+P 111 79
12-month PFS:
F: 17.5%
F+P:  13.1% >4 3
F+P+A: 35.6%
H— |_|
|
f i
I . i
0 2 4 6 8 10 12 14 16 18
Months since randomization
55 31 20 14 12 9 4 3 3 3
111 73 48 32 28 16 7 5 4 4
54 38 25 20 20 15 12 10 9 7

Median
PFS, mo
(90% CI)

4.8
(2.1, 8.2)

4.6
(3.6, 5.9)

8.1
(3.2, 10.7)

HR vs F
(90% CI)

1.11
(0.74-1.66)

0.75
(0.47-1.20)

P-value

P=0.62

P=0.23
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BYLieve: A Phase 2, Open-Label, 3-Cohort,

Noncomparative Trial

*BYLieve

Goal: In the post-CDKi setting, assess the efficacy and safety of alpelisib + ET (fulvestrant or letrozole)

in patients with PIK3CA-mutated HR+, HER2—- ABC

Patients who received CDKi + Al

Men or pre-/postmenopausala as immediate prior treatment (N=112)°
women with HR+, HER2— ABC [ _ (ConortA)
with a PIK3CA mutation Alpelisib 300 mg oral QD + fulvestrant 500 mg®

* Last line of p(lor therapy: CDKi Patients who received CDKi + fulvestrant
+ ET, systemic chemotherapy as immediate prior treatment (N=112)
or ET \ (Cohort B)

« ECOG PS =2 Alpelisib 300 mg oral QD + letrozole 2.5 mg¢

« Measurable disease (per
RECIST v1.1) or 21

Patients who progressed on/after Al and received

chemotherapy or ET as immediate prior treatment (N=112)
(Cohort C)

Alpelisib 300 mg oral QD + fulvestrant 500 mg®

predominantly lytic bone lesion

Treatment crossover between cohorts is not permitted

Primary endpoint

» Proportion of patients alive without PD
at 6 months (RECIST v1.1) in each
cohort

» Secondary endpoints include
(assessed In each cohort)

* PFS

« PFS2

* ORR, CBR, DOR
* 0OS

» Safety

* Rugo HS, et al. Lancet Oncol. 2021;22:489-498; Rugo HS, et al. ASCO 2020. Abstract 1006.



BYLieve Study of Alpelisib After CDK4/6i: Efficacy

Prior CDK4/6i + Al (Cohort A)®

(n=87)
140% - Alpelisib + Fulvestrant
BYLieve Trial>P siid -
- g 0
= 80%-
Cohort A Cohort BP 8T oon
Endpoint Prior Al Prior FULV .§§ N
§ 2 0% (| N—
N 121 115 gﬁ o
_600/0_
50.4% 46.1% ~80% -
. -100% +
Alive, no PD @ 6 mo met met I
en d PO | Nt en d PO | nt 140% - Alpelisib + Letrozole (2147)
120% -
Median PFS (mo) 7.3 mo 5.7 mo g %]
ORR 21.0% 17.8% %g poinf
€2 ol ol
CBR 42.0% 31.7% 53 0%
3‘2’ g -20% -
BT -40%
§ -60% -
-80%
-100% A

a. Rugo HR, et al. ASCO 2020. Abstract 1040; b. Rugo HR, et al. SABCS 2020. Abstract PD2-07.



Summary of Selected Outcomes: BYLieve And SOLAR-1

SOLAR-1 Trial Prior CDKi? BYLieve Trialb-<
FULV FULV +
Endpoint + PBO Alpelisib Cohort AP Cohort B¢

N 11 9 121 115
Alive, no PD @ 6 mo = 20% 44.4% 50.4% 46.1%
Median PFS (mo) 1.8 mo 5.5 mo 7.3 mo 5.7 mo
ORR NR NR 21.0% 17.8%
CBR NR NR 42.0% 31.7%

a. André F, et al. N Engl J Med. 2019;380:1929-1940; b. Rugo HR, et al. ASCO 2020. Abstract 1040; c. Rugo HR, et al. SABCS 2020. Abstract PD2-07.



Patient Population

+ HER2- MBC
oER+ and/or PR+ or

PARP Inhibitors

+ Deleterious or suspected deleterious

Olaparib tablets
300 mg BID

gBRCAmM

*  OlympiAD e e

« Prior anthracycline and taxane

+ HR+ patients who have progressed on ] ] ]
>1 endocrine therapy, or not suitable Primary Endpoint Secondary Endpoints
« If patients had received platinum PFS (RECIST 1.1,BICR) +OS

o No evidence of progression during « Time to second progression or death
treatment in the advanced setting + ORR

o 212 months since (neo)adjuvant + Global HRQoL (EORTC-QLQ-C30)
treatment « Safety and tolerability

¢ E M B RACA Patients with locally advanced or metastatic

HERZ2-negative breast cancer and a
germline BRCA1 or BRCA2 mutation*t

Treat until progression

Talazoparib

1 mg PO daily

Treatment (21-day cycles)
continues until progression or

Stratification factors:
—> o
unacceptable toxicity

« Number of prior chemo regimens (0 or =
1)

« TNBC or hormone receptor positive (HR+)

Physician's choice of
therapy (PCT)*:
« History of CNS mets or no CNS mets capecitabine,
eribulin, gemcitabine,
or vinorelbine

Phase 3, international, open-label study randomized

431 patients in 16 countries and 145 sites
Litton JK, et al. N Engl J Med 2018;379:753-763. Robson M, et al. N Engl J Med 2017;377:523-533.



Progression-F

ree Survival

100 s
90 Olaparib Chemotherapy
80 - ‘ dDIC U TPC (n=97)
. 04 Events (%)| 163 (79.5) 71 (73.2)
° OlymplAD S 60 : Median PFS, months 7.0 42
» 50 " Hazard ratio 0.58
T
o 4 95% CI: 0.43 to 0.80; P<0.001
30 T
20
10 @
L . 4 ®
O -
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Atrisk, n 205 177 154 107 94 69 40 23 21 11 4 3 2 1 0 Olaparib tablets
97 63 44 25 21 11 8 4 4 1 1 1 1 0 TPC
100- TALA OverallPCT
(n=287) (n=144)
« EMBRACA
- Events, no. (%) 186 (65%) 83 (58%)
.g 32 Median, mo (95% ClI) 8.6(7.2,9.3) 56(4.2,6.7)
S Hazard ratio, 0.54,95% CI,0.41,0.71
g 60 - P <.0001
F T
5 40-
® 301
% 20
& 104 —te
0.
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Duration of PFS, mo
No. at risk (events/cumulative events)
TALA 287 (0/0) 229 (50/50) 148 (53/103) 91(34/137) 55(17/154) 42(91163) 29(9172) 23(2174) 16(5/179) 12(4/183) 5(2185) 3(0/185)  1(0/185) 0(1/186)  0(0/186)
PCT 144 (0/0) 68 (41/41) 34(20/61) 22(8/69)  9(7/76) 8 (0176) 4(3/79) 2(281) 2 (0/81) 1(1/82) 0(1/83) 0(0/83) 0(0/83) 0(0/83) 0(0/83)

Litton JK, et al. N Engl J Med 2018;379:753-763. Robson M, et al. N Engl J Med 2017;377:523-533.



EMBRACA: Final OS

100 ——— Talazoparib Survival probability Talazoparib Chemotherapy
Median 05, 19.3 months At Month 12 (95% Cl) 0.71(0.66-0.76)  0.74(0.66-0.81)
90 7 95% Cl, 16.6-22.5 ° NS /4 19.66-C.
80 - Chemotherapy At Month 24 (95% Cl) 0.42 (0.36-0.47) 0.38 (0.30-0.47)
Median OS, 19.5 months 0
- 70 - 95% CI, 17.4-22.4 At Month 36 (95% Cl) 0.27 (0.22-0.33) 0.21 (0.14-0.29)
i\— At Month 48 (95% Cl) 0.19 (0.14-0.25) 0.07 (0.02-0.15)
é‘ 60 - Hazard ratio, 0.848
= 95% Cl, 0.670-1.073
® 507 P=0.17
% - .
5 40-
v
o 30
20
10 1 1 ]
| | 1
O 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time (months)
Number of patients at risk

Talazoparib 287 280 264 232 199 163 143 128 113 101 85 68 54 41 35 27 20 15 9 6 2
Chemotherapy 144 125 116 105 96 86 71 58 48 44 34 25 18 8 7 4 2 2 2 1 0

*|TT population

Litton JK, et al. AACR 2020. Abstract CT017.



OlympiAD: Extended OS Follow-Up

No statistically significant differences in survival curves in tissue receptor subtype
No new safety signal -No AML/MDS

(D) Mo prior chemotherapy for mBC (1L)

100- 12-mo rate :
76100 Olapanb TPG
904 e Madian 05 (months) 22 6 14.7
F 804 HR [95% CI) 0.54 (0.32-0.92)
g 704 i Median follow-up (months}) 221 14.1
1
w604 : 36-mo rate
< 50 ! A0.8% 43-mo rate
z s o
O 407 -
ﬁ : b FIRE ;
s a0+ | |
e I |
o 204 : . : :
1 | | 1 L
m'—-—D:ap-ar:-Eﬂrn;l:ﬂ:li i i :r
g == G ! | | |
| | 1 1 1 | | | 1 | | | | 1 1 1 | | | 1
0 3 G 9 12 15 18 21 24 2 J0 33 36 39 42 45 48 51 64 57
N, Time from randomization (months)
Olaparib 59 53 & &2 44 41 3% 91 27 25 22 22 22 18 11 & 3 13 1 0 Robson M, et al. SABCS 2019,
PC 28 26 232 M 17 12 12 & 7 3 ST - S N o o0 0 PD4-03.



