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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program
begins and throughout the program.
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Raview article

Precision therapeutics and emerging
strategies for HR-positive metastatic

breastcancer

Maxwell R. Lloyd’, Komal Jhaveri®, Kevin Kalinsky®, Aditya Bardla® & Seth A. Wander®° 2024;21(10):743-61.




Overview of Biological Signaling in HR-Positive Breast Cancer

' Breast cancer cell
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Lloyd MR et al. Nat Rev Clin Oncol 2024;21(10):743-61.
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Targeted Selection of Second-Line or Later-Line Therapies for
Patients with Metastatic ER-Positive Breast Cancer

Patient with ER*, HER2-
advanced-stage and/or
metastatic breast cancer

Lloyd MR et al. Nat Rev Clin Oncol 2024;21(10):743-61.

Disease progression

Molecular testing of
a liquid and/or tissue
biopsy sample

— Targets and/or specific disease states

ESRT-mutant

PIK3CA-mutant

AKT1-mutant or PTEN loss

Germline BRCA1/2-mutant

No mutation identified

Rapid disease progression, HER2-low?
Rapid disease progression, HER2-negP
MSI-H/dMMR

NTRK fusion

RET fusion

Any

NERRERRENE

Matched therapy option

Elacestrant monotherapy

Fulvestrant + alpelisib or capivasertib

Fulvestrant + capivasertib

Olaparib or talazoparib

Fulvestrant + everolimus or CDK4/6 inhibitor switch
Trastuzumab deruxtecan or chemotherapy
Chemotherapy

Pembrolizumab

Entrectinib or larotrectinib

Selpercatinib

Clinical trial



Clinically Meaningful Improvement in Both Progession-Free
Survival (PFS) Primary Endpoints in the PIK3CA Wild-Type Cohort

of the Phase Il VIKTORIA-1 Trial
Press Release: July 28, 2025

“[The manufacturer] today announced positive topline results from the PIK3CA wild-type cohort of the Phase 3
VIKTORIA-1 clinical trial evaluating gedatolisib plus fulvestrant with and without palbociclib versus fulvestrant in
adults with hormone receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-negative, PIK3CA
wild-type, locally advanced or metastatic breast cancer, following progression on, or after, treatment with a
CDK4/6 inhibitor and an aromatase inhibitor.

In the trial, the gedatolisib triplet demonstrated a statistically significant and clinically meaningful improvement in
PFS among patients, reducing the risk of disease progression or death by 76% compared to fulvestrant (based on
a hazard ratio [HR] of 0.24, 95% confidence interval [CI] 0.17-0.35; p < 0.0001). The mPFS, as assessed by blinded
independent central review (‘BICR’), was 9.3 months with the gedatolisib triplet versus 2.0 months with
fulvestrant, an incremental improvement of 7.3 months.

The gedatolisib doublet also demonstrated a statistically significant and clinically meaningful improvement in PFS
among patients, reducing the risk of disease progression or death by 67% compared to fulvestrant (HR of 0.33,
95% Cl1 0.24-0.48; p < 0.0001). The mPFS, as assessed by BICR, was 7.4 months with the gedatolisib doublet versus
2.0 months with fulvestrant, an incremental improvement of 5.4 months.”

https://finance.yahoo.com/news/celcuity-announces-clinically-meaningful-improvement-110000421.html



Agenda

Introduction: ER-Positive Metastatic Breast Cancer — Bringing
Research Data into Practice

Module 1: Key Issues from GMO Survey

Module 2: Faculty Cases and GMO Questions

RESEARCH
YO PRACTICE




Eleven Key Agents/Regimens for ER-Positive Breast Cancer

Agent \

FDA status Pivotal trial
Elacestrant Approved (1/27/23) EMERALD
Camizestrant Investigational SERENA-6
Imlunestrant Investigational EMBER-3
Alpelisib Approved (5/24/2019) SOLAR-1
Capivasertib Approved (11/16/2023) CAPltello-291
Inavolisib Approved (10/10/2024) INAVO120

DESTINY-Breast04

Approved: HER2 low (8/5/2022)
Approved: HER2 ultralow/low (1/27/2025) DESTINY-Breast06
Approved (1/17/2025) TROPION-Breast01

Approved: HR-positive, HER2-negative (2/3/2023) | TROPiCS-02

Trastuzumab deruxtecan

Datopotamab deruxtecan

Sacituzumab govitecan

PATINA regimen (palbociclib +
trastuzumab * pertuzumab + Investigational PATINA
endocrine therapy)

Vepdegestrant Investigational VERITAC-2




Clinical Trials in ER-Positive Metastatic Breast Cancer

Clinical trial Very familiar with Very interested in learning about

EMERALD 32% 62%
SERENA-6 28% 72%
EMBER-3 14% 68%
SOLAR-1 30% 42%
CAPltello-291 28% 60%
INAVO120 16% 70%
DESTINY-Breast04 40% 58%
DESTINY-Breast06 32% 64%
TROPION-Breast01 12% 62%
TROPICS-02 20% 54%
PATINA 18% 68%
VERITAC-2 8% 70%

Survey of 50 General Medical Oncologists July 2025



Educational Topics

Educational topics Well informed about | Very interested in learning about

Incidence and clinical implications of
ESR1 mutations in ER-positive metastatic breast 30% 78%
cancer (mBC)

Best practices for detection of and monitoring

Y, 0
for ESR1 mutations in patients with mBC 30% 66%

Comparison of available and investigational oral

[0) (o)
SERDs 12% 80%

Efficacy of available and investigational oral
SERDs in patients with ER-positive, HER2- 16% 72%
negative, ESR1-mutated mBC

Available trial data with oral SERDs-based
combinations for patients with and without 12% 74%
ESR1 mutations

Adverse effects of oral SERDs and strategies for

: 16% 76%
prevention and management

Survey of 50 General Medical Oncologists July 2025



For approximately how many patients with breast cancer
have you prescribed the following agents?

e wedm o wen

Elacestrant 5
Alpelisib 2
Capivasertib 2

0

N OO N

Inavolisib

Trastuzumab deruxtecan (for HER2-low or
ultralow disease only)

Datopotamab deruxtecan 0 2

Sacituzumab govitecan
Palbociclib + anti-HER2 therapy + ET 1 4

ET = endocrine therapy

Survey of 50 General Medical Oncologists July 2025



Key Issues in Metastatic ER-Positive Breast Cancer

New Endocrine Agents
* Elacestrant, imlunestrant, camizestrant, vepdegestrant,
alpelisib, inavolisib, capivasertib

New Antibody-Drug Conjugates (ADCs)
 Sacituzumab govitecan, datopotamab deruxtecan,
trastuzumab deruxtecan

Endocrine Treatment for HER2-Positive Disease
e Palbociclib




Clinical Decision-Making in ER-Positive,
HER2-Low/IHC 0 Metastatic Disease

First-line treatment:

e Selective estrogen receptor degrader (SERD) and CDK inhibitor?
(Imlunestrant and abemaciclib)

* Inavolisib/palbociclib/fulvestrant?

 Monitor for ESR1 and treat? Camizestrant?

Second-line treatment:
 Endocrine versus ADC? (Time on CDK inhibitor?)
— Choice of agent: elacestrant, imlunestrant, camizestrant,
vepdegestrant, alpelisib, capivasertib or repeat CDK inhibitor?
— SERD and repeat CDK inhibitor (imlunestrant, abemaciclib)




Key Endocrine and SERD Questions in 2025 for ER-Positive,
HER2-Low or HER2-Negative Disease

4 mutation subsets: ESR+/- or PIK3CA+/- (like ER/HER2)

Mechanism of action of SERDs

Endocrine treatment versus chemotherapy/ADC

Optimal SERD choice

PROTACs, SERMs, others?

Treating “molecular progression”

Eligibility for up-front inavolisib/palbociclib/fulvestrant (de novo? HbA1c?)
Role of CDKi after CDKi? (abemaciclib)

Role of CDKi with SERD (abemaciclib/imlunestrant)

SERD after AKTi and reverse?

CDKi (palbociclib) after first-line T-DXd (ESR1+, HER2+)?




