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Relapsed/Refractory : : . .o
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: Large B-Cell Lymphoma Localized Breast Cancer
Leukemia
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Consensus or Controversy? Clinical Investigators Discuss
and Debate Current Approaches to First- and Second-Line
Therapy for HR-Positive Metastatic Breast Cancer

A CME/MOC-Accredited Live Webinar

Wednesday, April 15, 2026
5:00 PM -6:00 PM ET

Faculty

Sara A Hurvitz, MD, FACP
Virginia Kaklamani, MD, DSc

Moderator
Neil Love, MD %



Dr Hurvitz — Disclosures

Faculty

Advisory Committees

Akari Therapeutics, BeOne, Boundless Bio, BriaCell, BridgeBio, Bristol
Myers Squibb, Daiichi Sankyo Inc, Gilead Sciences Inc, Jazz
Pharmaceuticals Inc, Lilly, Luminate, Mersana Therapeutics Inc,
Novartis, Prelude Therapeutics, Roche Laboratories Inc

Consulting Agreements

ALX Oncology, Bayer HealthCare Pharmaceuticals, BeOne, Blueprint
Medicines, Ellipses Pharma, EMBioSys, Genentech, a member of the
Roche Group, Jazz Pharmaceuticals Inc, Myricx Bio

Contracted Research

AstraZeneca Pharmaceuticals LP, Daiichi Sankyo Inc, Menarini Group,
Novartis, Stemline Therapeutics Inc

Data and Safety Monitoring
Boards/Committees

Atossa Therapeutics (paid to institution), Roche Laboratories Inc
(paid to UW)

Nonrelevant Financial
Relationships

Alliance for Clinical Trials in Oncology Foundation, InClin, Quantum
Leap Healthcare Collaborative, ROMTech (stocks for orthopedic
device for postop pts; not cancer related)




Dr Kaklamani — Disclosures
Faculty

Consulting Agreements

AstraZeneca Pharmaceuticals LP, Daiichi Sankyo Inc, Genentech,
a member of the Roche Group, Gilead Sciences Inc, Lilly,
Menarini Group, Novartis, Pfizer Inc

Speakers Bureaus

AstraZeneca Pharmaceuticals LP, Gilead Sciences Inc




Dr Burstein — Disclosures
Contributing Clinical Investigator

No relevant financial relationships to disclose.
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Prof Curigliano — Disclosures
Contributing Clinical Investigator

Advisory Committees, Consulting
Agreements and Speakers
Bureaus

AstraZeneca Pharmaceuticals LP, Daiichi Sankyo Inc, Gilead
Sciences Inc, Lilly, Menarini Group, Novartis, Pfizer Inc

Data and Safety Monitoring
Boards/Committees

Roche Laboratories Inc




Dr Jhaveri — Disclosures
Contributing Clinical Investigator

Arvinas, AstraZeneca Pharmaceuticals LP, BeOne, Bicycle
Therapeutics, Blueprint Medicines, BridgeBio Oncology
Therapeutics, ConcertAl, Daiichi Sankyo Inc, Eisai Inc, Genentech,
Advisory Committees and a member of the Roche Group, Gilead Sciences Inc, Halda
Consulting Agreements Therapeutics, Loxo Oncology Inc, a wholly owned subsidiary of Eli
Lilly & Company, Merck, Mersana Therapeutics Inc, Natera Inc,
Novartis, Olema Oncology, Pfizer Inc, Precede Biosciences, RayzeBio,
Relay Therapeutics, Scorpion Therapeutics, Zymeworks Inc

AstraZeneca Pharmaceuticals LP, Bicycle Therapeutics, Blueprint
Medicines, BridgeBio Oncology Therapeutics, Eisai Inc, Genentech, a
member of the Roche Group, Gilead Sciences Inc, Loxo Oncology
Inc, a wholly owned subsidiary of Eli Lilly & Company, Merck,
Novartis, Pfizer Inc, Puma Biotechnology Inc, RayzeBio Inc, Scorpion
Therapeutics, Zymeworks Inc