Current Approach: Treatment of HR+/HER2- mBC 3

15t Line RLLCLLECE T e L CECPEPE LR CECPEPE T L CPEPELECED Al or Fulvestrant + CDK4/6i Other considerations:
E Prior therapy

Disease free interval

Sites of disease

PIK3CA mutation ESR1 status
gBRCA status
2" Line
Tamoxifen, Al or Fulvestrant . -
+/- Everolimus ? AKT inh Fulvestrant or Al + Alpelisib
? CKD 4/6 inh
3 Line

Tamoxifen, Al, or Fulvestrant (+ targeted therapy if not given previously)
OR Chemotherapy

gBRCAm PARPi 1L-3L , L
Adapted Burstein et al ASCO Guideline Update JCO 2021;39:3959
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MODULE 4: Recent Appreciation of HER2 Low as
a Unique Subset of HR-Positive Breast Cancer —
Dr Bardia




Case Presentation: 39-year-old premenopausal woman
with ER/PR-positive, HER2-low (IHC 1+) IDC, s/p adjuvant
tamoxifen and OFS x 5 years, now with bone and liver

NI ENENSS

Dr Laila Agrawal (Louisville, Kentucky)




Case Presentation: 39-year-old premenopausal woman
with ER/PR-positive, HER2-low (IHC 1+) IDC, s/p adjuvant
tamoxifen and OFS x 5 years, now with bone and liver
metastases (continued)

Dr Laila Agrawal (Louisville, Kentucky)
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Objectives

» Understand rationale of ADCs for HER2 low breast cancer

» Gain knowledge related to HER2 ADC, trastuzumab
deruxtecan, including efficacy and toxicity

» Review upcoming therapies for HER2 low breast cancer



HER2-Low Breast Cancer:

Current Definition

HER 2 testing
by validated IHC

assay
Circumferential Weak to moderate Incomplete membrane N SEITE [© SEBERE
C . ) HER2-null or membrane
membrane staining that complete membrane staining that is o =
; ) NN o : , staining that is incomplete
is complete, intense, staining in >10% of faint/barely perceptible e
. o : 0 and is faint/barely
and in >10% of tumor tumor cells = (IHC and in >10% of tumor . . o
cells > (IHC 3+) 2+) cells > (IHC 1+) el el [ <0
tumor cells = (IHC 0)
v . ' . v v
" Reflex Reflex _ :

(15%)

Positive Negative (45-65%) (30-40%)




Trastuzumab Deruxtecan (T-DXd):

Selective delivery of toxic payload

T-DXd'?

Nt

Highly potent .
topoisomerase | Cleavable linker |

inhibitor payload

8:1 drug-to-
antibody ratio

Internalization of T-DXd leads to release of the DXd
payload and subsequent cell death in the target tumor cell
and neighboring tumor cells through the bystander effect':2

c T-DXd binds
to HER2

Q T-DXd

internalized

e Linker cleaved,
releasing

topoisomerase | | ’
inhibitor : —— ’

o\ /)
YT-DXd ‘-’ HER2 protein\?--- ,’/ | WY W

<3 =

, Topoisomerase | inhibitor payload

~ Tumor Cell \
g e Tumor \

|'

| Neighboring .
| Tumor Cell

\ ,

T celldeath \ Nt
= "‘\_\ »
\ -, L) S
) '
Topoisomerase | P Ty

inhibitor enters .
nucleus Tk

e Membrane

permeable
payload results

in bystander
effect

Adapted with permission from Modi S, et al. J Clin Oncol 2020;38:1887-96. CC BY ND 40

Nagayama, A, et al. Target Oncol. 2017
Modi S, et al. ASCO 2022.



Trastuzumab Deruxtecan (T-DXd):
HER2 Low Tumors

g 120 -
= 2 100
8 E 80
§ g — [HC 2+
£ -Z B0+ e IHC 1+
g ‘@ 40 <
) S ; ’
e _?_. 20 -dogi-Fomme e mememmmmmmmeee oo eeooceeooceeeeocessemceeooscmeoceeemceseseooacens
£ \ & :
§, N g -20-»_ X
- § i‘—so- \
S § = \!
&n 3 D -60-
e ) «
o -80
8 801
] RN —100
(] 'HC'“ UHE 10 20 30 40 S0 80 70 80 90 100 110 120
:é Weeks

00000 Irexs 050 SN Seredrie 0 20% NCIeDSe 0 WNNOE S0 OU0ES 106 DM ME300NS5E 300 (IORIe35e 05605, respecividy
e e e e Y

Confirmed ORR mDoR mPFS
All (N =51) 44 2% (N=43) 94m 7.6m
IHC 2+ (n = 24) 54 5% (N=22) 11.0m 13.6m
IHC 1+ (n = 27) 33.3% (N=21) 79m 57m
HR+ (n =45) 47 4% (N=38) 11.0m 7.9m
Prior CDK4/6 inhibitor (n = 15) 33.3% (N=12) NR 7.1m

Modi S et al. J Clin Oncol. 2020.



Trastuzumab Deruxtecan vs TPC:

Study Design (DESTINY-B04)

iy
5w DESTINY-Breast04

DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd for
HER2-low mBC

An open-label, multicenter study (NCT03734029)

T-DXd
Patients? 5.4 mg/kg Q3W

+ HER2-low (IHC 1+ vs IHC (n=373) Primary endpoint
2+/ISH-), unresectable, and/or « PFS by BICR (HR+)

mBC treated with 1-2 prior :Et : ggo
lines of chemotherapy in the Key secondary endpoints®
metastatic setting TPC « PFS by BICR (all patients)
+ HR+ disease considered Capecitabine, eribulin, « OS (HR+ and all patients)
. gemcitabine, paclitaxel,
endocrine refractory nab-paclitaxel®

(n = 184)

Stratification factors

» Centrally assessed HER2 status? (IHC 1+ vs IHC 2+/ISH-)

« 1 versus 2 prior lines of chemotherapy

* HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR-

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CDK, cyclin-dependent kinase; DOR, duration of response; HER2, human epidermal growth factor receptor 2;

HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan;

TPC, treatment of physician's choice.

2|f patients had HR+ mBC, prior endocrine therapy was required. ®Other secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety; efficacy in the HR- cohort was an exploratory endpoint. TPC was
administered accordingly to the label. SPerformed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUO] Assay system.
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Trastuzumab Deruxtecan vs TPC:

PFS (HR+/HER2 Low BC)

Progression-Free Survival Overall Survival

Hormone receptor—positive -
Hormone receptor—positive

100 "
Hazard ratio: 0.51
- 95% ClI, 0.40-0.64 Hazard ratio: 0.64
& P <0.0001 107 M 95% Cl, 0.48-0.86
£ L P =0.0028
= =,
2 \
.§ *1- . 804
. ! T-DXd =
[ =
2 mPFS: 10.1 mo 3 T-DXd
a [ TTTTTTRLTTTT g ] mOS: 23.9 mo
o i
g 4 < e — =
ué g 409 TPC IL %—r-» et o ot
3 ‘;; | mOS: 17.5 mo
< P
o
0 |
T T T T T T T T T T T T T T T I T T T T T T T T T T T T T T 0
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 R AN EE RN EEN NN
0123456 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

No. at Risk Months No. at Risk Months

T-DXd (n=331): 331324 290 265 262 248 218 198 182 165142128107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0

T-DXd (n=331): 331325 323319314 309 303 293 285 280 268 260 250228 199 190 168 144 116 95 81 70 51 40 26 14 9 8 6 6 2 1 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=163): 163151 145143139135130124115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0

PFS by blinded independent central review.
HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd trastiziimah derixteran:
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Trastuzumab Deruxtecan:

Efficacy in HER2-low mTNBC

Exploratory Endpoint

Progression-Free Survival Overall Survival
100 1
S
>
£ o 80
Q Y
m N
Q >
o =
o o)
o © 4
© Qa 60
2 o
c o
5 = T-DXd (n = 40)
a 2 +—t
o S 407
o =]
% 73
o i D
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Modi S et al. NEJM. 2022.



What about activity of other ADCs

for HER2 low MBC?




Trop2 ADC for HR+ MBC:

Sacituzumab Govitecan

Humanized anti-Trop-2 antibody

* Directed toward Trop-2, an epithelial CO nfl rmed ORR = 31 5%

Linker for SN-38 antigen expressed on many solid
* pH-sensitive, cancers

hydrolyzable linker for
SN-38 release in
targeted tumor cells and H
tumor microenvironment, -
allowing bystander effect

« High drug-to-antibody ’

ratio (7.6:1)

Y

90 67%

SN-38 payload

* SN-38 more potent than
parent compound, irinotecan
(topoisomerase | inhibitor)

» SN-38 chosen for its
moderate cytotoxicity (with
IC50 in the nanomolar range),
permitting delivery in high
quantity to the tumor

Change from baseline

Internalization and enzymatic
cleavage by tumor cell not required
for SN-38 liberation from antibody

4 Phase l/ll Basket Trial )
23 Line i Endpoints:
HR+/HER2- MBC N=54° Sacituzumab S e Response evaluation by
T itecan n i i di
Other Advanced Epithelial g : investigators according
Cancers 2 10 mglkg IV PIOQIESSIONS {5 RECIST 1.1
— or ¢
o Adults, >18 y Disis :afid8 Unacoaptable e Duration of response
e Patients with metastatic epithelial every 21 days toxicity e Progression-free survival (PFS)
cancers VYhO progressed 2:‘ St_andard (restaging scans e Overall survival (OS)
therapeutic regimen for their disease averv 8 k
ry 8 weeks) e Safety
e ECOG performance status 0/1
\o Measurable disease by CT/MRI

Kalinsky K et al. Ann Oncol. 2020




Sacituzumab Govitecan vs TPC:

Efficacy by HER2 status (TROPiCS-02)

HER2-Low?