Key Endocrine/SERD Questions 2025

Mechanism of action of SERDs




Mechanism of Action of Oral SERDs

. Testosterone
Aromatase
inhibitors el

@ Estrogen Estrogen @

(E) =)
@e@ @@@ @ camizestrant
m Complete
antagonism

Nucleus A

%

l

I P
»
:‘é;u
@ m Receptor

@ m degradation
l ! !

Activation of ER target genes leading to cell proliferation

Bidard F-C et al. N EnglJ Med June 1, 2025;[Online ahead of print]. Turner N et al. ASCO 2025;Abstract LBA4. Sl






Key Endocrine/SERD Questions 2025

Endocrine treatment versus
chemotherapy/ADC




CLINICAL CANCER RESEARCH | CLINICAL TRIALS: TARGETED THERAPY

Elacestrant in ER", HER2™ Metastatic Breast Cancer with
ESRT1-Mutated Tumors: Subgroup Analyses from the Phase llI
EMERALD Trial by Prior Duration of Endocrine Therapy plus
CDK4/6 Inhibitor and in Clinical Subgroups

Aditya Bardia', Javier Cortés?, Francois-Clement Bidard®, Patrick Neven®, José Garcia-Saenz”,
Phillipe Aftimos®, Joyce O’Shaughnessy’, Janice Lu®, Giulia Tonini®, Simona Scartoni®,
Alessandro Paoli®, Monica Binaschi®, Tomer Wasserman®, and Virginia Kaklamani'®

2024 August 1;[Online ahead of print].
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Elacestrant After 212 Months of Endocrine Therapy and CDK4/6 Inhibition

Prior ET+CDK4/6i =212 months

100 -
Elacestrant SOoC
(n=78) (n=81)
80 - mPFS, months 8.61 1.91
(95% Cl) (4.14-10.84) (1.87-3.68)
HR (95% Cl), 0.410 (0.262-0.634)
- 60 -
o=
N
[T
o 40-
20 - |
0 i

Time (months)

Elacestrant 78 42 31 24 20 16 11 9 8 7 6 5 5 1 1 0
SOC 81 26 12 10 9 5 2 1 1 0

Figure 1.

PFS in patients who received prior ET+CDK4/6i >12 months in the metastatic
setting. Kaplan-Meier estimates of PFS in patients with ESRI-mutated tumors
and prior ET+CDK4/6i =12 months in the metastatic setting (n = 159).

Bardia A et al. Clin Cancer Res 2024 August 1;[Online ahead of print]. mPFS = median progression-free survival

=
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Key Endocrine/SERD Questions 2025

Optimal SERD choice



EMERALD Study Design

Elacestrant

< 400 mg daily* S ———

Inclusion Criteria . N = 477b Co-Primary

* Men and postmenopausal women with PD or Endpoints:4
advanced/metastatic breast cancer withdrawal « PFS in a.II -

« ER-positive,2 HER2-negative criterionf B

SSPES I MESRT

* Progressed or relapsed on or after 1 or 2 lines
Follow Up | T e
Endpoint:
* Overall Survival

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

T —

Investigator’s choice (SOC):
Fulvestrant

Anastrozole
Letrozole
Exemestane

Stratification Factors:
« ESRI-mutation status®
 Prior treatment with fulvestrant
» Presence of visceral metastases

SOC = standard of care; PD = disease progression

RTP

RESEARCH

1O PRACTICE

Bardia A et al. SABCS 2021;Abstract GS2-02.



EMERALD: PFS for Patients with ESR1 Mutations (mESR1)

Patients With Tumors Harboring mESR1

70
60
50
40
30
20

Probability of PFS (%)

100>~
90 i
80 b

&

10| —&— Elacestrant

Standard of Care

Elacestrant SOC
N 115 113
Event (%) 62 (53.9) 78 (69.0)
Median PFS (months) 3.78 1.87
Pvalue 0.0005

Hazard ratio (95% CI) 0.546 (0.387 - 0.768)

]
0 1

Elacestrant 115 105
SOC 113 99

[
2 3 4 5 6 7 8 9 101

54 46 35 33
39 34 19 18

26
12

26
12

21
9

Bardia A et al. SABCS 2021;Abstract GS2-02.

20
9

16
4

[

]
1 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (months)

14
1

11
1

9 7 5 5 4 4 1 1 1 1 1 0
1 0

Elacestrant is associated
with a 45% reduction in

the risk of progression or
death in patients
harboring mESR 1




Key inclusion/exclusion criteria:

Recurrence or progression on at
least one line of ET

No prior fulvestrant or oral SERD
in ABC

No more than one line of ET in
ABC setting

No more than one line CT in
ABC setting

Measurable and non-measurable
disease

SERENA-2 Study Design

Stratification:
Prior CDK4/6i

Post-menopausal Lung/liver mets

ER+/HER2- ABC
candidates to
receive fulvestrant
monotherapy in the
ABC setting

camizestrant 300 mg (n=20)
p—) (CSP v5 amendment: 16Dec20)

camizestrant 75 mg (n=74)

camizestrant 150 mg (n=73)

fulvestrant (n=73)

* Primary endpoint: PFS (investigator assessment®)
- Secondary endpoints: CBR24, ORR, OS, safety
« Translational endpoints: serial ctDNA analysis including ESR1m, serial CTCs analysis

RESEARCH
TO PRACTICE

Oliveira M et al. Lancet Oncol 2024;25(11):1424-39; San Antonio Breast Cancer Symposium 2022;Abstract GS3-02.



SERENA-2: PFS Outcomes

Camizestrant 75 mg Camizestrant 150 mg Fulvestrant 500 mg
(n=74) (n=73) (n=73)
Patients with events (%) 50 (68%) 48 (66%) 57 (78%)
Median progression-free survival (90% Cl), months ~ 7-2 (3-7-10-9) 7-7 (5-5-12-9) 3.7 (2-0-6-0)

HR (90% CI)*
Stratified log-rank p value®

6-month progression-free survival rate (90% Cl)
12-month progression-free survival rate (90% Cl)

0-59 (0-42-0-82)
0.017
50-3% (40-0-597)
34-3% (24-9-44-0)

0-64 (0-46-0-89)
0-0090
53-6% (43-3-62-9)
44-5% (34-4-54-1)
16-3 (12-9-18-3)

40-0% (30-4-49-4)
25:3% (17-1-34-2)
147 (12:7-20-1)

Median follow-up (IQR), months 16-6 (12-9-19-4)

~ 1009 —— Camizestrant 75 mg
i:» — Camizestrant 150 mg
g 709 —— Fulvestrant 500 mg
<
-]
o 604
L
[ 1 L
£ 40- e,
g e T !
a
0 I | I 1 1 I I I 1
0 3 6 9 12 15 18 21 24 27

. Time since randomisation (months
Number at risk ( )

(number censored)

Camizestrant 75 mg 74 (0) 50 (6) 33(7) 27 (9) 21(9) 14 (13) 7 (19) 2(22) 1(23) 0(24)
Camizestrant 150 mg 73 (0) 50 (4) 37 (4) 32(6) 25(10) 13 (15) 6 (21) 2(23) 0(25) -

Fulvestrant 500 mg 73 (0) 37 (3) 28 (3) 22 (3) 14 (7) 8 (12) 5(13) 0(16) -

RESEARCH
TO PRACTICE

Oliveira M et al. Lancet Oncol 2024;25(11):1424-39.



Imlunestrant, an Oral Selective Estrogen
Receptor Degrader, as Monotherapy and in
Combination With Targeted Therapy in
Estrogen Receptor-Positive, Human
Epidermal Growth Factor Receptor 2-
Negative Advanced Breast Cancer: Phase
Iallb EMBER StUdV J Clin Oncol 2024;[Online ahead of print].

Authors: Komal L. Jhaveri, MD, FACP =, Elgene Lim, MD , Rinath Jeselsohn, MD "=, Cynthia X. Ma,

MD , Erika P. Hamilton, MD , Cynthia Osborne, MD, Manali Bhave, MD, Peter A. Kaufman, MD , .