Contracted Research




Dr Lustberg — Disclosures

Contributing Clinical Investigator

Consulting Agreements

Astellas, AstraZeneca Pharmaceuticals LP, Bayer HealthCare
Pharmaceuticals, Daiichi Sankyo Inc, Gilead Sciences Inc, Lilly,
Menarini Group, Novartis, Pfizer Inc, Sandoz Inc, a Novartis Division

Contracted Research

Astellas, AstraZeneca Pharmaceuticals LP




Dr Love — Disclosures

Dr Love is president and CEO of Research To Practice. Research To Practice receives funds in the form of
educational grants to develop CME activities from the following companies: Aadi Bioscience, AbbVie Inc,
ADC Therapeutics, Agendia Inc, Alexion Pharmaceuticals, Amgen Inc, Array BioPharma Inc, a subsidiary of
Pfizer Inc, Arvinas, Astellas, AstraZeneca Pharmaceuticals LP, Aveo Pharmaceuticals, Bayer HealthCare
Pharmaceuticals, BeOne, Biotheranostics Inc, A Hologic Company, Black Diamond Therapeutics Inc,
Blueprint Medicines, Boehringer Ingelheim Pharmaceuticals Inc, Bristol Myers Squibb, Celcuity, Clovis
Oncology, Coherus BioSciences, Corcept Therapeutics Inc, CTl BioPharma, a Sobi Company, Daiichi Sankyo
Inc, Eisai Inc, Elevation Oncology Inc, Exact Sciences Corporation, Exelixis Inc, Genentech, a member of the
Roche Group, Genmab US Inc, Geron Corporation, Gilead Sciences Inc, GSK, Helsinn Therapeutics (US) Inc,
ImmunoGen Inc, Incyte Corporation, Ipsen Biopharmaceuticals Inc, Jazz Pharmaceuticals Inc, Johnson &
Johnson, Karyopharm Therapeutics, Kite, A Gilead Company, Kura Oncology, Legend Biotech, Lilly, MEI
Pharma Inc, Merck, Mersana Therapeutics Inc, Mirati Therapeutics Inc, Mural Oncology Inc, Natera Inc,
Novartis, Novartis Pharmaceuticals Corporation on behalf of Advanced Accelerator Applications, Novocure
Inc, Nuvalent, Nuvation Bio Inc, Pfizer Inc, Pharmacyclics LLC, an AbbVie Company, Puma Biotechnology
Inc, Regeneron Pharmaceuticals Inc, Revolution Medicines Inc, Rigel Pharmaceuticals Inc, R-Pharm US,
Sanofi, Seagen Inc, Servier Pharmaceuticals LLC, SpringWorks Therapeutics Inc, Stemline Therapeutics Inc,
Sumitomo Pharma America, Summit Therapeutics, Syndax Pharmaceuticals, Taiho Oncology Inc, Takeda
Pharmaceuticals USA Inc, TerSera Therapeutics LLC, and Tesaro, A GSK Company.



Commercial Support

This activity is supported by educational grants from Novartis and Stemline
Therapeutics Inc.

Research To Practice CME Planning Committee Members,
Staff and Reviewers

Planners, scientific staff and independent reviewers for Research To Practice
have no relevant financial relationships to disclose.




This educational activity contains discussion of
non-FDA-approved uses of agents and regimens.
Please refer to official prescribing information for
each product for approved indications.



Agenda

Introduction: Which Biomarkers and When

Module 1: Optimizing First-Line Therapy for Patients with Hormone Receptor (HR)-Positive
Metastatic Breast Cancer (mBC)
* Biomarker-based selection of first-line treatment

 Use of SERENA-6 strategy
* Use of inavolisib triplet

Module 2: Management of HR-Positive mBC Progressing on a CDK4/6 Inhibitor and
Endocrine Therapy
* Biomarker-based selection of second-line treatment

* Use of selective estrogen receptor degrader (SERD) monotherapy
e Use of AKT inhibitors
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At what point do you typically first assess ESR1 mutation status in your patients
with ER-positive, HER2-negative breast cancer?