HER2 IHCO

SG TPC SG TPC
(n=149) | (n=134) 1001 (n=101) | (n=116)
100] Median PFS, mo 6.4 42 %. Median PFS,mo 5.0 3.4
90
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TPC 271 105
SG 272 148

17 4 1 1 0
4 22 12 6 3 0

41
82

®  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)

2@HER2-Low defined as IHC1+, or IHC2+ and ISH-negative/unverified.
b3g 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.
HERZ2, 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/JC0.22.01002. (epub ahead of print). Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/lhuman 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.

CONgress

Presented by: Dr. Frederik Marmé



Phase lll Study of Sacituzumab Govitecan

vs TPC: ASCENT

Metastatic TNBC .
Endpoints
(per ASCO/CAP)
) Continue Primary
Crtness e e
— , > orogression ¥ Secondary
[no upper limit; 1 of the required or « PFS for the full
i i I f _ '
ologression hat oecurrod witin Treatment of Physician's oy | . popution
a 12-month period after Chozgfzg)l:’ C)* . 88R0$$R
completion of (neo)adjuvant Safet;, ’
therapy)]
N=529 Data cutoff

ASCENT was halted early due to compelling evidence of efficacy per
unanimous DSMC recommendation.

*TPC: eribulin, vinorelbine, gemcitabine, or capecitabine. TPFS measured by an independent, centralized, and blinded group of radiology experts who assessed tumor response using RECIST 1.1 criteria in
patients without brain metastasis. ¥The full population includes all randomized patients (with and without brain metastases). Baseline brain MRI only required for patients with known brain metastasis.

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; DOR, duration of response; DSMC, Data Safety Monitoring Committee; IV, intravenous; mTNBC, metastatic triple-negative
breast cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; TTR, time to response.
National Institutes of Health. https://clinicaltrials.gov/ct2/show/NCT02574455.

Bardia A et al. NEJM. 2021


https://clinicaltrials.gov/ct2/show/NCT02574455
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Sacituzumab Govitecan vs TPC:

Efficacy in HER2 low mTNBC (ASCENT)

HER2 IHCO

Events, n

Median OS,
mo.

HR (95% Cl)

11.3 5.9

0.51 (0.39-0.66), P<0.001

0 2 4

*HER2-Low defined as IHC1+ or ICH2+ and ISH-negative.
HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.
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Hurvitz S et al. ESMO Breast. 2022



How to sequence the different ADCs?




Mechanism Governing Resistance:

Trastuzumab Deruxtecan (DAISY)

e 20 froieh tuvmor bibpéies at prdgréséion énalyied by WES”
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Matched DNA
Matched normal
B Unmatched

ORR
BN Yes
No

HER2 Cohort

B COHORT 1
COHORT 2

B COHORT 3

I Alterations
B Amplification

B Deletion

. ndel

Mutation
E==d VAF increase > 0.2

Alteration VAF

0.05 < VAF < 0.1

< VAF < 0.2

= 02 < VAF < 0.3
Bl 03 < VAF <04
B 04 < VAF < 05
EE 05 < VAF <1
Cohort

DAISY-T1

DAISY-T2
BN TCGA-BRCA

SLX4 encodes a DNA repair protein that
regulates endonucleases, whose role in
camptothecin resistance remains unclear

4120 (20%) SLX4 mutation biopsies at
progression

2 SLX4 mutations were not detectable in
baseline samples

2 SLX4 mutations there was no matched
baseline sample



Mechanism Governing Resistance:

Antibody vs Payload

TROP2-Expressing Lesions at Autopsy
Chest Wall Subcutaneous

65% TACSTD2/TROP2 T256R

0% TOP1 p.-122fs
0% TOP1 E418K

MGH-18 _
NORMAL Primary Breast

Lesion E

TPSSI

K132R 42 Pre-SG

—7T,
\

TOP1
p.-112fs

Hilar LN

TACSTD2/ 53% TACSTD2/TROP2 T256R
TROP2 0% TOP1 p.-122fs
0% TOP1 E418K

T256R

Lesion B

Inferior Liver
34% TOP1 p.-122fs

0% TACSTD2/TROP2 T256R

Lesion C

RP Peri-aortic LN

4% TOP1 p.-122fs
0% TACSTD2/TROP2 T256R

Lesion F

Coates, Sun et al Cancer Discovery 2021.



Implications of resistance mechanisms for ADC

sequencing

Wild-type TOP1 E418K TACSTD2/TROP2 T256R
Sacituzumab
Govitecan % /'f% %,
{ TROP2 e ;ll?‘ T256R )F

Intracellular

TOP1 Inhibition
dsDNA breaks

Failed SN38/TOP1 Binding

Altered TROP2 Localization &
Binding

Same Ab-based
ADC

] No Response
Antibody /' D
mutation

Different Ab-
targeted ADC Response

Same Payload

ADC
Payload P No Response

mutation

Different

payload ADC Response

Coates, Sun et al Cancer Discovery 2021.



ADCs to target MBC:

Multiple Agents in Development

Antibody Drug Conjugate Payload

Trastuzumab deruxtecan (DS-8201a) HER2 Topo-1 inhibitor
Sacituzumab govitecan (IMMU-132) Trop-2 Topo-1 inhibitor
Datopotamab deruxtecan (DS-1062) Trop-2 Topo-1 inhibitor
Ladiratuzumab vedotin (SGN-LIV1a) LIV-1 Microtubule inhibitor
Patritumab deruxtecan (U3-1402) HERS3 Topo-1 inhibitor
Trastuzumab duocarmazine HER2 Alkylating agent

Disitamab vedotin HER2 Microtubule inhibitor

Both target and payload important considerations for

efficacy/toxicity profile and ADC sequencing




How about Early Breast Cancer?




TRIO-US B-12 (TALENT):

Study Design

Study Population:
*HR+

*HER2-low (by p— S
local and/or central
review)

« Stage lI-lI
operable

* Men or Pre-/Post-
menopausal
women

rm— Treatment: 6 or 8 cycles + EOT p—

All tissue collected for study: pathology centrally reviewed HER2 and Ki67

" Originally, 6 cycles of treatment were given but in 02/2022, an amendment increased the number of treatment cycles from 6 to 8 for newly enrolled
participants, or those who had not yet had surgery. EOT 21-28 days after last dose of T-DXd.




Objective Response Rate

with T-DXd (based on imaging)

ArmA Arm B
IORR |17/25 =68% [ORR 14/24 = 58%
20% CR 2/25 = 8% 20% CR 2/24 = 8%
PR 15/25 = 60% II 12/24 = 50%

0% 0%
-40% 40%
-60% -60%

it Arm A (T-DXd) o Arm B (T-DXd+Anastrozole)
-100% N=25* T N=24*
CR EMPR ®=SD mPD CR EMPR ®mSD mPD

Waterfall plot with bars representing change in tumor size after treatment with T-DXd, compared to baseline, as per RECIST v1.1. Intention to treat population for ORR
includes all who received at least 1 cycle of protocol therapy, data cutoff 11/25/2022.

4 patients still on treatment; 3 patients did have imaging (treatment discontinued prematurely), * 5 patients still on treatment
but included in intention to treat (ITT) denominator for ORR analysis per protocol

This presentation is the intellectual property of Sara Hurvitz and Aditya Bardia. Contact them at SHurviz@mednet.ucla.edu and Bardia.Aditva@mah.harvard.edu for permission to reprint and/or distribute.




HER2 IHC Change from Baseline to Surgery

with T-DXd (central review)

Baseline Surgery
(before T-DXd) (after T-DXd)

49% (17/35) had change in
HERZ2 IHC after
T-DXd treatment

- Of those who had change,
majority (88%) had decrease
in HER2 IHC expression

Green: IHC staining of HER2 decreased from baseline to surgery
IHC staining of HER2 remained stable from baseline to surgery
Red: IHC staining of HER2 increased from baseline to surgery

Note: The observed change in IHC immunostaining may not accurately reflect changes in HER2 protein expression in carcinoma cells
This presentation is the intellectual property of Sara Hurvitz and Aditya Bardia. Contact them at SHurvitz@mednet.ucla.edu and Bardia.Aditya@mgh.harvard.edu for permission to reprint and/or distribute.