Thaddeus Beck, MD , Luis Manso Sanchez, MD , Ritesh Parajuli, MD, Hwei-Chung Wang, MD, Jessica J.

Tao, MD , Seock-Ah Im, MD , Kathleen Harnden, MD , Kan Yonemori, MD , Ajay Dhakal, MD

Patrick Neven, MD , Philippe Aftimos, MD , Jean Yves-Pierga, MD , Yen-Shen Lu, MD , Timothy

Larson, MD , Yolanda Jerez, MD, Kostandinos Sideras, MD “*, Joohyuk Sohn, MD , Sung-Bae Kim, MD

, Cristina Saura, MD , Aditya Bardia, MD , Sarah L. Sammons, MD , Francesca Bacchion, MS, Yujia

Li, PhD , Eunice Yuen, PhD, Shawn T. Estrem, PhD, Vanessa Rodrik-Outmezguine, PhD, Bastien Nguyen, PhD

, Roohi Ismail-Khan, MD , Lillian Smyth, MD , and Muralidhar Beeram, MD SHOW FEWER = AUTHORS




Jhaveri KL et al.
J Clin Oncol
2024;[Online
ahead of print].

Phase la/lb EMBER: Tumor Responses

Imlunestrant +
Abemaciclib + Al

Imlunestrant +
Abemaciclib

Imlunestrant
RP2D

100

Best Change in Tumor Size (%)

-100 1

TABLE 3. Efficacy in Patients With ER+/HER2— ABC Who Received Imlunestrant Monotherapy at the RP2D or in Combination With Abemaciclib
With or Without Al

Monotherapy Combination Therapy

Imlunestrant + Abemaciclib

Parameter Imlunestrant RP2D (n = 51) (n = 42) Imluhestrant + Abemaciclib + Al (n = 43)
ORR, n/N (%)? 4/34 (11.8) 9/28 (32.1) 21/34 (61.8)
CBR, No. (%) 28 (54.9) 30(71.4) 34 (79.1)
Treatment duration, months, median 6.5 (0.3-25.9) 13.9 (0.2-26.3) 14.0 (1.8-23.0)
(range)

TTR, months, median (range) 3.6 (1.6-5.4) 5.5 (1.6-10.9) 3.7 (1.7-8.5)
PFS, months, median (95% Cl) 7.2 (3.7 t0 8.3) 19.2 (13.8 to NA) NA (18.9 to NA)

ESRT mutation 7.1 (3.7 to 8.2) NE NE

ESR1 mutation not detected 5.6 (1.8 to 8.4) NE NE

12-month PFS, % (35% Cl) 222 (11.3 to 35.3) 74.2 (56.2 to 85.7) 80.7 (65.1 to 89.9)
e e e e ]

RP2D =
recommended
Phase Il dose;
Al = aromatase
inhibitor; ORR =
overall response
rate; CBR =
clinical benefit
rate; TTR =time
to response

RESEARCH
1O PRACTICE




( SAN ANTONIO

( W DECEMBER 10-13, 2024

. HENRY B. GONZALEZ CONVENTION CENTER * SAN ANTONIO, TX

€ QUT Health AACR

San Antonio

Imlunestrant, an Oral Selective Estrogen Receptor Degrader (SERD), as
Monotherapy and Combined with Abemaciclib, for Patients with ER+, HER2-
Advanced Breast Cancer (ABC), Pretreated with Endocrine Therapy (ET):
Results of the Phase 3 EMBER-3 trial Abstract GS1-01
Komal L. Jhaveri,! Patrick Neven,2 Monica Lis Casalnuovo,? Sung-Bae Kim,* Eriko Tokunaga,® Philippe Aftimos,® Cristina Saura,”
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Imlunestrant with or without Abemaciclib in
Advanced Breast Cancer
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ER+, HER2- ABC

Men and Pre-3/Post-menopausal
women

Prior therapy:

* Adjuvant: Recurrence on or
within 12 months of completion
of Al £ CDK4/6i

* ABC: Progression on first-line
Al £ CDK4/6i

* No other therapy for ABC

Stratification Factors:

» Prior CDK4/6i therapy (Y/N)
» Visceral metastases (Y/N)

» Region®

EMBER-3 Study Design

Imlunestrant
400 mg QD

SOC ETde
Fulvestrant or
Exemestane

Imlunestrant

400 mg QD +
abemaciclib¢

Primary Endpoints
Investigator-assessed PFS for':
* A vs B in patients with ESRTm9
* Avs B in all patients
* Cvs Ain all" patients

Key Secondary Endpoints
* OS, PFS by BICR, and ORR
* Safety

Exploratory Endpoints
* PFSand OSforCvsBin
all" patients

ABC, advanced breast cancer; Al, aromatase inhibitor; BICR, blinded independent central review; CDK4/6i CDK4/6 inhibitor; ER, estrogen receptor; ESR1m, ESR1 mutation; ORR, objective response rate; OS, overall survival, PFS, progression-free
survival; QD, once daily; SOC ET, standard of care endocrine therapy. Patients were enrolled from October 2021 to November 2023 across 195 sites in 22 countries. ® A GnRH agonist was required in men and premenopausal women; ® Enroliment
into Arm C started with Protocol Amendment A (at which point 122 patients had been randomized across Arms A and B); ¢East Asia vs United States/European Union vs others; @ Investigator's choice; & Labeled dose; fScans every 8 weeks for the first
12 months, then every 12 weeks; 9 ESR1m status was centrally determined in baseline plasma by the Guardant 360 ctDNA assay and OncoCompass Plus assay (Burning Rock Biotech) for patients from China; " Analysis conducted in all concurrently

randomized patients.

Jhaveri KL et al. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01.

RTP
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EMBER-3: PFS with Imlunestrant Monotherapy for Patients
with ESR1 Mutations

100 i Imlunestrant SOCET
- No. of events 109 102
2 44%

a Median (95% CI); 55 3.8
e Months (3.9-7.4) (3.7-59)
T 501 25% o .
£ HR (95% ClI) 0.62 (0.46-0.82)
? p-value<0.001
£ 25 32%
o
E M‘_L\L\
0- 70/6 I_\_l

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk Time (months)
— 138 95 74 56 45 35 22 18 15 8 4 4 3 2 0 O

118 74 51 33 19 7 5 3 2 1 0 0 0 0 0 0

[ Imlunestrant led to a 38% reduction in the risk of progression or death in patients with ESR7Tm ]

Cl, confidence interval; ESR1m, ESR1 mutation; HR, hazard ratio; RMST, restricted mean survival time; SOC ET, standard of care endocrine therapy. The median follow-up was 167 months in the imlunestrant arm and 13.8 months in the SOC ET amm.
3Due to evidence of non-proportional hazards, a sensitivity analysis of PFS using RMST was conducted. Estimated REMT at 19.4 months was 7.9 months (95% CI 6.8-9.1) in the imlunestrant arm vs 5.4 months (95% CI 4.6-6.2) in the SOC ET arm
[difference 2.6 months (1.2_-3.9)].

RTP
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Jhaveri KL et al. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01.



Key Endocrine/SERD Questions 2025

PROTACs, SERMs, others?




Background and Vepdegestrant Mechanism of Action

Vepdegestrant

 There is no established consensus for treatment - 9 Q
of ER+/HER2- advanced breast cancer after i
progression on first-line ET’

* Fulvestrant, a SERD that is administered IM due &
to poor solubility,? has limited PFS benefit following
disease progression on a CDK4/6i + ET34
*  Vepdegestrant is a selective, oral PROTAC ER ngvtiit\;/e

degrader that targets WT and mutant ER>®

* |n a first-in-human, phase 1/2 study
(NCT04072952), vepdegestrant was well
tolerated and demonstrated encouraging clinical

activity in heavily pretreated patients with Vepdegestrant has a unique MOA that directly harnesses
ER+/HER2- advanced breast cancer’ the ubiquitin-proteasome system to degrade ER®

_

IM = intramuscularly; WT = wild type

RESEARCH
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Hamilton E et al. ASCO 2025;Abstract LBA1000.