After disease progression on first-line therapy
for metastatic disease

After disease progression as long as pt is
still candidate for hormone therapy

Dr Burstein At diagnosis of metastasis

52 Prof After disease progression on first-line therapy
4", Curigliano for metastatic disease

% Dr Kaklamani

| Br Jhaveri After disease progression on first-line therapy
for metastatic disease

After disease progression on first-line therapy

q ? Dr Lustberg for metastatic disease




Which ESR1 testing method do you use in your practice?

How would you compare the sensitivity of blood-based circulating tumor DNA (ctDNA)
testing to that of tissue testing in assessing for the presence of ESR1 mutations?

Testing method Sensitivity

ctDNA testing ctDNA testing is more sensitive
b ' Dr Kaklamani ctDNA testing ctDNA testing is more sensitive

174 Dr Burstein Tissue testing is more sensitive

S2 Prof

r—.. Curigliano ctDNA testing ctDNA testing is more sensitive

Dr Jhaveri ctDNA testing ctDNA testing is more sensitive

a Dr Lustberg ctDNA testing ctDNA testing is more sensitive
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Dr Kaklamani: Case Presentation 1

* 56 yo postmenopausal patient who was diagnosed with de novo metastatic
disease to the liver and bones.

* Patient presented to her PCP with back pain. Xrays showed lesions in her T
and L spine. Follow-up imaging showed a L breast mass and liver lesions. She
had a biopsy of the breast mass and the liver lesion showing IDC ER 90%,
PR 80% HER?2 1+. NGS testing didn’t show any actionable mutations and

genetic testing was negative.
* She was started on ribociclib, letrozole and denosumab.

* After 1 mo of treatment her back pain subsided and staging scans showed
partial response.

* She remained on therapy with ribociclib and letrozole for a total of 42 mo
until she had disease progression in her bones with new bone lesions.

* Liquid biopsy negative. She was started on everolimus/ fulvestrant.aMays Cancer Center

UT Health MDAnderson
San Antonio CancerCenter
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RIGHT Choice Phase Il Study of First-Line ET/Ribociclib for
Premenopausal Woman with mBC and Visceral Crisis or
Symptomatic Disease

Pre-/perimenopausal women
HR+/HER2-ABC (>10% ER+)

Mo prior systemic therapy for ABC
Measurable disease per RECIST 1.1
Aggressive disease

on/1 week off) Primary endpoint
+ Letrozole or anastrozole * PFS (locally assessed per Dem ugraph ics
+ goserelin RECIST 1.1)

Secondary endpoint Median age: 44
« TTF ge:

Investigator’s choice of Ll De novo MBC: 65%
combination CT * ORR

Docetaxel + capecitabine * CBR : .
Paclitaxel + gemcitabine + TTR Visceral mets: 78%

- Symptomatic visceral metastases
- Rapid disease progression or
impending visceral compromise
- Markedly symptomatic non-
visceral disease
ECOGPS=2

Capecitabine + vinorelbine . 0S

‘Visceral’ crisis

Stratified by (1) = Safety . .
Total bilirubin < 1.5 ULN the presence or . QOL (inv assessed): 52%
N=222 alyzerios i lver I I Exploratory endpoints . .
w:g]s-tgs}:?ii:i mT::q fo 1st 12 “n:::.a;m“? * Biomarker EHEl}fSEE Sym ptumatlc VISCEI’E[ m:
r weeks, or
2 years next 32 weeks, then Q12W = Healthcare resource utilization ~B67%

HR, hormane receptor; ORR, objactive response rete; OF, overall survival, PFS, progression-free survivel; PS, parformance status; Gol, guakty of life; TFR, treatment-free remissian; TTF, time to
treabmant failure; TTR, time o recurmancs.