Residual Cancer Burden after T-DXd

(by arm, cycles and stage)

Arm A (T-DXd) Arm B (T-DXd+Anastrozole)

Stage at N=22* N=20**

Baseline
RCB-0 RCB-I RCB-II RCB-III RCB-0 RCB-I RCB-II RCB-III

Stage I1A 0 1(5%) 2 (9%) 0 0 1(5%) 6 (30%) 0

6 Cycles Stage 1B 0 1(5%) 4 (18%) 2 (9%) 0 0 3(15%) 1 (5%)
Stage IIIA 0 0 1(5%) 2 (9%) 0 0 1(5%) 1 (5%)
Stage IIIB 0 0 1(5%) 0 0 0 0 0
Stage I1A 0 0 2 (9%) 0 0 1(5%) 1(5%) 0

8 Cycles Stage IIB 0 0 1(5%) 1 (5%) 0 0 2 (10%) 0
Stage A | 1 (5%) 0 0 0 0 1 (5%) 0 0
Stage IIIB 0 0 0 0 0 0 0 0

As of data cutoff 11/25/2022: surgical outcomes pending for 24% (7/29) patients being treated in Arm A
and 31% (9/29) in Arm B.

*4 pts discontinued early Arm A **3 pts discontinued early (included in denominator for intention to treat analysis) Arm B
RCBi = Residual cancer burden index; RCB 0 = pCR; Histology or IHC Status did not appear to be associated with RCB response

This presentation is the intellectual property of Sara Hurvitz and Aditya Bardia. Contact them at SHurvitz@mednet.ucla.edu and Bardia.Aditva@mah.harvard.edu for permission to reprint and/or distribute.




Adverse Effects

(T-DXd Related, = 10%)

Arm A (T-DXD; N=29) Arm B (T-DXd+Anastrozole: N=29)
Nausea ==
: Nausea
Fatigue ==
Diarrhea n— Fatigue 1N
Alopecia -
Headache mm Vomiting W
Vomiting  — Alopecia
Constipation
Aroravia Diarrhea 1N
Hypokalemia s 5% (3/58) had dose-reduction Constipation
Insomnia due to AEs
: : o Headache N
Neutrophil count decreas'ed == 1 pt with grade ) pneumonltls e
Peneibn — de 3/4 Hot flashes
White blood cell decreased m= (no grade ) )
Edema limbs No cases of cardiomyopathy Hypokalemia I
D i :
ysgeus!a Gastroesophageal reflux disease
Breast pain
Blurred vision B9 Pts with Grade 3-4 AE Dehydration :
Anemia o Fts with Grade o- M % Pts with Grade 3-4
: . . % Patients w/ Any Grade AE Anorexia AE
Alanine aminotransferase increased =
0.0% 20.0% 40.0% 60.0% 80.0% 100.0% 0.0% 20.0% 40.0% 60.0% 80.0% 100.0¢

As of data cutoff 11/25/2022

, includes all participants who received at least 1 dose of study treatment; AEs in 3 or more patients. 3 patients discontinued due to AEs.
1 death due to myocardial infarction after severe Gl toxicity, possibly related.

This presentation is the intellectual property of Sara Hurvitz and Aditya Bardia. Contact them at SHurvitz@mednet.ucla.edu and Bardia.Aditya@mgh.harvard.edu for permission to reprint and/or distribute.



Summary

» Trastuzumab deruxtecan has demonstrated impressive activity in HER2 low
metastatic breast cancer, both HR+ and HR-, and approved in 2" line (and
plus) MBC setting.

» Sacituzumab govitecan approved for mTNBC, regardless of HER2 expression
(not surprising). Activity also seen in HR+ metastatic breast cancer.

» There are multiple ADCs in development to target antigens overexpressed in
MBC.

» Understanding mechanism of resistance, antibody vs payload, could help
guide therapeutic sequencing of ADCs.

» Additional studies evaluating different ADCs targeting different antigens could
redefine the current receptor-based classification of breast cancer.



MODULE 5: Novel Strategies Under Investigation for
Patients with HR-Positive mBC — Dr Rugo




Case Presentation: 90-year-old woman with ER/PR-positive,

HER2-low (IHC 1+) mBC and PD on multiple lines of endocrine
and chemotherapy receives T-DXd

ll"
| T 1111

FrEFFFT R

Dr Alan Astrow (Brooklyn, New York)




Case Presentation: 45-year-old woman with ER/PR-positive,
HER2-low (IHC 2+) mBC, s/p fulvestrant/abemaciclib and now
receiving exemestane/everolimus — ESR1 and PIK3CA mutations

Dr Jennifer Dallas (Charlotte, North Carolina)







UGSE Helen Diller Family
Comprehensive
Cancer Center

Novel Strategies Under Investigation for Patients
with HR-Positive Metastatic Breast Cancer

Hope S. Rugo, MD
Professor of Medicine
Director, Breast Oncology and Clinical Trials Education

University of California San Francisco Comprehensive Cancer Center



Resistance to ET + CDK4/6i: Now a High Unmet Need

ET Sensitive Q‘ 4
Breast Tumor Luw:‘)\fj:
ET

LATS1/2

=
Cyclin D ]

[ Cyclin D
CDK4

Activating mutations
Amplification
Overexpression

ER dependent and independent mechanism of resistance orit

Major Mechanisms of Resistance to CDK4/6 Inhibitors

Lloyd MR, et al. Ther Adv Med Oncol 2022, Vol. 14: 1-25
Alvarez-Fernandez M, Malumbres M. Cancer Cell. 2020;37:514-529.



Phase Il FAKTION Trial

|nhibiting AKT » Adding Capi to Fulv in PM women
with Al resistant HR+ MBC (no

« AKT pathway activation occurs in prior CDKi) improved PFS and OS,
many HR+/HER2—- ABC through with most benefit in altered
alterations in PIK3CA, AKT1 and population

Pathway
altered

Pathway
non-altered

Median

Median 12.8 months 4.6 months PFS 7.7 months 4.9 months
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Fulvestrant plus placebo 37 8 1 0 0 0 0 Fulvestrant plus placebo 34

Cl, confidence interval; DCO, data cut off; HR, hazard ratio; ITT, intent-to-treat; PFS, progression-free survival

» Capivasertib is a potent, selective
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Tu rner et al, SABCS 2022; Jones RH’ et aI- Lancet Oncol 2020; —— Time since randomisation (months) Time since randomisation (months)
Howell et al, Lancet Oncology 2022 oo T
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CAPltello-291: Phase lll, randomized, double-blind,
placebo-controlled study

Patients with HR+/HER2- ABC Capivasertib 4ggy?%rfwécgadyflzﬁ4 Dual primary endpoints

43.7% altered PFS by investigator assessment

* Men and pre-/post-menopausal women
* Overall
* AKT pathway-altered tumors

* Recurrence or progression while on or <12
months from end of adjuvant Al, or Fulvestrant
progression while on prior Al for ABC (=1 qualifying PIK3CA, AKT1, or

- <2 lines of prior endocrine therapy for ABC PTEN alteration)
Stratification factors:

* Liver metastases (yes/no)
* Prior CDK4/6 inhibitor (yes/no)

500 mg: cycle 1, days 1 &
15; then every 4 weeks

+ <1 line of chemotherapy for ABC
* Prior CDK4/6 inhibitors allowed (at least 51%

required) - Region’
* No prior SERD, mTOR inhibitor, PI3K o Il ival
inhibitor, or AKT inhibitor éera IISur'VIva
- Twice daily, 4 days on, 3 * Overa
* HbA1c <8.0% (63.9 mmol/mol) and diabetes Placebo ’ ’ .
not requiring insulin allowed days off AKT pathway-altered tumors
37% altered Objective response rate

* FFPE tumor sample from the
primary/recurrent cancer available for
retrospective central molecular testing Fulvestrant

e Overall

500 mg: cycle 1, days 1 & « AKT pathway-altered tumors

15; then every 4 weeks

Summary of Demographics

* Median age ~59 * One line of prior ET for MBC ~75%
* Asian 26%, Black 1% e Prior CDK4/6i for MBC ~70%

* Primary ET resistance ~¥38% ¢ Chemotherapy for ABC ~18%

* Visceral mets ~68%

Turner et al, SABCS 2022



AKT Pathway Alterations

Alteration; n (%)

Any AKT pathway alteration 155 (43.7) 134 (38.0)
Any 116 (32.7) 103 (29.2)
PIK3CA only 110 (31.0) 92 (26.1)
PIK3CA PIK3CA and AKT1 2 (0.6) 2 (0.6)
PIK3CA and PTEN 4 (1.1) 9 (2.5)
AKT1 only 18 (5.1) 15 (4.2)
PTEN only 21 (5.9) 16 (4.5)
Non-altered 200 (56.3) 219 (62.0)
AKT pathway alteration not detected 142 (40.0) 171.(48.4)
Unknown 58 (16.3) 48 (13.6)
No sample available 10 (2.8) 4(1.1)
Preanalytical failure 39 (11.0) 34 (9.6)
Post analytical failure 9 (2.5) 10 (2.8)

AKT pathway alteration status was determined centrally using next-generation sequencing in tumor tissue with the
FoundationOne®CDx assay (and Burning Rock assay in China)

Turner et al, SABCS 2022




Dual-primary endpoint: Investigator-assessed PFS in the
overall population

Capivasertib + Placebo +
188 fulvestrant (N=355) fulvestrant (N=353)
80 PFS events 258 293

70 :
| Median PFS
gg ] (95% CI): months 7.2 (5.5-7.4) 3.6 (2.8-3.7)

40 7 Adjusted HR (95% CI): 0.60 (0.51, 0.71); two-sided p-value <0.001
30

20
10 7 I
0 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

0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
Time from randomization (months)

Progression-free survival (%)

Number of patients at risk
[FTHEE RN NI IENE 355 330 266 252 207 199 172 166 138 133 115 98 78 64 55 44 43 25 25 21 8 8 5 2 2 1 0
[HELELLER O ENY 353 329 207 182 142 136 106 100 83 81 66 59 51 41 33 24 23 12 11 10 4 4 3 1 1 0 0