VERITAC-2 Study Design

Key Eligibility Criteria \ 28-day Treatment Cycles . _
+ Age 218 years old Primary Endpoint:
« ER+/HERZ2- advanced or metastatic = Vepdegestrant (n=313) « PFS by BICR in
QSR e LT i — ESR1m population
- Prior therapy: - 200 mg orally (once daily) .
_ 1 line of CDK4/6i + ET 5 — All patients
— <1 additional ET ©
] N H -
— Most recent ET for 26 months = - e Secondary Endpoints:
— No prior SERD (eg, fulvestrant, -§ ulvestrant (n=311) * OS (key secondary)
elacestrant) © 500 mg IM
* CBR and ORR by BICR
— No prior chemotherapy for = (days 1 and 15 of cycle 1; day 1 of y
advanced or metastatic disease subsequent cycles) * AEs
’ Rf? dic:Log:ca![ Iprogr??t? SMELT Ay Stratification Factors:
U Dbl b e * ESR1 mutation? (yes vs no)

+ Visceral disease (yes vs no)

RTP
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Hamilton E et al. ASCO 2025;Abstract LBA1000.



VERITAC-2: Response Data

Patients With ESRTm All Patients
CBR?2 ORRP CBR?2 ORRP
80 - 80 H
e Odds ratio: 2.88 70 1
0 . 5=
60 - (90 §<IO10(5)ZC asd) 60 A Odds ratio: 1.29
421 ' (95% CI: 0.89-1.91)
7 Rl Odds ratio: 5.45 50 PN
32 40 (95% CI: 1.69-22.73) e 40 - 34.3
o P=0.001¢ 7 28.7 Odds ratio: 3.23
H 30 | 20.2 18.6 e (95% Cl: 1.38-8.71)
-4 G P=0.003°
20 - 20 - 10.9
10 - o 10 = i 3.6
0 - o 4
Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant
n=121 n=119 n=97 n=100 n=274 n=272 n=221 n=222

RTP
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Hamilton E et al. ASCO 2025;Abstract LBA1000.



Key Endocrine/SERD Questions 2025

Treating “molecular progression”




ORIGINAL ARTICLE

First-Line Camizestrant for Emerging
ESR1-Mutated Advanced Breast Cancer

F.-C. Bidard,' E.L. Mayer,?Y.H. Park,’ W. Janni,* C. Ma,’ M. Cristofanilli,®
G. Bianchini,” K. Kalinsky,® H. Iwata,’ S. Chia, P.A. Fasching,'! A. Brufsky,!2
Z. Nowecki,” J. Pascual,™ L. Moreau,” S.-C. Chen,* N. Karadurmus,’
E.N. Gal-Yam,® K.H. Jung,** S. Pernas,?® S. McClain,?! W. He, 2 T. Klinowska,?
C. Huang-Bartlett,* and N.C. Turner,* for the SERENA-6 Study Group*
N EnglJ Med June 1, 2025;[Online ahead of print].

Camizestrant + CDK4/6 inhibitor for the treatment of
emergent ESR1 mutations during first-line endocrine-based
therapy and ahead of disease progression in patients with
HR+/HER2- advanced breast cancer:

Phase 3, double-blind ctDNA-guided SERENA-6 trial

Nicholas Turner*
Royal Marsden Hospital, London, UK

Additional authors:

Erica Mayer, Yeon Hee Park, Wolfgang Janni, Cynthia Ma, Massimo Cristofanilli, Giampaolo Bianchini, Kevin Kalinsky,
Hiroji Iwata, Stephen Chia, Peter A. Fasching, Adam Brufsky, Zbigniew Nowecki, Javier Pascual, Lionel Moreau,
Shin-Cheh Chen, Sasha McClain, Steven Fox, Cynthia Huang Bartlett, Frangois-Clément Bidard*

*Contributed equally

ASCO 2025;Abstract LBA4.
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SERENA-6 Study Design

Camizestrant (75 mg qd) +

S : Primary endpoint
- Female/male patients with continuing CDK4/6i YRHED

ER+/HER2- ABC* fiplacebotlons PFS by investigator
assessment (RECIST v1.1)

- All patients that have Stratification factors

received Al + CDK4/6i * Visceral vs non-visceral Secondary endpoints
(palbociclib, ribociclib, or « ESR1m detection at first test vs at a

abemaciclib) as initial —> subsequent test s PES2™
endocrine-based therapy for N=315 *+ Time from initiation of Al + CDK4/6i to

ABC for at least 6 months randomization: <18 vs 218 months « OS™

« Palbociclib vs ribociclib vs abemaciclib

« ESR1m detected in ctDNA * Safety
with no evidence of disease Continuing Al (anastrozole/ :
progression letrozole) + CDK4/6i * Patient-reported

outcomes

+ placebo for camizestrant

Treatment continued until disease progression,
unacceptable toxicity, patient withdrawal or death

_

RESEARCH
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Bidard F-C et al. N EnglJ Med June 1, 2025;[Online ahead of print]. Turner N et al. ASCO 2025;Abstract LBA4.



100
90
80
70
60
50

PFS (%)

40
30
20
10

Number of patients at risk

SERENA-6: PFS Outcomes

Camizestrant + Al +
CDK4/6i (N=157) CDK4/6i (N=158)
PFS events 71 100

Median PFS (95% CI); months 16.0 (12.7-18.2) 9.2 (7.2-9.5)
Adjusted HR (95% ClI): 0.44 (0.31-0.60); P<0.00001

Al + CDK4/6i
Camizestrant + CDK4/6i

0 3 6 9 12 19 18 21 24 27 30 33
Time from randomization (months)

Camizestrant + CDK4/6i 157 138 105 82 55 41 26 1 -+ 7 6 0
Al + CDK4/6i 158 124 73 55 29 17 7 3 1 0 0 0

RESEARCH
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Bidard F-C et al. N EnglJ Med June 1, 2025;[Online ahead of print]. Turner N et al. ASCO 2025;Abstract LBA4.



Key Endocrine/SERD Questions 2025

Eligibility for up-front
inavolisib/palbociclib/fulvestrant
(de novo? HbA1c?)




INAVO120 Study Design

Key eligibility criteria
Enrlchment of patients with poor prognosis:

i

: * PIK3CA-mutated, HR+, HER2- aBC by central
I ctDNA* or local tissue/ctDNA test
I
I
I
[

* Measurable disease

* Progression during/within 12 months of
adjuvant ET completion

* No prior therapy for aBC
* Fasting glucose <126 mg/dL and HbA,. <6.0%

J

ET = endocrine therapy; PD = disease progression

Turner N et al. ASCO 2025;Abstract 1003.

Enroliment period: January 2020 to September 2023

Inavolisib (9 mg PO QD)
+ palbociclib (125 mg PO QD D1-D21)
+ fulvestrant (500 mg C1D1/15 and Q4W)t

Until PD

or toxicity
Placebo (PO QD)

+ palbociclib (125 mg PO QD D1-D21)
+ fulvestrant (500 mg C1D1/15 and Q4W)t

Stratification factors:

« Visceral disease (yes vs. no)

« Endocrine resistance (primary vs. secondary)t

« Region (North America/Western Europe vs. Asia vs. Other)

RTP
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INAVO120: PFS Outcomes

ﬁ-mpnth 12-mpnth 18-mc|>nth Inavo+Palbo+Fulv Pbo+Palbo+Fulv
1004 | i i (n=161) (n=164)
32.:9% ! ! No. of events, n (%) 82 (50.9) 113 (68.9)
: i i Median (95% CI), mo 15.0 (11.3, 20.5) 7.3(5.6,9.3)
75- I | ' Stratified hazard ratio (95% CI) 0.43 (0.32, 0.59)
R 55.9% p<0.0001
ﬁ : 46 2”;"
»  50- ! K
LL
o . .
254 — Inavo+Palbo+Fulv | 21 -1,% " " )
—_— Pbo+PaIbo+Fl.:.|Iv * . B ) i
=+ Censored ! ! ! = = '
U L] L] : ] Il ] : ] ] L] | L] L]
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (mo)
Inavo+Palbo+Fulv 161 134 111 92 66 48 41 31 22 13 11 5 1
Pbo+Palbo+Fulv 164 113 77 59 40 23 19 16 12 6 3 3 1 21.3 months
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Jhaveri K et al. SABCS 2023;Abstract GS03-13.