RESEARCH
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Courtesy of Hope S Rugo, MD



RIGHT Choice Final Results: Efficacy Outcomes

100 A Median
No. of No. of PFS,
Patients Events months
ol Nocklih + ETamy T} &Y 2138 Overall response rate (ET/R vs CT):
;\3 60 4 Combination CTarm (n=110) 65 12.8 66.1% VS 61.8%
EIE CR: 6.3% vs 2.7%
o 401 Ribociclib + ET
Combination CT .
i _ Time to response (ET/R vs CT):
Hazard ratio, 0.611 (95% Cl, 0.429-0.870)
1 oo S 4.9 movs 3.2 mo
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 HR 0.76
Time (months)
No. at risk

Ribociclib + ETarm 112103 99 90 84 79 73 65 63 55 48 41 39 32 30 256 23 19 177 13 6 2 1 0
CombinationCTarm 110 90 84 79 63 54 46 38 29 24 21 13 12 10 8 8 6 6 4 1 1 1 0 0

PFS = progression-free survival; ET = endocrine therapy; R = ribociclib; CT = combination chemotherapy

RESEARCH
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Lu Y-S et al. J Clin Oncol 2024;42(23):2812-21.



RIGHT CHOICE Final Results: Safety Summary

Ribociclib + ET (n = 112), No. (%)

Combination CT (n = 100)," No. (%)

Events All Grades Grade 3 Grade 4 All Grades Grade 3 Grade 4
Any event® 112 (100.0) 71 (63.4) 18 (16.1) 100 (100.0) 62 (62.0) 11 (11.0)
Hematologic events
Meutropenia g4 (83.9) 57 (50.9) 10 (8.9) 50 (50.0) 29 (29.0) 7 (7.0)
Leukopenia 55 (49.1) 28 (25.0) 0 26 (26.0) 7(7.0) 1(1.0)
Anemia 40 (35.7) 6 (5.4) 0 43 (43.0) 11 (11.0) 0
Monhematologic events
ALT increased 23 (20.5) 6 (5.4) 0 30 (30.0) 6 (6.0) 0
AST increased 23 (20.5) 8 (7.1) 0 29 (29.0) 5 (5.0) 0
Mausea 14 (12.5) 0 0 27 (27.0) 1(1.0) 0
Alopecia 12 (10.7) 0 0 20 (20.0) 0 0
Vormiting g (7.1) 1(0.9) 0 30 (30.0) 0 0
Diarrhea 3 (2.7) 0 0 26 (26.0) 1(1.0) 0
Fatigue g (8.0) 0 0 25 (25.0) 2 (2.0) 0
Palmar-plantar erythrodysesthesia 3 (2.7) 0 0 32 (32.0) 5 (5.0) 0
RTP

Lu Y-S et al. J Clin Oncol 2024;42(23):2812-21.
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ABIGAIL Phase Il Study of Abemaciclib/ET with or without
Paclitaxel Induction for Patients with mBC and Aggressive

Disease Criteria

Key inclusion criteria

Al sensitive or Al resistant
At least one aggressive factor:

o Relapse on adjuvant ET or
within 36 months from the end
of an Al-base regimen

o Visceral disease

o High grade (primary), or PgR—
(primary or metastatic)

o LDH>1.5ULN

« HR+/HER2- ABC

. Non-exclusive disease

*  No prior therapy for ABC

*  Measurable disease per RECIST v.1.1
« ECOGPS 01

—®

Stratification factor: Visceral disease

de la Haba-Rodriguez J et al. ESMO 2024;Abstract LBA23.

Arm A (n=80)

Abemaciclib
+

letrozole or

fulvestrant

Arm B (n=82)

Paclitaxel *

S

|

12 weeks

Abemaciclib
+
letrozole or
fulvestrant

Abemaciclib
4+

letrozole or
fulvestrant

Until PD, toxicity, discontinuation, or EoS

Primary objective:
Compare 12-week ORR per BICR in both groups.

Secondary endpoints:
PFS, OGS, clinical benefit rate, time to response, duration
of response, safety, maximum tumor shrinkage.

Newcombe hybrid score method was used. Based on
10% dropout rate, N 2160 was necessary to attain 80%
power at nominal level of two-sided «=0.05.

* According to response, clinicians can determine if
patients extend paclitaxel to a maximum of 6 cycles after
the first 12 weeks of treatment.