Dual-primary endpoint: Investigator-assessed PFS in the
AKT pathway-altered population

Capivasertib + Placebo +
100 fulvestrant (N=155) fulvestrant (N=134)
:8 ] PFS events 121 115

707 Median PFS
ol (95% CI); months 7.3 (5.5-9.0) 3.1 (2.0-3.7)

o Adjusted HR (95% Cl):  0.50 (0.38, 0.65); two-sided p-value <0.001
30 7
20 7
10 7
0

Progression-free survival (%)

0 12 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
Time from randomization (months)
Number of patients at risk
EEIrI 155 150 127 121 99 97 80 76 65 62 54 49 38 31 26 22 21 12 12 9 3 3 2 1 1 0 0 Turner et al SABCS 2022
’

BT 134 124 77 64 48 47 37 35 28 27 24 20 17 14 1 6 6 2 2 2 1 1 1 0 0 0 0




Add|t|0na| Ana'VSGS Investigator-assessed PFS by subgroup: Overall population

Number of HR (95%C|)
patients
All patients 708 n—’—u 0.60 (0.51, 0.71)
Exploratory analysis: Investigator-assessed PFS in Age —— 085 (055.079)
. 9 265 years 217 — 0.65 (0.47, 0.90)
o . . Asian 189 ——— 0.62 (0.44, 0.86)
the non-altered population (including unknown?) T e AESEEL 00
Other 112 —_— 0.63 (0.42, 0.96)
1 395 —_— 0.60 (0.48, 0.75)
_ 100 71 Region 2 136 —_— 0.77 (0.51, 1.16)
X 90 3 177 —_—— 0.60 (0.42, 0.85)
T—; 80 1 Menopausal status Pre/peri 154 —_— 0.86 (0.60, 1.20)
; 70 - (females only) Post 547 —_—— 0.59 (0.48, 0.71)
% 60 [Livermetastases Yes 306 N 0.61(0.48, 0.78) ]
3 | No 402 S 0.62 (0.49, 0.79)
= 50 Visceral metastases Yes Lt —— 0.69 (0.56, 0.84)
S 40 No 230 —_— 0.54 (0.39, 0.74)
g 30 7 Endocrine resistance Primary 262 ‘ 0.66 (0.50, 0.86)
% | Secondary 446 —_— 0.64 (0.51, 0.79)
g fg | [_Prigr_use of CDK4/6 Yes 496 —— 0.62(0.51, 0.75) ]
I inhibitors No 212 —_— 0.65 (0.47, 0.91)
0 ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ , Yes 129 —_— 0.61(0.41,0.91)
Prior chemoth for ABC
0 123 4 56 7 8 9 101 1213 14 15 16 17 18 19 20 21 22 23 24 25 26 0 No 579 —— 065 (0.54,0.78)
Time from randomization (months) 03 05 ! 20
Number of patients at risk Favors capivasertib + fulvestrant <————— Hazard ratio (95% Cl) —— Favors placebo + fulvestrant
200 180 139 131 108 102 92 90 73 71 61 49 40 33 20 22 22 13 13 12 5 5 3 1 1 1 0
219 205 130 118 94 89 69 65 55 54 42 39 34 27 22 18 17 10 9 8 3 3 2 1 1 0 0
Capivasertib + Placebo +
fulvestrant (N=200) fulvestrant (N=219)
PFS events 137 178 Response per Overall population AKT pathway-altered population
Median PFS . . Capivasertib + Placebo + Capivasertib + Placebo +
(95% CI); months 7.2 (4.5-7.4) 3.7 (3.0-5.0) Investigator assessment fulvestrant fulvestrant fulvestrant fulvestrant
HR (95% CI): 0.70 (0.56, 0.88) Patients with measurable disease at baseline 310 320 132 124
Excluding unknowns (58 \V/ 48): Objective response rate; n (%) 71 (22.9) 39 (12.2) 38 (28.8) 12 (9.7)
(V)
HR 0.79 (95% C1 0.61, 1.02) Odds ratio (95% CI)* 2.19 (1.42, 3.36) 3.93 (1.93, 8.04)

Turner et al, SABCS 2022



Overall Survival

* Overall survival immature at just
28% maturity

* Less events in the Capi arm

100 7
90 7
R 80
g 70 7
2 60 7
Overall 3 50
= 40 Capivasertib + Placebo +
H > 7 fulvestrant fulvestrant
population 2 (ne359) (ne359)
20 OS events 87 108
HR (95% Cl): 0.74 (0.56, 0.98)*
10
0 T T T T T T T T T T T T T T
;‘:"I':r’:;:: 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
risk Time from randomization (months)
355 343 327 318 306 295 258 198 143 95 63 33 9 2 0
ulvestrant
353 334 316 301 283 274 237 181 133 90 59 30 11 0 0
100 7
90
80
AKT pathway- 70
. 60
altered population oo -
Capivasertib + Placebo +
40 fulvestrant fulvestrant
30 1 (n=155) (n=134)
i OS events 41 46
20 HR (95% Cl): 0.69 (0.45, 1.05)*
10 7
0 T T T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Time from randomization (months)
155 153 144 139 131 125 111 83 60 45 30 14 3 1

134 127 122 112 101 99 87 62 45 31 22 13 3 2

Safety

Adverse events (>10% of patients) — overall population

Capivasertib + fulvestrant (n=355) Placebo + fulvestrant (n=350)

[ Gtz | ooy || Groes [WGiaden ]

Total (%)/Grade 3 (%) Total (%)/Grade 3 (%)

Diarrhea 72.4/9.3 20.0/0.3
Nausea 34.6/0.8 15.4/0.6
Rash 22.0/5.4 4.3/0.3
Fatigue 20.8/0.6 12.9/0.6
Vomiting 20.6/1.7 4.9/0.6
Headache 16.9/0.3 12.3/0.6
Decreased appetite 16.6/0.3 6.3/0.6
Hyperglycemia Rash (a" terms) 16.3/2.3 3.7/0.3 .
Rash maculo-papular « 38% all grade 16.1/4.8 2.6/0 The adverse eve.l‘lt profile was
Stomatitis « 12% grade 3 14.6/2.0 4900 comparable in the AKT
Asthenia 13.211.1 10.30.6 pathway-altered population
Pruritus 12.4/0.6 6.6/0
Anemia 10.4/2.0 4911
Urinary tract infection 10.1/1.4 6.6/0
100 80 60 40 20 00 20 40 60 80 100

Percentage of patients (%)

Adverse events of any grade related to rash (group term including rash, rash macular, maculo-papular rash, rash papular and rash pruritic) were reported in 38.0% of the patients in the capivasertib + fulvestrant arm (grade 23 in 12.1%) and in 7.1% of
those in the placebo + fulvestrant group (grade 23 in 0.3%). fAll events shown were Grade 3 except one case of Grade 4 hyperglycemia in the capivasertib + fulvestrant arm.

This presentation is the intellectual property of the author/presenter. Contact them at nick.turner@icr.ac.uk for permission to reprint and/or distribute.

AEs leading to:
* Discontinuation capi/pla: 9.3 vs 0.6%
* Interruption capi/pla: 34.9 vs 10.3%
* Dose reduction capi/pla: 19.7 vs 1.7%

Turner et al, SABCS 2022



Conclusions and Next Steps

« Capivasertib/fulvestrant vs Pla/fulvestrant improved PFS in the overall population and in
patients with tumor PIK3CA altered population; overall survival immature

« Efficacy in the subset of patients with non-altered tumors uncertain

« Trial was not powered to look at this subgroup; small group with unknown mutation
profile hard to take into account

« Benefit seen across subgroups including those with prior CDK4/6i and with visceral
metastases

« Safety: Gl toxicity, primarily lower grade resulted in modestly more discontinuations, dose
holds and dose reductions of capivasertib

« All/Grade 3 diarrhea 72/9%, rash 38/12%, hyperglycemia 16/2.3%, nausea 35/0.8%
« Data to be considered for regulatory approval

« Additional studies
« CAPItello-292 (NCT04862663): Fulvestrant/Palbociclib +/- Capi

« Additional studies with ipatasertib with similar designs
« New PIK3CA inhibitors: Inavolisib, LOX783 and more!