Key Endocrine/SERD Questions 2025

Role of CDK inhibitor after CDK inhibitor?
(abemaciclib)




postMONARCH Study Design

S e Primary Endpoint:
/ e \ Investigator-Assessed PFS

HR+, HER2- ABC e Abemaciclib + Fulvestrant Secondary Endpoints:

Men & Pre/post menopausal women OS, PFS by BICR, ORR,
CBR, DCR, DoR, Safety, PK

N =368 & PRO

]

v

Prior Therapy:
« ABC: Disease progression on

CDK4/6i + Al as initial therapy Stratification Factors:
« Adjuvant: Disease recurrence mme Placebo + Fulvestrant * Duration of prior CDK4/6i

on/after CDK4/6i + ET » Visceral metastases
k No other therapy for ABC /  Geographic region

ABC = advanced breast cancer; CDK4/6i = CDK4/6 inhibitor; Al = aromatase inhibitor; ET = endocrine therapy

Randomization 1:1

[

Kalinsky K et al. ASCO 2024;Abstract LBA1001; J Clin Oncol 2025;43(9):1101-12. W



postMONARCH: Progression-Free Survival (PFS) Outcomes

100+
Abemaciclib + Placebo +
e 901 Fulvestrant (N = 182) Fulvestrant (N = 186)
§ e Events
£ 70l Median (95% ClI); : .
2 i 6-month PFS rate: months 56-8.6 3.7—5.6
8 ey HR (95% Cl); 0.73 (0.57 - 0.95)
L 5. nominal p 0.02
9
% 404
®
g’ 30 :
m 20' : s I
10 | = J]
| "

o0 3 6 9 12 15 18 21
Number at Risk Time (months)

182 124 80 61 21 9 2 0
— 186 114 62 47 17 4 3 0

[ Abemaciclib led to 27% reduction in the risk of developing PFS event ]

RTP
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Kalinsky K et al. ASCO 2024;Abstract LBA1001; J Clin Oncol 2025;43(9):1101-12.



Key Endocrine/SERD Questions 2025

Role of CDK inhibitor with SERD
(abemaciclib/imlunestrant)




ER+, HER2- ABC

Men and Pre-3/Post-menopausal
women

Prior therapy:

* Adjuvant: Recurrence on or
within 12 months of completion
of Al £ CDK4/6i

* ABC: Progression on first-line
Al £ CDK4/6i

* No other therapy for ABC

Stratification Factors:

» Prior CDK4/6i therapy (Y/N)
» Visceral metastases (Y/N)

» Region®

EMBER-3 Study Design

Imlunestrant
400 mg QD

SOC ETde
Fulvestrant or
Exemestane

Imlunestrant

400 mg QD +
abemaciclib¢

Primary Endpoints
Investigator-assessed PFS for':
* A vs B in patients with ESRTm9
* Avs B in all patients
* Cvs Ain all" patients

Key Secondary Endpoints
* OS, PFS by BICR, and ORR
* Safety

Exploratory Endpoints
* PFSand OSforCvsBin
all" patients

ABC, advanced breast cancer; Al, aromatase inhibitor; BICR, blinded independent central review; CDK4/6i CDK4/6 inhibitor; ER, estrogen receptor; ESR1m, ESR1 mutation; ORR, objective response rate; OS, overall survival, PFS, progression-free
survival; QD, once daily; SOC ET, standard of care endocrine therapy. Patients were enrolled from October 2021 to November 2023 across 195 sites in 22 countries. ® A GnRH agonist was required in men and premenopausal women; ® Enroliment
into Arm C started with Protocol Amendment A (at which point 122 patients had been randomized across Arms A and B); ¢East Asia vs United States/European Union vs others; @ Investigator's choice; & Labeled dose; fScans every 8 weeks for the first
12 months, then every 12 weeks; 9 ESR1m status was centrally determined in baseline plasma by the Guardant 360 ctDNA assay and OncoCompass Plus assay (Burning Rock Biotech) for patients from China; " Analysis conducted in all concurrently

randomized patients.

Jhaveri KL et al. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01.
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EMBER-3: Investigator-Assessed Objective Response Rate

All Patients Patients
50- Patients with ESRTm without ESRTm
40-
- I Imlunestrant
< 30-
14
% 20- 12% 14% . Il socET
o
16 8% 620 8% ?6115)’ 9%
L el =) e B Imlunestrant + abemaciclib
0
50-
35%
.y (22.48)
- 27%
< 30-
&
o 10%
(4-15) 6%
107 (1-10)

ESR1m, ESR1 mutation; ORR, objective response rate; SOC ET, standard of care endocrine therapy. Patients without ESR1m include those with unknown ESR1m status (top bars: imlunestrant, n=13; SOC ET, n=7; botiom bars: imlunestrant +
abemaciclib, n=1; Imlunestrant, n=7; SOC ET, n=4). Bottom bars: analyses confined to the imlunestrant/SOC ET population concurrently randomized. The values indicated in parentheses represent the 95% confidence intervals.
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TO PRACTICE

Jhaveri KL et al. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01.



EMBER-3: PFS with Imlunestrant and Abemaciclib for All Patients

100

N
el

N
arkd

27%

!
I
|
i
{
I

Progression=free Survival (%)
(4)]
o

No. of events
Median (95% CI);

Months |

HR (95% ClI)

8 10 12 14 16
Time (months)

0 2 4
No. at risk
== 213 165 141 122 96 72 48 29 25 13 6 5

213 140 106 77 67 48 29 20 18 10 3 2

18 20 22 24 26 28 30

Imlunestrant Imlunestrant
+ abemaciclib
n=213 n=2132
114 149
94 DO
(7.5-11.9) (3.8-5.6)
0.57 (0.44-0.73)

p-value <0.001

Imlunestrant + abemaciclib led to a 43% reduction in the risk of progression or death over
imlunestrant alone in all patients

|

Cl, confidence interval; HR, hazard ratio. 2 Efficacy analyses confined to the imlunestrant population concurrently randomized to imlunestrant + abemaciclib treatment arm. The median follow-up was 13.5 months in the imlunestrant + abemaciclib

arm and 13.7 months in the imlunestrant arm.

Jhaveri KL et al. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01.
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EMBER-3: PFS with Imlunestrant and Abemaciclib by ESR1m Status

Patients with ESRTm Patients without ESRTm
Imlunestrant Imlunestrant Imlunestrant
+ abemaciclib + abemaciclib
100 n=67 n=92 100/ n=146
= No. of events 36 71 3 No. of events 78 78
S Median (95% ClI); 11.1 5.5 s Median (95% Cl); 9.1 5.5
S 751 months  (7.4-13.7) (3.8-7.2) $ 75 months  (7.4-14.4) (3.6-5.8)
=] 3
@ HR (95% ClI) 0.53 (0.35-0.80) @ HR (95% Cl) 0.59 (0.43-0.81)
£ s0- £ 50
c s
k] S
2] w
3 S o
25+ :
g g
o o
0- 01
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
. Time (months) . Time (months)
No. at risk No, at risk
=57 54 47 39 33 22 14 7 6 3 1 1 0 0 0 0 - 146 111 94 83 63 50 34 22 19 10 6 4 3 0 0 0
== 92 62 50 35 28 20 12 9 7 3 0 0 0 0 0 0 =121 78 56 42 39 28 17 11 M 7 3 2 0 0 0 0
Consistent benefit of imlunestrant + abemaciclib regardless of ESRT1m status ]

Cl, confidence interval; ESR1m, ESR{ mutation; HR, hazard ratio; PFS, progression-free survival. Patients without ESR fm include 8 with unknown ESR1m status (imlunestrant + abemaciclib, n=1; Imlunestrant, n=7).

RTP
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Jhaveri KL et al. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01.