ABC, advanced breast cancer; Al, aromatase inhibitor; BICR, blinded independent
central review; ECOG PS, Eastern Cooperative Oncology Group Performance status;
EoS, end of study; ET, endocrine therapy, HER2, human epidermal growth factor
receptor 2; HR, hormone receptor; LDH, lactate dehydrogenase; ORR, objective
response rate; OS, overall survival, PD, progressive disease; PFS, progression-free
survival, PgR, progesterone receptor; R, randomization, RECIST, Response
Evaluation Criteria in Solid Tumors; ULN, upper limit of normal.



ABIGAIL Primary Endpoint: 12-Week ORR by BICR

* The primary endpoint was met with a 12-week ORR per BICR of 58.8% in abemaciclib + ET, and 40.2% in paclitaxel (p = 0.0193).

Abemaciclib + ET

N=80

12-week ORR in ITT population

Complete response, partial response 47 (58.8%)

Paclitaxel
N=282

33 (40.2%)

Odd ratio
(95% CI)

2.11
Stable disease, progressive disease , or discontinuation 33 (41.2%) 49 (59.8%) (1.13-3.96) 0.0193
Response at 12 weeks since randomization

Complete response 0 (0%) 0 (0%)
Partial response 47 (58.8%) 33 (40.2%)
Stable disease 24 (30.0%) 37 (45.2%)
Progressive disease 1(1.2%) 7 (8.9%)
Not evaluable 8 (10.0%) 5(6.1%)

Death* 2 (2.5%) 2 (2.4%)

Withdrawal of consent 2 (2.5%) 1(1.3%)

Toxicity 2 (2.5%) 0 (0%)

Non-radiological progression 1(1.25%) 0 (0%)

Incorrect randomization 1(1.25%) 2 (2.4%)

*Deaths were due to causes different from treatment-related toxicity.

ORR = overall response rate; BICR = blinded independent central review; ITT = intention to treat

de la Haba-Rodriguez J et al. ESMO 2024;Abstract LBA23.

RTP
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ABIGAIL: Safety Results at 12 Weeks

Treatment-emergent adverse events (TEAES) in 210% of patients

100
B
90 & @
B o
80 B Abemacdlib+ ET
70 B B Faclitaxel
60 —
50
40 —
30
. I I _I I
) - .
. N B m B
& 2 ® & @ P 4 & @ >
Qa(‘\\ q—“& & < 4 \‘S‘E'& & fb\}@z Cﬁ} '*?d &£ > ‘i‘@&
@55':' 7 3 @{5‘ v %‘ﬁ - e d}.:;t\q b’ﬁ’ Q@"“‘Q
S P & oS & )
i Qe
Nid Q}}@Q
=

de la Haba-Rodriguez J et al. ESMO 2024;Abstract LBA23.

Abemaciclib + ET Paclitaxel

12 week-TEAEs, %

Neutropenia
Anaemia
Leukopenia
Diarrhoea

Asthenia

Alopecia

Nausea
Neurotoxicity
Constipation
Decreased appetite
Neuropathy peripheral

Any grade

27
16
3
68
37
5
25

13

Gz3

[T — T B — T T — T — 8 T — 8 - B R — T — T - |

Any
grade

29
26
"
23
48
39

18
28
14
9

1

Gz3

L = O = L = e O
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Phase Il Registration Studies of CDK4/6 Inhibitors

IR I
5%

55% (A 10%) | 0.956

Palbociclib

0.81 0.022

PLM-3 RES 25% (A 14%)

0.76 0.004

MNL-2 SEN 53% (A 15%)

0.724 0.0045

Ribociclib ~ MNL3  SEN/RES 41% (A 12%)

0.712 0.00973

MNL-7  SEN/RES 51% (A 15%)

0.854 0.0664

MRC-3 SEN 59% (A 15%)

Abemaciclib

MRC-2 RES 48% (A 27%) 0.757 0.0137

' SEN, Sensitive to endocrine therapy by ABC-3; RES: Resistant criteria to prior endocrine therapy by ABC-3; CBR, clinical benefit rate; CDK, cyclin-dependent
kinase; HR, hazard ratio; NK, not known; ORR, overall response rare; PFS, progression-free survival.
1. Palbociclib EU SmPC, 2019; 2. Ribociclib EU SmPC, 2019; 3. Abemaciclib EU SmPC 2019; Geotz SABCS 2023