Mechanism of Action of New Endocrine Agents
Targeting the ER Domain

Ovaries\’ Adrenal Ovaries k/l\ﬁenal Ovaries Adrenal Ovaries Adrenal Ovaries Adrenal Ovaries Adrenal
Androgens Androgens A Androgens Androgens Androgens Androgens
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1. Hanker AB et al. Cancer Cell. 2020;37:496-513 2. Lloyd MR, et al. Ther Adv Med Oncol 2022, Vol. 14: 1-25 PROTAC




Oral SERDS: Randomized Trials in the Post-CDK4/6 Inhibitor Setting

acelERA SERENA-2 EMBER-3
(NCT04576455) (NCT04214288) (NCT04975348)
303 288 830

Patient Population

Number of Prior Therapies

Prior Chemotherapy
Prior Fulvestrant
Prior CDK 4/6i

Treatment Arms

Primary Endpoint

Results

EMERALD
(NCT03778931)
N 477

ER+/HER2- ABC

1-2
20% had 1 line
30%
100%

Elacestrant
VS
ET
(Al or Fulvestrant)

PFSin ITT
and ESR1 mutant

Positive
IIT: 2.79 vs 1.891
HR 0.7
ESRIm: 3.78 vs 1.87
HR 0.55

282

ER+/HER2- ABC
(ET sensitivity
required)

0-2
Allowed (<1) or CDK
Allowed
80%

Amcenestrant
S
ET
(Al, Tamoxifen or
Fulvestrant)

PFS

Did not meet
primary EP

ER+/HER2- ABC
Measurable
disease

0-2
Allowed (<1)
Allowed
Allowed

Giredestrant
VS
ET
(Al or Fulvestrant)

PFS

Did not meet
primary EP

ER+/HER2- MBC

0-2
Allowed (£1)
Not allowed

Allowed

Camizestrant
(various doses) vs
Fulvestrant

PFS

Positive
(SABCS 2022)
3.7 vs 7.2 (75mg)
HR 0.58
3.7 vs 7.7(150mg)
HR 0.67

ER+/HER2- MBC

1 (Al + CDK4/6i)
Not allowed
Not allowed

Allowed

Imlunestrant (N~370) vs
ET (Al or Fulv) (N=280) vs
Imlunestrant +
Abemaciclib (N= 180)

PFS

Not yet reported

Modified from Jhaveri



PFS (%)

A significant PFS benefit was seen in the ESR71-mutated population of EMERALD; a benefit
trend was observed in acelERA BC and AMEERA-3

acelERA BC! AMEERA-3*2 EMERALD?
2° EP: PFS (ESR1mut) 2° EP: PFS (ESR1mut) Co-1° EP: PFS (ESR1mut)
100 4 1004 . 100 +-me
90 90 - jt\ 90{ ¥
801 Hazard ratio: 0.60 807 Hazard ratio: 0.90 80 Hazard ratio: 0.55
i mPFS 5.3vs.3.5mo _ ] mPFS 3.7vs.20mo __ '] mPFS 3.8 vs. 1.9 mo
%0 (A: 1.8 mo) £ 807 (A: 1.7 mo) & 601 (A: 1.9 mo)
50 4 0 501 B 50
40 1 & 40 0 40
30 4 Giredestrant 30 1 Amcenestrant 30 - Elacestrant
20 20 - — + 20 1 <
10 - — 10 - PCET 10 - PCET
0 T T T T T T T 0 T T T T T T T T T T 0 T T T T T T T T T T 1
0 2 4 6 8 10 12 14 0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20 22 24
Months Months Months

Giredestrant and elacestrant had comparable PFS hazard ratios vs. PCET in ESR1-mutated subpopulations; the HR for amcenestrant was
notably higher

It was announced in August 2022 that the amcenestrant clinical development programme will be discontinued.*
1° primary; 2°, secondary; BC, breast cancer; EP, endpoint; mo, months; mPFS, median progression-free survival; PCET, physician’s choice of endocrine therapy; PFS, progression-free survival; SERD, selective oestrogen receptor degrader.

1. Martin M, et al. ESMO 2022 (Abstract 211MO; mini oral presentation); 2. Tolaney SM, et al. ESMO 2022 (Abstract 212MO; mini oral presentation); 3. Bidard F-C, et al. J Clin
Oncol 2022; 4. https://www.sanofi.com/en/media-room/press-releases/2022/2022-08-17-05-30-00-2499668 (accessed August 2022).



EMERALD Phase 3 Trial: Elacestrant vs SOC ET

PFS by Duration of CDK4/6i: All Patients

Inclusion Criteria
» Men and postmenopausal women with

advanced/metastatic breast cancer

- ER-positive,? HER2-negative
- Progressed or relapsed on or after 1 or 2 lines

of endocrine therapy for advanced disease,
one of which was given in combination with a
CDK4/6i

» =1 line of chemotherapy for advanced disease
- ECOGPSOor1

Stratification Factors:
« ESR1-mutation statusf
« Prior treatment with fulvestrant
« Presence of visceral metastases

Elacestrant
> 400 mg daily©

Investigator’s choice (SOC):
Fulvestrant
Anastrozole
Letrozole
Exemestane

S
PD or
withdrawal

criterion Lo Ll L

Endpoints:®
Follow Up

* PFSiin all pts
* PFS in mESR1

Demographics

~70% visceral mets

~40% 2 lines prior ET for MBC
~24% one line of chemotherapy
100% prior CDK4/6i

Duration on CDK4/6i in the metastatic setting

At least 6 mo

At least 12 mo

At least 18 mo

Elacestrant socC Elacestrant SoC Elacestrant SOC
(n=202) (n=205) (n=150) (n=160) (n=98) (n=119)
N N
M‘:;’(':":hp:s 2.79 1.91 3.78 1.91 5.45 3.29
(95% CI) (1.94-3.78) | (1.87-2.14) | (2.33-6.51) | (1.87-3.58) | (2.33-8.61) | (1.87-3.71) )
PFS rate at 6 months 34.40 19.88 41.56 21.72 44.72 25.12
(95% CI) (26.70 - 42.10) | (12.99 - 26.76) | (32.30 - 50.81) | (13.65 - 29.79) | (33.24 - 56.20) | (15.13 - 35.10)
PFS rate at 12 months 21.00 6.42 25.64 7.38 26.70 8.23
(95% CI) (13.57 - 28.43) | (0.75-12.09) | (16.49 - 34.80) | (0.82 - 13.94) | (15.61 - 37.80) | (0.00 - 17.07)
PFS rate at 18 months 16.24 3.21 19.34 3.69 21.03 4.11
(95% CI) (8.75-23.74) | (0.00-8.48) | (9.98-28.70) | (0.00-9.77) | (9.82-32.23) | (0.00 - 11.33)
- 0.688 0.613 0.703
0,
HEREC REE D (EERD ) (0.535 - 0.884) (0.453 - 0.828) (0.482 - 1.019)

Conclusions

Hazard ratios are relatively similar in pts who received >6
months prior CDK4/6i or longer
Pts with endocrine sensitive disease had remarkable PFS

with elacestrant alone

Benefit was more marked in the ESR1 mutant population
Next steps: combinations with targeted agents (ELEVATE)

PFS by Duration of CDK4/6i: ESR1 mutant

Duration on CDK4/6i in the metastatic setting

At least 6 mo

At least 12 mo

At least 18 mo

Bardia, Bidard

and Kaklamani; SABCS 2022

Elacestrant SOC Elacestrant SOC Elacestrant SOC
(n=103) (n=102) (n=78) (n=81) (n=55) (n=56)
.
Mi:';':hfs 4.14 1.87 8.61 1.91 8.61 2.10
(95% CT) (220-779) | (1.87-3.29) | (4.14-1084) | (187-368) | (545-16.89) | (1.87-375) |
PFS rate at 6 months 42.43 19.15 55.81 22.66 58.57 27.06
(95% CI) (31.15 - 53.71) | (9.95 - 28.35) | (42.69 - 68.94) | (11.63 - 33.69) | (43.02 - 74.12) | (13.05 - 41.07)
PFS rate at 12 months 26.02 6.45 35.81 8.39 35.79 7.73
(95% CI) (15.12 - 36.92) | (0.00 - 13.65) | (21.84 - 49.78) | (0.00 - 17.66) | (19.54 - 52.05) | (0.00 - 20.20)
PFS rate at 18 months 20.70 0.00 28.49 0.00 30.68 0.00
(95% CI) (977-3163) | ( . -.) |(4.08-4289)| (. - .) |(1394-4742)| (. - .)
] 0.517 0.410 0.466
Hazard ratio (95% CI) (0.361 - 0.738) (0.262 - 0.634) (0.270 - 0.791)




SERENA-2 Phase 2 Trial: Camizestrant plus Fulvestrant

Primary endpoint: PFS by investigator

Primary endpt: qsosessment C75(n=74)| C 150 (n=73)| F (n=73)
& = Median duration
Inv assessed PFS ne20) . of follow-up, months 16.6 16.6 174
camizestrant 300 mg (n= Events [n (%)] 50 (67.6) 51(69.9) 58 (79.5)
ofeachCarmtoF | (CSPTOEEENE 1) 0 - ‘ Median PFS, months 7.2 7.7 3.7
' (90% ClI) (3.7-10.9)  (5.5-12.9) (2.0-6.0)
Stratification: » Adjusted HR 0.58 0.67
Post-menopausal LZ:‘\;;ISEF;QS :t_ (90% ClI) (0.41-0.81)  (0.48-0.92)
ER+/HER2- ABC camizestrant 75 mg (n=74) ; 0.6 - P value 0.0124~ 0.0161*
candidates to o z
receive fulvestrant %
monotherapy in the 1111151 a 04 -
ABC setting N=240 camizestrant 150 mg (n=73)
0.2 - @
—— Camizestrant 75 mg
fulvestrant (n=73) ::rvn:s::nstof;;n i
0.0 4
o 6 é é ;3 1[2 1I5 18 21 24 2]7
De m Og ra p h ICS Time (months)
_ ) 1 C75 74 50 33 27 21 14 7 2 1 0
¢ 90 9SA) Whlte C 150 73 50 37 32 25 12 6 2 0
* Imbalance in liver (not visceral) mets: 31 v 41 vs 48% a4 ¥ % z " ° ° °
. *Statistically significant; 2HRs adjusted for prior use of CDK4/6i and liver/lung metastases
* Imbalance in ESR1m: 30 v 36 v 48% Y59 ) P ?
» 77% one line ET, 63% prior Al; 50% prior CDK4/6i . C75(n=74) | C 150 (n=73) | F (n=73)
: . 0 PFS by BICR: Events [ (%)] 39 (52.7) 33 (45.2) 53 (72.6)
* Prior chemo for MBC: 22 v 12 v 26% Significant Nedian PFS, v o7 37
g _ months (90% CI)  (4.5-10.9) (9.3-18.4) (2.0-3.8)
discordance with Adjusted HR 0.56 0.47
. (90% CI)2 (0.39-0.80) (0.33-0.68)
inv PFS for 150 mg | Pvalue 0.0079" 0.0004" -
Oliveira et al, SABCS 2022