Emerging treatment options for
advanced, ER+ breast cancer

Harold J. Burstein, MD, PhD
Abstract GS1-01 Discussant, SABCS 2024
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Median PFS in Recent Randomized Trials of Endocrine Therapy: Outcomes
Among Patients Who Received Prior CDK4/6 Inhibitor Treatment*

=
[=)

9
2 3 SOC vs oral SERD/SERM SOC + AKTi SOC + CDK4/6i
=
5 7
E &
i 5
('
C 4
1+
o] 3
@
E 2
0
© 9 . 0 o 2 o > 3 > 3 e E 2 © 0 c c m
] [ s = o & L T S b = b — 2 £ 2 £ £ £
= £ + o e o - - e
] © - I w Ed <
QO + +
L E
EMERALD SERENA2 ELAINE1 CAPI-291 PACE MAINTAIN postMONARCH EMBER3 EMBER3
Prior CDK46i 100% 1009%** 100% 100%** 100% 100% 100% 58% 100%**

*there are a lot of problems with cross study comparisons, especially in unplanned subset analyses:
extent/types of prior therapy, variable tumor genomics/biomarker profile,
SOC options, sample size, exposure vs resistance, investigator vs BICR, etc. #* Denotes subset of larger study cohort

PFS = progression-free survival; SOC = standard of care; BICR = blinded independent central review ﬁfp
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Burstein H. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01 Discussant.



SERDs: Side Effects Encountered More Commonly Than
with Fulvestrant in Randomized Clinical Trials

mmm Giredestrant

Fatigue
X X X
X X

Nausea
Vomiting

Constipation

X X X X

Diarrhea
Bradycardia X X
Photopsia X
Transaminitis X

Hypertriglyceridemia X

RESEARCH
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Burstein H. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01 Discussant.



Key Endocrine/SERD Questions 2025

SERD after AKT inhibitor and reverse?




Elacestrant for Patients with PIK3CA-Mutated Disease

Prior ET+CDK4/6i =12 months with
ESR1-mut and PIK3CA-mut?

100 o
1 Elacestrant SOC
80 - \ (n =27) (n = 35)
mPFS, months 5.45 1.94
L_ (95% Cl) (2.14-10.84) (1.84-3.94)
& 607 HR (95% Cl), 0.423 (0.176-0.941)
P .
LL
Ty \-HLI —I_l-|
20 | N I—
D ! I I I I I I I
0 10 15 20 25 30

Elacestrant 27 13 7
SOC 35 10 6

Time (months)

6 5 5 2 2 2 2 2 2 2 0
5 4 3 1 0

Bardia A et al. Clin Cancer Res 2024 August 1;[Online ahead of print].
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Imlunestrant and Abemaciclib in PIK3CA-Mutated Disease

Patients with PI3K pathway mutation?

Imlunestrant Imlunestrant
100 + abemaciclib
n=88 n=84

No. of events 55 70
57 Median (95% ClI); 7.6 3.8
months (5.6-11.0) (3.1-5.5)

HR (95% ClI) 0.61 (0.42-0.87)

Progression—free Survival (%)
N (%))
({'I o

. L
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)

No. at risk
==388 62 51 4 32 19 11 8 5 2 1 1 0 o0 0

=84 53 35 23 20 16 7 & 4 2 0 0 0o 0 0

Jhaveri KL et al. San Antonio Breast Cancer Symposium 2024;Abstract GS1-01.
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Key Endocrine/SERD Questions 2025

CDK inhibitor (palbociclib) after
first-line T-DXd (ESR1+, HER2+)?




Registration

¥ Histologically confirmed
HR+ HER2+ mBC

No prior treatment in the
advanced setting beyond
induction treatment

6-8 cycles of treatment,
including trastuzumab *
pertuzumab and
taxane/vinorelbine

NN NN N NN N NN NN NN NN NN NN NN NN BN N,
|

\---------‘

PATINA Study Design

Key eligibility criteria
¥  Completion of induction
chemotherapy and no

Palbociclib (125 mg PO QD
D1-D21)
Trastuzumab * pertuzumab +
endocrine therapy*

evidence of disease

progression (i.e., CR, PR,
or SD)

Trastuzumab * pertuzumab +
endocrine therapy*

Metzger O et al. SABCS 2024;Abstract P2-03-20.

Until PD
or
toxicity

SURVIVAL
FOLLOW-UP

_
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PATINA: PFS Outcomes

Koo Palbo + anti-HER2 Anti-HER2
and ET and ET
90 | 9%
o Events 126/261 136/257
:.'._’ 80 Median PFS, months (95% CI) 44.3 (32.4-60.9) 29.1 (23.3-38.6)
o sz | 73.4%" Hazard ratio (95% Cl) 0.74 (0.58-0.94)
8 S Nominal 1-sided P value 0.0074
o : g
B 60 - :
5 :
'g 50 =
m i K . -
_g L M Median follow-up on patients who are
© o ) 33 400 Lol e il i alive and disease-free, 52.6 months
-
@
(&) 20
S
)
o 10
0 : .
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
i Cl=confidence interval; ET=endocrine therapy;
Ti "P‘ﬁ ie(,m ?,'E:,RS) HER2=human epidermal growth factor receptor 2;
Palbo + HER?2 - | 261 231 203 168 146 128 113 94 78 55 33 14 4 1 0 palbo=palbociclib.
HE 2 257 198 159 1 116 102 87 68 51 29 14 6 | 0
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Metzger O et al. SABCS 2024;Abstract P2-03-20.



SERDs in ER-Positive, HER2-Negative
Localized Breast Cancer



ELEGANT Study Design

PHASE 3
Patient Population Elacestrant PHASE 3 OBJECTIVES
Node-positive, ER+MERZ- eBC =l Primary objective: Evalunta IBCFS!
with high recurrence nsk wha
receved between 2-5 yoors
L;:??{O;:nts: gmﬁ;ﬂ Secondary objectives: Evaluate DRFSS
: s e : ‘ 05, DFS* sakety, PROs-Qeol. and PK
for pre/penmenopausal Continue ET' ‘ (2R i
wamen and men Exploratory objectives: Biomarkars in
N=4270 cfNA from blood

} Syears

= N

IBCFS = invasive breast cancer-free survival; DRFS = distant relapse-free survival;, OS = overall survival; IDFS = invasive disease-free survival;
PK = pharmacokinetics; cfNA = cell-free nucleic acid

Bardia A et al. SABCS 2024;Abstract P2-08-21.
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RESEARCH ARTICLE | OCTOBER 08 2024

A preoperative window-of-opportunity study of oral
SERD, imlunestrant, in newly diagnosed ER-positive,

HER2-negative early breast cancer: Results from
EMBER-2 Study. 3

Patrick Neven &% =; Nicole Stahl ‘&/; Maria Vidal =; Miguel Martin ='; Peter A. Kaufman ‘='; Nadia Harbeck
Kelly K. Hunt “; Stacey Carter “*'; Francois-Clement Bidard “*; Peter A. Fasching “; Philippe Aftimos
Duncan Wheatley “='; Erika Hamilton “='; Rebecca Aft “='; Swati Kulkarni “2'; Peter Schmid “='; Manali Bhave
Roohi Ismail-Khan “'; Claudia Karacsonyi “=; Shawn T. Estrem “&'; Bastien Nguyen “='; Umut Ozbek

Eunice Yuen “; Vanessa Rodrik-Outmezguine “='; Eva Ciruelos

Clin Cancer Res 2024;[Online ahead of print].
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EMBER-2 Study Design

® Key Inclusion criteria:

— Post-menopausal women with stage |-l (=1 cm), ER+ (>50% or Allred score >5), HER2-,
Operable and untreated EBC

Biopsy Imlunestrant 800 mg 15 days®

Stage I-1lI Primary Surgical
‘ |
(21 cm) :> Imlunestrant 400 mg (RP2D) |:> Resection or

ER+, HER2- BC

Biopsy

Imlunestrant 200 mg¢

aStratified by tumor histology (invasive ductal carcinoma [IDC] vs. invasive lobular carcinoma [ILC] vs. other)

bTreatment window was -2 to +7 days up to date of surgery/repeat biopsy
€200 mg cohort was added in a protocol amendment, and opened after enrolment to the randomized cohorts

was completed

® Imlunestrant was administered orally at 200 mg, 400 mg, or 800 mg QD for 15 days.P