RTP
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Courtesy of Hope S Rugo, MD



Age 65, PS 0; de novo metastatic disease; symptomatic liver and bone metastases

HER2 IHC 1+, ESR1-negative, BRCA wild type

PIK3CA-negative

Ribociclib + Al

Ribociclib + Al

% ' Dr Kaklamani

174 Dr Burstein Abemaciclib + Al

52 Prof
’ A Curigliano

Dr Jhaveri
a Dr Lustberg

Ribociclib + Al

Ribociclib + Al vs paclitaxel
induction followed by switch*

Ribociclib + Al

PIK3CA-positive

Ribociclib + Al
Ribociclib + Al
Abemaciclib + Al

Ribociclib + Al

Ribociclib + Al vs paclitaxel
induction followed by switch*

Ribociclib + Al

*Depends on liver enzymes and bilirubin

Al = aromatase inhibitor



Age 65, PS 0; de novo metastatic disease; asymptomatic bone and/or soft

tissue metastases
HER2 IHC 1+, ESR1-negative, BRCA wild type

PIK3CA-negative PIK3CA-positive

% ' Dr Kaklamani

174 Dr Burstein

52 Prof
’ A Curigliano

Dr Jhaveri
a Dr Lustberg

Ribociclib + Al
Ribociclib + Al
CDK4/6i + Al
Ribociclib + Al

Ribociclib + Al

Ribociclib + Al

Ribociclib + Al
Ribociclib + Al
CDK4/6i + Al
Ribociclib + Al

Ribociclib + Al

Ribociclib + Al




Age 65, PS 0; s/p 5 years of adjuvant anastrozole; 2 years later: Symptomatic

liver and bone metastases
PIK3CA-negative, ESR1-negative, BRCA wild type

HER2-low (IHC 1+)

Ribociclib + Al
' Dr Kaklamani Ribociclib + Al

174 Dr Burstein Abemaciclib + fulvestrant

52 Prof
’ A Curigliano

% Dr Jhaveri Ribociclib + Al vs paclitaxel
induction followed by switch*

Ribociclib + Al

a Dr Lustberg Ribociclib + Al

HER2-negative (IHC 0)

Ribociclib + Al
Ribociclib + Al
Abemaciclib + fulvestrant

Ribociclib + Al

Ribociclib + Al vs paclitaxel
induction followed by switch*

Ribociclib + Al

* Depends on liver enzymes and bilirubin




Age 65, PS 0; s/p 5 years of adjuvant anastrozole; 2 years later: Asymptomatic

bone and/or soft tissue metastases
PIK3CA-negative, ESR1-negative, BRCA wild type

HER2-low (IHC 1+)

Ribociclib + Al
' Dr Kaklamani Ribociclib + Al

174 Dr Burstein Abemaciclib + fulvestrant

52 Prof
’ A Curigliano

Dr Jhaveri Ribociclib + Al

Ribociclib + Al

a Dr Lustberg Ribociclib + Al

HER2-negative (IHC 0)

Ribociclib + Al
Ribociclib + Al
Abemaciclib + fulvestrant
Ribociclib + Al

Ribociclib + Al

Ribociclib + Al




Age 65, PS 0; s/p 5 years of adjuvant anastrozole and 3 years of adjuvant ribociclib;

2 years later: Symptomatic liver and bone metastases
PIK3CA-negative, ESR1-negative, BRCA wild type

HER2-low (IHC 1+) HER2-negative (IHC 0)

Abemaciclib + fulvestrant Abemaciclib + fulvestrant
' Dr Kaklamani T-DXd Abemaciclib + Al

12] Dr Burstein T-DXd or capecitabine T-DXd or capecitabine
52 Prof
‘ﬁ_ Curigliano

% Dr Jhaveri Abema/Ribo + Al vs Pacl Abema/Ribo + Al vs Pacl
induction followed by switch* induction followed by switch*

Abemaciclib + Al Abemaciclib + Al

a Dr Lustberg Abemaciclib + Al Abemaciclib + Al

*Depends on liver enzymes and bilirubin T-DXd = trastuzumab deruxtecan



Age 65, PS 0; s/p 5 years of adjuvant anastrozole and 3 years of adjuvant ribociclib;