Prior CDK4/6i

No prior CDK4/6i

C 75 (n=38) C 150 (n=37) F 500 (n=37) C 75 (n=36) C 150 (n=36) F 500 (n=36)
1.0 1 Events [n (%)] 29 (76.3) 29 (78.4) 33(89.2) 1.0 Events [n (%)] 21 (58.3) 22 (61.1) 25 (69.4)
Median PFS, 5.5 3.8 21 Median PFS, 7.2 14.7 9.2 R
] mon % .7-10. .0-7. -3. months (90% CI 3.7-16.6) 5.6-18.4 2.8-14.7
g os Aousted HR T 0agoes oo —| £ 08 Adusted R 078 oms o Biomarkers
5 (90% Cl)2 (0.31-0.75) (0.44-1.04) S (90% Cl)2 (0.47-1.28)
2 06 2 06 .
z 3 e Camizestrant reduced ESR1 ctDNA to
2] ©
Qo Qo
g o g 04 near zero by C2D1
0.2 4 Camizestrant 75 mg 0.2 Camizestrant 75 mg
| = e | = e Safety
0 3 6 9 -12 15 18 21 24 27 0 3 6 9 -12 15 18 21 24 27 ° Very IOW rate dlSCOI’\tInuatlon
Time (months) Time (months)
A e s 2 2 % o4 & ¢ 3 . °  c Interruption TRAEs “med 7 days: ~10%
a3 37 16 8 5 3 1 1 0 3 36 21 20 17 11 7 4 0
* Very low rate of grade 3 AEs
ESR1m detectable at baseline ESR1m not detectable at baseline .
10 1o C75(n=22) | C 150 (n=26) | F 500 (n=35) 10 C75(n=51) | C 150 (n=46) ° A” grade AES (lOW-h Igh dose) .
I Events [n (%)] 15 (68.2) 22 (84.6) 31(88.6) ' Events [n (%)] 34 (66.7) 28 (60.9) 26 (70.3) .
Median PFS, 6.3 0.2 2.2 Median PFS, 72 5.8 72 * Photo psia: 12-2 5%
m 0.8 | r:;ntl;ség:;/a Cl) (3.3—;5.9) (3.2—152.9) (1.9-3.8) m 0.8 :\;ntf;sf:;k Cl) (3.2—;?;.9) (3.3—;2.9) (2.0-10.7) . . o
(=1 . . uste . . .
% jg(;‘;;sCI)a (0.18-0.58) (0.33-0.89) % (90]% Cl)2 (0.50-1.22) (0.48-1.20) B ° SI n u S b ra d yca rd Ia . 5 _2 6 A)
2 06 2 06 . .
; : * More fatigue, arthralgia, AST/ALT
8 o g o4 elevation at higher dose
0.2 1 Camizestrant 75 mg 0.2 amizestrant 75 mg :
Camizestrant 150 mg zamizestranﬁ‘io mg . CO n C I u S I O n
0.0 | Fulvestrant 500 mg 0.0 Fulvestrant 500 mg . . .
0 3 6 9 2 15 18 21 24 27 0 3 6 9 2 15 18 21 24 27 * Met its primary endeInt
Time (months) Time (months) .
* No comment about dosing or
32 15 10 15; 6 4 ; 0 Cc75 21 3$, g? 19 15 10 2 g 1 0 . I . f f t
0152 32 12 18 6 g :23 1 8 0152 33 g‘l 18 1; 1? 2 4 1 g Imba ance In Spe(:I Ic aC Ors
YES C 75 (n=43) | C 150 (n=43) | F 500 (n=43) NO € 75 (n=31) | C 150 (n=30) | F 500 (n=30) * Ph 3 trials ongoing
Liver Events [n (%)] 31(72.1) 32 (74.4) 39 (90.7) Events [n (%)] 19 (61.3) 19 (63.3) 19 (63.3) e Dose: 75 m g
d/ Median PFS, 7.2 5.6 2.0 Median PFS, 5.5 14.5 9.2
and/or | months (90%Cl)  (3.6-11.1) (3.7-9.1) (1.9-36)  months (90% Cl)  (3.7-15.0) (5.6-17.2) (3.7-18.7)
lung mets | Adjusted HR 0.43 0.55 Adjusted HR 0.99 0.91 ]
(90% CI)2 (0.28-0.65) (0.37-0.82) (90% Cl)2 (0.57-1.69) (0.53-1.56)

Oliveira et al, SABCS 2022



Imlunestrant: Phase la/b Trial

N:42 g d dbDémd D 2 d dDeMma D . e

Imlunestrant + abemaciclib ORR, n/N (%) 9/28 (32) 20/34 (59) 29/62 (47)
ER+/HER2- aBC N=43 Median TTR, months (min-max) 3.7 (1.6-10.9) 3.7(1.7-7.1) 3.7 (1.6-10.9)
Imlunestrant + abemaciclib + Al¢ CBR, n/N (%) 30/42 (71) 34/43 (79) 64/85 (75)

12-month PFS, %

<1 prior therapy for MBC, no prior CDK4/6i M) % 1:2
ET sensitive disease (>24 weeks on ET) gg: & .
E 25
Demographics Safety (all/gr3, averaged) T
e ESRIm:7v10% * Diarrhea: 92/10% 5
 Visceral mets: 50 v 65% e Nausea: 59/0% % 75
e Denovo:19v33% * Neutropenia: 41/14% ~ Clinical b;;::t T ——
Prior ET (any setting) HENENEEE § §  HEN NENNERER HEEE B HEEEN BE BEE R R EER R B N
e Measurable dse: 67 v 79% Visorsls rir:rgs%ggsi l=.l==i=ll.llllll . II.II =l=ll=l l.-=l=llll l==n ] ll. ll.
 70% Rxd in first line; 10% D/C for TRAE: 1%
rior chemo Dose reduction for AE:
. Eecurrence <12moadjRx: |+ Both: 6% * PFS: small number of events; 80% prog free at 12 mos
67 v 44% « Abema: 29% * ctDNA: ORR/PFS assoc with decline
RP2D I bined * No PK drug interaction with abemaciclib
mlunestrant combine
with abemaciclib * Phase lll trials ongoing in metastatic and adjuvant
. 150 mg BID settings

Jhaveri et al, SABCS 2022



Additional Phase Il SERD Trials for MBC: Examples

EMBER-3

4 N

1:1:1
Randomization
N =~860

ER+, HER2-, Advanced Breast
Cancer

« Relapsed on (neo) adjuvant/within 1
year of adjuvant Al, alone or in
combination with a CDK4/6 inhibitor

OR

» Progressed on 1L Al, alone or in

combination with a CDK4/6 inhibitor

Stratified for:

* Prior CDK4 & 6 inhibitor therapy
» Presence of visceral metastases
« Region

Imlunestrant 400 mg PO QD
(Arm A)

Investigator’s choice ET
Fulvestrant or Exemestane
(Arm B)

Imlunestrant 400 mg PO QD +

+ Prior CDK4/6i treatment is expected if
k approved and reimbursed /

SERENA-4

N=1342

« ER+/HER2- LA/ABC

* No prior systemic tx
for ABC

Abemaciclib 150 mg PO BID
(Arm C)

Anastrozole 1mg
-»> Palbociclib 125mg
Camizestrant-matched PLA

ﬂimary Objective:

Investigator-assessed PFS for A vs B
Investigator-assessed PFS for A vs B in the
ESR1-mutation detected population
Investigator-assessed PFS for C vs A
(gated, i.e. only tested if A vs B is stat sig)

Secondary Objectives:
OS (gated), PFS by BICR, ORR, CBR, DoR,

K PRO’s

persevERA

N=978
ER+/HER2- LA/ABC
No prior systemic tx

for ABC

SERENA-6

ESR1m Detection Phase STEP 1 (N=2000)

First Screening

Period

PFS

HR+/HER2- locally

MBC

NCT04711252

Pre-and postmenopausal
women and men with

advanced (inoperable) or

Treatment duration with
CDK4/6i+Al £ LHRHa 26
months with no evidence
of disease progression

ESR1m Surveillance
Period *

SOC Tumor assessment

(Every 2 to 3 cycles per SOC)

+

ctDNA test for ESR1m

\ v
Ll Negative Positive for
for ESR1m ESR1m

PFS

Letrozole2.5mg
> Palbociclib 125mg
Giradestrant-matched PLA

NCT04546009

Randomized Treatment Phase STEP 2 (N=300)

Second Screening Period Study Treatment Period

ARM A:

AZD9833 +CDK4/6i (PAL or
ABE) + Placebo for Al (LET
or ANA)

Evaluable disease per
RECIST 1.1

No evidence of disease
progression by investigator
assessment

Disease and
survival follow-
up

Q.