EBC = early breast cancer S—
RTP

RESEARCH
1O PRACTICE



Primary Endpoint of EMBER-2: Relative Reduction of ER Expression

Relative reduction of ER, PR, and Ki-67 at week 2

Geometric mean 400 mg

(90% CI) in PD biomarkers N=27
-82% -81%

ER®
(-91%. -60%) 6 (-87%, -72%)
o -76% -81%
(-97%, -37%) (-90%, -38%) (-92%, -60%) (-89%, -66%)
i -69% T1% “72% -70%
(-79%, -54%) (-80%, -57%) (-81%, -59%) (-76%, -63%)
20 ) 17 59

Baseline Ki-67 25%

= Y o 0 o 0, & 0
n, %, (90% Cl) 70% 71% 78% 73%

(-80%, -56%) (-80%, -57%) (-84%, -70%) (-78%, -67%)
16 13 8 37
73% 1% 75% 73%
(-83%, -56%) (-82%, -53%) (-83%, -63%) (-79%, -64%)
13 12 7 32
7% 72% 78% 75%
(-87%, -59%) (-83%, -53%) (-84%, -68%) (-81%, -67%)

CCCA® (%) 3/20 (15%) 5/22 (23%) 6/17 (35%) 14/59 (24%)

a See Figure 1 for PD evaluable (mITT) population for each biomarker; ® CCCA (complete cell cycle arrest among patients (n=59) with baseline Ki-67 25%

Baseline Ki-67 215%
n, %, (90% CI)

Baseline Ki-67 220%
n, %, (90% CI)

Recommended Phase Il dose (RP2D): 400 mg QD

RESEARCH
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Neven P et al. Clin Cancer Res 2024;[Online ahead of print].



EMBER-4 Study Design

EMBER-4: A Randomized, Open-Label, Global,
Multicenter, Phase 3 Study (NCT05514054)

(N=~6,000)

Patients who have received 2 to 5 years of adjuvant
endocrine therapy (ET) for ER+, HER2- early breast cancer,
with increased risk of disease recurrence

Randomization 1:1
-&:.:\_
b

v
Arm A \ ‘ Arm B
l Imlunestrant - Physicians' Choice of ET
(5 years) - Tamoxifen or Aromatase
N | Inhibitors (5 years)

Jhaveri KL et al. San Antonio Breast Cancer Symposium 2022;Abstract OT1-01-02.



CAMBRIA-1 Study Design

Key eligibility criteria

» Pre-, peri- or postmenopausal women or men
» 218 years of age

ER-positive/HER2-negative early BC with
absence of advanced disease®

Completed definitive locoregional therapy
(surgery + radiotherapy) with no evidence of
disease

» Currently receiving standard adjuvant ET for
22 and <5 years (+3 months) with at least 5
years of remaining adjuvant ET planned

» May have received (neo)adjuvant CDK4/6i in
combination with ET, but must have completed
CDK4/6i portion of treatment

» Considered at intermediate or high risk of
recurrence as defined in the protocol
ECOG PS =1

Adequate bone marrow reserve and organ
function

60 months

R1:1

(N=4300)

Camizestrant 75 mg QD * LHRH agonist*

Primary endpoint

+ IBCFS

Secondary endpoints

« IDFS

« DRFS

+ OS

+ Patient-reported outcomes
Safety and tolerability
Pharmacokinetics

IBCFS = invasive breast cancer-free survival; IDFS = invasive disease-free survival; DRFS = distant relapse-free survival; OS = overall survival

Hamilton E et al. Future Oncol 2025;21(7):795-806.



CAMBRIA-2 Study Design

Key eligibility criteria

* Pre-, peri- or postmenopausal women or men
+ 218 years of age

+ ER-positive/HER2-negative early BC with
absence of advanced disease*

Completed definitive locoregional therapy
(surgery * radiotherapy) + (neo)adjuvant
systemic chemotherapy with no evidence of
disease

+ Patients should be randomized within the first
12 weeks after radiation or the last CT dose
(whichever is last), and within 12 months of
definitive breast surgery

+ May have received up to 12 weeks of
(neo)adjuvant ET prior to randomization

+ Considered at intermediate-high or high risk

of recurrence as defined in the protocol

ECOG PS =1

Adequate bone marrow reserve and organ
function

.

Hamilton E et al. Future Oncol 2025;21(7):795-806.

R1:1

(N=5500)

84 months

Camizestrant 75 mg QD

+ LHRH agonist* £ abemaciclib

v

Primary endpoint

+ IBCFS

Secondary endpoints

+ |IDFS

 DRFS

« OS

» Patient-reported outcomes
+ Safety and tolerability

+ Pharmacokinetics



persevERA Breast Cancer Study Design

Giredestrant (30 mg PO)

Key inclusion criteria > o
- Previously untreated ER+, ‘ + palbociclib (125 mg PO qd)

HER2- locally advanced or
metastatic breast cancer

Relapse during tamoxifen
therapy but >24 months
after the start of tamoxifen ‘

therapy is allowed

v

Turner NC et al. ASCO 2021;Abstract TPS1103.



Questions from General Medical Oncologists

* What is your opinion on the future role of oral SERDs in earlier-stage breast
cancer settings (eg, adjuvant or neoadjuvant use)?

 What strategies can | use to enhance adherence in patients on oral SERDs,
especially in those with financial, cognitive, or logistical barriers?

* | got burned by using alpelisib due to it was causing DKA in my patient, with
other -lisibs now, is there any reason for trying to give alpelisib again?

* Re PATINA trial, would you add palbociclib to the HP/Al regimen if a patient
has been stable for years?

RESEARCH
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Agenda

Introduction: ER-Positive Metastatic Breast Cancer — Bringing
Research Data into Practice

Module 1: Key Issues from GMO Survey

Module 2: Faculty Cases and GMO Questions
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Dr Kaklamani — Case Presentation

A 42-year-old premenopausal woman was diagnosed with
invasive ductal carcinoma (IDC) of the left breast.

ER: 80%: PR: 60%: HER2: 1+.

She underwent breast-conserving surgery and was found
to have a 2.5-cm IDC, grade 2, with 1+ axillary lymph nodes.

She was given adjuvant chemotherapy with ACT
(doxorubicin, cyclophosphamide, paclitaxel) and then was
put on ovarian function suppression (OFS) and anastrozole
for 5 years.



Dr Kaklamani — Case Presentation
(cont’d)

At 15 mo after discontinuing adjuvant endocrine therapy, she was found to
have bone metastases.

Biopsy showed IDC, with ER: 60%; PR: 60%; HER2: 1+.
She was started on OFS with letrozole and ribociclib.

After 26 months of therapy, she was found to have progression of disease
with liver metastases.

A liquid biopsy showed an ESR71 mutation and no other actionable mutations.
She was put on elacestrant and continued on it for 12 mo until progression.

During treatment she complained of nausea grade 1 and was given
ondansetron which she took PRN.



Dr Jhaveri — Case Presentation

« 57 yearold postmenopausal woman presented with de novo ER+/HER2 - (IHC 1+)
metastatic breast cancer to the bones (biopsy proven) in late 2019.

 She was started on Letrozole plus Palbociclib and after nearly 5 years progressed in the
bones with 1 new liver metastases. LFTs were normal and she is asymptomatic.
Guardant360® panel showed ESR71D538G mutation. Genetics testing was negative.

* Whatis the next best treatment option?
A. Trastuzumab Deruxtecan

Capecitabine

Everolimus + Fulvestrant

Fulvestrant

moo®

Elacestrant



Dr Jhaveri — Case Presentation
continued

* She started on Elacestrant in October of 2024 and recent imaging
In June 2025 showed stable disease. Tolerating elacestrant very
well with some intermittent grade 1 nausea and fatigue



Questions from General Medical Oncologists

Optimal assay for ESR1 mutation?

* Tissue versus liquid genomic analysis?

How often should liquid biopsies be done in the management of mBC?

Should SERDs be considered in hormone-low tumors? What about
triple-positive cases?

Data for SERD in non-ESR patient?