2 years later: Asymptomatic bone and/or soft tissue metastases
PIK3CA-negative, ESR1-negative, BRCA wild type

% ' Dr Kaklamani

174 Dr Burstein

52 Prof
’ A Curigliano

Dr Jhaveri
a Dr Lustberg

HER2-low (IHC 1+)

Abemaciclib + fulvestrant
Abemaciclib + Al
Capecitabine
Abemaciclib + Al

Abemaciclib or ribociclib + Al

Abemaciclib + Al

HER2-negative (IHC 0)

Abemaciclib + fulvestrant
Abemaciclib + Al
Capecitabine
Abemaciclib + Al

Abemaciclib or ribociclib + Al

Abemaciclib + Al
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SERENA-6 Phase Il Study of First-Line Camizestrant and
CDK4/6 Inhibitor for Emerging ESR1-Mutated Breast Cancer

Camizestrant (75 mg qd) +

= : Primary endpoint
+ Female/male patients with continuing CDK4/6i SRR

ER+/HER2— ABC* HpEERIE A PFS by investigator
assessment (RECIST v1.1)

- All patients that have Stratification factors

(palbociclib, ribociclib, or » ESR1m detection at first test vs at a
abemaciclib) as initial —> R 11 subsequent test « PFS2**
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 eyidence of disease Continuing Al (anastrozole/ . Patient ted
progression letrozole) + CDK4/6i at'e“ RPONE
+ placebo for camizestrant LUICOIES
Treatment continued until disease progression,
unacceptable toxicity, patient withdrawal or death
‘I’re or penmrenozausel women. and men recenved a I.ltenmr; hOTT.OﬁE—fE‘IEQSIﬂ-; homone agonst per chiricel qu de nes. ““Kew sec:nds.'y encpont.
08, everal survval PR32, second progressivn-lree suiviva!, od, once dail dose, R iandomizes. RECIST, wesponse avaluaton ¢iteria in solid lumors.
Al = aromatase inhibitor; CDK4/6i = CDK4/6 inhibitor; ABC = advanced breast cancer
RESEARCH
10 PRACTICE

Turner N et al. ASCO 2025;Abstract LBA4.



SERENA-6: ESR1m Surveillance

99000000000 “" 9090006060
900909908 191938
testing

Screened, N=3325 jevery 2-3 Patients with ESR71m detected, Randomized,

months) n=548 n=315
Patients on first-line
Al + CDK4/6i for 26 months ESR1m surveillance, n=3256 Positive on first test: 51%*

Positive after 2-5 tests: 38%*
Positive after >5 tests 11%*

Patients tested for ESR7m in T (* Discontinued (n=233) due to: |
. atients ongoing in surveillance . Screen failure (n=200)
ctDNA with Guardant3§0 CDx when screening closed, n=1949 « Concurrent disease progression (n=53)
every 2-3 months at time of

+ Patient not meeting other eligibility criteria (n=48)
routine staging scans « Reason not provided (n=99)

|+ Withdrew consent, lost to follow-up or unknown (n=33)

J

An estimate of the proportion of patients with emerging ESR1m during the study period is 42%, calculated from the 548 patients with a positive test/(the number of patients
tested for ESRTm [n=3256] minus the number of patients that were still ongoing in surveillance when screening closed [N=1949]).

Humier of lesits Le ablain i posilive CSRYm sl

comull Based an n=521 pationls atiome! il ihe chabiity ciloniz To e FSRYa suvaillianae slep Palicnis were sceened fxoncusion info the stecy Tom 284 siles i 23 coanlies
Of the 2325 pabenis steened for indusion, clDNA from patent buod samples were Lested for ESRTm using Guardani330CIn (Guardant Health, Redacod City, CA US)

ESR1m = ESR1 mutation
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Turner N et al. ASCO 2025;Abstract LBA4; Bidard F-C et al. N EnglJ Med 2025;393:569-80.