ARM B:

Al (LET or ANA) +CDK4/6i
(PAL or ABE) + Placebo for




ARV-471 (PROTAC ER Degrader): VERITAC Phase Il Expansion Trial

» ARV-471 directly binds an E3 ubiquitin ligase ¢ Primary toxicities: fatigue, nausea,

and ER to trigger ubiquitination of ER then but <grade 2
proteasomal degradation « PFS
. All Patients
21 ET for MBC, a CDK4/6 | e
+ 35 pts at 200mg/d; 36 pts at 500 mg/d Events,n (%)| 24 (68.6) 41(57.7)
> 58% ESR1 mutathnS 79% prlor mPFS, mo (95% CI) 3.5(1.8-7.8) 3.7 (1.9-8.3)
fulvestrant, 45% liver mets Mutant ESR1
200 mg QD (n=19) Total (n=41)
Events, n (%) 12 (63.2) 22 (53.7)
200 mg QD 500 mg QD mPFS, mo (95% Cl) 5.5 (1.8-8.5) 5.7 (3.6-9.4)

(n=35) (n=36)

Median ER degradation was 69%

CBR, % (95% ClI) 37.1 (21.5-55.1) 38.9 (23.1-56.5) 38.0 (26.8-50.3) (range: 28%—95%)
Patients v;ﬂl?rl1 ) . a Phase 3 VERITAC-2 Trial
mutant £ (n=19) (n=22) =11 * Fulvestrant vs ARV471 200 mg/d

CBR, % (95% Cl) 47 4 (24.4-71.1) 54.5 (32.2-75.6) 51.2 (35.1-67.1)

Hurvitz, Schott et al, SABCS 2022




Newer ER Targeted Agents

e Other agents
* SERCA: serum ER covalent antagonist, H3B-6546 (n=94)

* ORR 16%, CVR 40%, mPFS 3.8 mo but 7.3 mo with ESR1Y537S
in phase |

* Phase 1 trial of H3B6545 with Palbociclib is ongoing
(NCT04288089)

 CERAN: complete ER antagonist, OP-1250 (n=40)
* ORR 18%, CBR 38%
* Phase | trial OP-1250 + Palbociclib (NCT05266105)

Hamilton et al, SABCS 2021; Patel MR et al. SABCS 2021; Burke et al, Front Cell Dev Biol; 2022



And more......

* More oral SERDS in development

 SARM: selective androgen receptor modulator

 Enobosarm: ORR 48%, CBR 80%, and median PFS 5.5 months in AR+++ (n=24);
Phase IIl ARTEST trial in 3™ line metastatic setting

* Fast track designation by FDA
 SERM: Lasofoxifene

e Elaine 2: n=29 with abemaciclib: CBR 69% at 24 wks (ORR 50%), PFS 13 months
* DVT 6.9% (n=2), one with risks (knee surgery etc)
* Elaine 1: Phase Il in ESR1 mut v fulvestrant

Palmieri ASCO 2021; Barroso-Sousa et al, SABCS 2021; Jhaveri et al, SABCS 2021; Damodaran et al, ASCO 2022



ADCs in HR+ MBC (not including HER2 low)

Phase Il TROPiCS: Sacituzumab govitecan = Phase 1 TROPION-PanTumor01: Datopotomab
in HR+/HER2neg MBC deruxtecan in HR+/HER2neg MBC

PFS! 082

BICR analysis | SG (n=272)
Median PFS, mo (95% CI) 5.5 (4.2-7.0) 4.0 (3.14.4) Median 0OS, mo (95% CI) 14.4 (13.0-15.7) 11.2 (10.1-12.7) ° N =4O
Stratified HR (95% CI) 0.66 (0.53-0.83) Stratified HR (95% CI) 0.79 (0.65-0.96)
Stratified Log Rank Pvalue P=0.0003 Stratified Log Rank Pvalue P=0.020 : :
* Median 2 prior chemo for MBC (1-6)
6months 9 months 12 months PFS rate, % (95% CI) 100w ~, 0S rate, % (95% CI) p
= 100 ! ! ! 90 . 12 months . . . o/ . . o/ . d
o I N AN » Efficacy: ORR (all PR): 27%; CBR: 44%; med PFS 8.3 mo.
! ! ! 6-mo 2 ! 12-mo 61 (55-66) 47 (41-53)
804 ; ; ; (39.4-52.6)  (23.6-37.3) z . ;
~ 1 1 1 325 173 3 : i . 141 o/). d
w2 T \\ Improved OS by medianof e Safety: stomatitis (Gr 3 10%); ILD Gr 2 and 3 (2 pts)
S 60 ! ! ! 213 7.1 a PN ;
: : Corme (28 b 3% : 3.2 months as late line Rx o
@ P : o S 85 %
P e i 7} i gy ££ e
. : ; ; = 30 ' A, 8y
1 Lo P § 2] - Eé ®
I 1 e N o N | ]
2 109~ SC : : : ) e : g2V
SN i ; ; ; 0 —— T 8
: . . ! ! ! § ) 0 3 6 9 12 15 18 2 24 27 30 3B 3 St
A T B i montl TROPION-Breast01  z:
No. of Patients Still at Risk (Events) Time (months) No. of Patients Still at Risk (Events)
SG 272(0) 148 (83) 82 (124) 44 (146) 22 (160) 12 (166) 6(167) 3(169) 0(170) SG 272(0) 252(16) 221(44) 197(67) 160 (104) 120 (137) 80(158) 53(173) 31(183) 20(188) 4(190) 2(190) 0(191)
271(0) 105 (91) 41 (136) 17 (151) 4(159) 1(159) 1(159) 0(159) 271(0) 246(16) 196 (64) 164 (95) 122(137) 92(163) 70(174) 49(183) 23(193) 13(196) 5(198) 1(199) 0(199)
Key Eligibility Criteria Dato-DXd
6mg/kg IV Q3W Dual primary endpoints
*  HR-positive, HER2-negative inoperable/ metastatic breast cancer g/N=g350 PFS (BICR), OS

No Im pa ct of TROP2 ex press i on on effi cacy with disease progression following 1 or 2 lines of chemotherapy

& progressed on, or not suitable for, endocrine thera; .
(8 prog PY) Secondary endpoints

* Targeted agents (i.e., inhibitors of mTOR, PD-1/PD-L1, CDK4/6, PFS (inv), ORR, DoR,
Key eligibility criteria: PARP) and endocrine therapies do not count as prior lines of 1:1 DCR, PRO, Safety,
- chemotherapy Investigator's Choice Tolerability, PK, and

*HR+/HER2* negative, locally sce nt- Primary Endpoint Immunogenicit

advanced and unresectable, or « PFS by BICR *  Atleast 1 measurable lesion of chem‘?theraEV 8 Y

metastatic breast cancer FFPE tumor sample (Eribulin, Vinorelbine, | d

. H 4 ° itabi Exploratory endpoints
« Eligible for first chemotherapy for Sacituzumabgovitecan Key Secondary Endpoints Capecut'ablr)e or
advanced mBC Days 1 10dn;glkg b 21d . 05 *  Adequate organ function Gemcitabine) TROP2 IHC
B ays 1 and 8, every ays N=350
« Progressed after 1 or more ET for N =654 - ORR by BICR T i
ithi tratification factors:
mBC, or relapsed within 12 months of p - TTDD to Physical functioning SR e i o
ComP'?t'ng a}d]uvant ET or while randomization +  1vs. 2 previous lines of chemotherapy in the Statistical Considerations:
receiving adjuvant ET Secondary Endpoints inoperable/metastatic setting To strongly control the familywise type | error rate at the 5.0% level (2-sided), an
*No prior treatment with a ! ) . . alpha level of 1.0% will be allocated to the PFS dual primary analysis and the
! o1t Wi I « PFS by investigator *  Geographic location (US/Canada/EU vs rest of world) ining 4.0% alpha level will be allocated to the OS anal

topoisomerase | inhibitor Stratification: remaining 4.0% alpha level will be allocated to the OS analyses

p . «  Duration of prior CDK 4/6i in metastatic setting (none/<12 mos vs « ORR by investigator +  Previous CDK 4/6 inhibitor use
» Measurable disease per RECIST >12 mos) . DOR
v1.1 . HER2 IHC (HER2 IHC 0 vs HER2 IHC-low ([IHC 1+; 2+/ISH-]) Response assessment: Scan Q6W for 48 weeks, then QOW until RECIST1.1 disease progression (as assessed by Investigator), regardless of study intervention discontinuation or start of subsequent

Prior CDK 4/6i t ired ( i Geographic region (US/CAN/EU vs. ROW) « Safety anticancer therapy. Following disease progression, 1 additional follow-up scan should be performed as per Imaging schedule.
* Frior I not required (no prior

CDK 4/6i capped at 30%)

Targeting HER3: Patritumab deruxtecan; ORR 30%
Rugo et al, JCO 2022, ESMO 2022, SABCS 2022 Krop et al, ASCO 2022 Meric-Bernstam et al, SABCS 2022



Summary and Conclusions

Exciting new data with novel approaches to the treatment of HR+ MBC

Capivasertib

» Improved PFS added to fulvestrant with better safety profile than existing PIK3CA
inhibitors

» Benefit in pathway non-altered population still unclear

« Next step in combination with CDK4/6i, early stage?

Oral SERDs

* We are finally making progress!

» Benefit clearer in ESR1m population

» Multiple phase Il trials in metastatic and early stage disease ongoing

ADCs

* Very encouraging efficacy in HR+/HER2 negative (and HER2 low disease)

« Sequencing is the most important next question along with efficacy in earlier lines
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