Questions from General Medical Oncologists

 What advantages do oral SERDs offer over intramuscular fulvestrant?

e How do oral SERDs like elacestrant, imlunestrant, camizestrant, and
giredestrant differ in their estrogen receptor degradation potency and
selectivity?

 Which oral SERD is best tolerated and used in combination with other agents?

* What strategies should be used to mitigate/prevent nausea and vomiting that
| have seen with my patients starting elacestrant?

* Unique side effects of oral SERDs and management strategies?

RESEARCH
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Dr Jhaveri — Case Presentation

 53yearold postmenopausal woman presented with Stage 2 breast cancer. She is s/p lumpectomy and
SLND and tumor size was 4.2 cm, grade 2, 0/3 LN ER80% PR 40% HER2 - (IHC 1+) and Oncotype RS of
27.She completed TC chemotherapy and adjuvant radiation and started letrozole. After 1 year of
completing letrozole she developed back pain and workup led to a diagnosis of metastatic breast cancer
to the bones and liver (biopsy proven; 3 lesions, largest 2.3 cm X 2.1 cm)) in June 2021. Liver biopsy
confirmed ER 65% PR 30% and HER 2 (IHC 1+). Tissue NGS showed no actionable alterations. PMH
significant for hypothyroidism controlled on levothyroxine.

* She was started on anastrazole plus palbociclib and tolerated it well without any need for dose
modifications. In July of 2023, she was diagnosed with metastatic disease to the liver and bones
(multiple mets in spine and ribs). Guardant360 panel was done and showed ESR71Y537S and ESR1 380Q
mutation. Genetics testing was negative.

* What is the next best treatment option?
A. Fulvestrant plus ribociclib

Fulvestrant + Abemaciclib

Capecitabine

Everolimus + Fulvestrant

Fulvestrant

Elacestrant

EMBER-3 trial

OMMmMOO W



Dr Jhaveri — Case Presentation continued

e She was enrolled to EMBER-3 clinical trial and was randomized to
Arm C- Imlunestrant + Abemaciclib

* She developed grade 1 diarrhea and fatigue but didn’t require
dose reductions. Diarrhea was managed with Imodium and
dietary modifications

* Remained on trial until July 2024; came off for progression in the
bones and liver

* No new alterations seen on Guardant
* Started on capecitabine with progression in liver in Dec 2024

* Remains on Trastuzumab deruxtecan. Has some fatigue but
tolerating it well with responding disease



Dr Kaklamani — Case Presentation

A 56-year-old postmenopausal woman was diagnosed with
IDC of the right breast.

ER: 100%; PR: 80%; HERZ2: 2+ FISH-.

She underwent breast-conserving surgery and was found
to have 3.2-cm IDC, grade 3, without any axillary lymph node
iInvolvement.

She had a 21-gene Recurrence Score® of 27 and was given
adjuvant chemotherapy with docetaxel and
cyclophosphamide (TC) x 4 and then was put on anastrozole.



Dr Kaklamani — Case Presentation
(cont’d)

At 4 years after initiation of adjuvant therapy, she was found to have bone
and lung metastases.

A biopsy showed IDC, with ER: 80%; PR: 40%; HER2: 1+.
She was started on fulvestrant and palbociclib.

After 18 months of therapy, she was found to have progression of disease
with liver metastases.

A liquid biopsy showed an ESR1 mutation and no other actionable mutations.

She enrolled on the EMBER-3 clinical trial and was randomly assigned to
Imlunestrant and abemaciclib

During therapy she developed grade 2 diarrhea which required treatment with
loperamide but no dose reduction.

She continued on therapy for 15 months until disease progression.



Questions from General Medical Oncologists

» Sequencing strategy if both ESR1 mutation and AKT1/PIK3CA/PTEN mutation
are present?

* Why is imlunestrant still not available when the NEJM article was out in
Dec 2024 showing impressive activity in combination with abemaciclib?

* Any situations where you would use imlunestrant/abemaciclib in first line
treatment?

* Does it matter what the first CDK4/6i was in considering imlunestrant/
abemaciclib second line?

* Male breast cancer patient treatment?

RESEARCH
YO PRACTICE




Questions from General Medical Oncologists

SERDs with visceral crisis or high disease burden? Do you feel comfortable
initiating endocrine therapy?

Can you share a case where oral SERD therapy significantly altered the course
of a patient’s treatment plan or prognosis?

How to pick between the PIK3CA/AKT meds?

How to monitor the development of resistance to oral SERDs?

RESEARCH
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Questions from General Medical Oncologists

How often to watch Alc and lipids on PIK3CA drugs?

Based on recent ASCO presentation is vepdegestrant still being deemed
HOPEFUL to replace oral SERD?

PROTAC may not be as effective as imlunestrant, am | wrong here?

This may be a shot in the dark but a single drug that would combine both
SERM and SERD activity?

RESEARCH
TO PRACTICE




Dr Kaklamani — Case Presentation

A 65-year-old postmenopausal woman was diagnosed with
IDC of the right breast.

ER: 80%: PR: 80%:; HER2: 1+.
At the time of diagnosis, she complained of lower back pain.

Imaging revealed a lesion in her lumbar spine.

She had a biopsy showing IDC, with ER: 60%; PR: 20%;
HERZ2: 2+ consistent with her primary disease.



Dr Kaklamani — Case Presentation (cont’d)

The patient was started on the nonsteroidal aromatase inhibitor letrozole
and the CDK4/6 inhibitor abemaciclib.

After 6 months of therapy, she enrolled on SERENA-6 and started having
serial ctDNA testing.

After an additional 9 months her ctDNA revealed an ESR 71 mutation. At the
time her staging scans showed stable disease.

She was randomly assigned to switch to camizestrant and continue
abemaciclib.

During therapy she developed photopsia grade 1 which did not require any
dose reductions and continued on therapy for 15 months until radiologic
disease progression.



Dr Jhaveri — Case Presentation

* 62years old was diagnosed with stage |[IA breast cancer s/p lumpectomy that revealed a
2.1 cm grade 2 node-negative tumor, ER 90% PR 90% and HER2 IHC 0, Oncotype DX® RS
15, completed radiation and 5 years of adjuvant letrozole in 2021.

* In late summer of 2022 was diagnosed with metastatic disease to the bones, biopsy
proven, ER/PR 80% HER2 IHC 1+. She started treatment with anastrozole with ribociclib
in September of 2022 and tolerated it well without any need for dose modifications.

* After 8 months while on 1L therapy, she was enrolled to the SERENA-6 trial and started
serial ctDNA monitoring. In April of ‘25, ESR1 mutation was detected. She remains
asymptomatic and is continuing on the therapeutic portion of the trial.



Questions from General Medical Oncologists

e Use of SERENA-6?

* Re the SERENA-6 trial, how do we know that overall survival will be longer
with this approach rather than just waiting to switch to camizestrant when
there is actual progression? Did the trial go over that or are we waiting for
PFS2 data?

* Any CNS activity with SERDs?

 Beyond ESR1 mutation status, what patient-specific clinical factors (eg, prior
CDK4/6i duration, visceral crisis, burden of disease) should guide the choice
between an oral SERD or an ADC/chemotherapy in the post-CDK4/6i setting?
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Questions from General Medical Oncologists

* How do you choose between the ADCs that attack TROP2?
* Should you go from ADC to ADC or something in between?
* T-DXd and Dato-DXd sequencing

e Sequencing in HR+, HER2 low metastatic disease

* When to use T-DXd in HR+/HER2 ultralow

 How much pulmonary toxicity are investigators seeing in the real world
with T-DXd?

RESEARCH
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Practical Perspectives: Experts Review
Actual Cases of Patients with Biliary Tract Cancers

A CME/MOC-Accredited Live Webinar

Wednesday, August 6, 2025
5:00 PM -6:00 PM ET

Faculty

Haley Ellis, MD
James J Harding, MD

Moderator
Neil Love, MD



Thank you for joining us!

Please take a moment to complete the survey currently
up on Zoom. Your feedback is very important to us.
The survey will remain open for
5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC
and ABS credit is provided in the Zoom chat room.
Attendees will also receive an email in 1 to 3 business
days with these instructions.
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