SERENA-6: PFS

Meadian
MNo. of Patients Progression-fres
with Event (35) Survival [95% Cl)

2
3
E 0 mo
“ | | Camizestrant 71 [45.2) 16.0 {12.7-18.2)
3 il . i [(N=157)
g w0 romatase i Aromatase Inhibitor 100 (63.3) 9.2 [7.2-9.5)
Inhibitor _
30 I (N=158)
I I
E - ! : Adjusted hazard ratio for disease
] ! : progression or death,
10 ! ! ! 0.44 (95% CI, 0.31-0.60)
| | | : P<0.0001
0 | | | ! | ! | | | | |
0 3 b 9 12 15 18 21 24 27 30 EE]
Maonths since Randomization
Mo. at Risk
Camizestrant 157 138 105 &2 35 41 26 11 9 7 b 0
Aromatase inhibitor 158 124 73 35 29 17 7 3 1 0 0 0

Turner N et al. ASCO 2025;Abstract LBA4; Bidard F-C et al. N EnglJ Med 2025;393:569-80.



SERENA-6: Updated PFS and PFS2 at Data Cutoff 2

Updated PFS at DCO2 Updated PFS2 at DCO2

CAMI + CDK4/61 | Al + CDK4/6i CAMI + CDK4/6I Al + CDK4/GI

Events anM57T 115/158 Events 62157 T1/158
100 + 100
mPFS mPFS2
a0 | (95% CI): mo 16.6 (14.7=19.4) 9.2 (7.2=9.7) a0 (95% CI); mo 25T (20.3=289) 194 (17.8=214)
Hazard rafio (95% CI): 0.46 (0.34-0.62); P<0.00001 Hazard ratio (95% Cl): 0.56 {0.39-0.80);
80 - 80 4 P=0.00153"
70 70 - Information fraction: 84 %7
60 60
g .0 2\ MPFS: 7.4 mo £ o
0 &
& 40 w40
30 4 10 -
20 - 20+
10 10
n T T T T T T T T T ] T | T 1 n | | I | 1 | | I | ] | ] |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 1] 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Patients Time from randomization (months) Pationts Time from randomization (months)
at risk at risk
CAMI + CDK4/6i 157 143 125 109 82 62 39 26 18 11 7 5 &5 O CAMI + CDK4/6i 157 149 143 134 113 86 56 38 28 17 10 6 5 O
Al + CDKE4/6i 158 127 90 72 42 28 17 9 4 1 1 0 0 0 Al + CDKE4/6i 158 1498 127 114 85 62 49 25 14 7 3 1 0 0

DCO = data cutoff
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Bidard F-C et al. SABCS 2025;Abstract RF7-03.



SERENA-6: Updated Safety at Data Cutoff 2

Adverse events (210% of patients)

Camizestrant + CDK4/61 (N=155) Al + CDK4/61 (N=155) - ‘E
Neutropenia 32 I 2 g5
Neutrophil count decreased 28 21 ¥
Anemia 21 I R 21 ¥
White blood cell count decreased N | = il Ts
Photopsia 21 Y, e s
Arthraigia 19 I e 19 Sa
Fatigue 16 I P 16 g
Back pain 12 . e 1 E§
Dry eye 12 S e 7 ‘gﬁ
Nausea 10 I (O 15 z
Diarrhea 10 IS pmmmm— Grade>3 [l  Grade12
Headache o D P 14
4ID 3Il:l Ell] 1I[] [I] Il] 1IEI EII] 3[] 4ID
Patients (%)

- Exposure time-adjusted incidence rates were similar between treatment arms for hematological adverse events
- At DCO2, there were no additional adverse events leading to treatment discontinuation of camizestrant (n=2, 1%). One additional patient
discontinued Al due to adverse events (n=4, 3%)

Second pre-specified dala cut DCOX June 30, 2025,
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Bidard F-C et al. SABCS 2025;Abstract RF7-03.



Camizestrant + CDK4/6i profoundly reduces ESRTm ctDNA

vs Al + CDK4/6i

ESR1m allele frequency was
profoundly reduced in the
camizestrant + CDK4/6i arm
vs the Al + CDK4/6i arm
(Wilcoxon nominal
P<0.00001)

ESR1m sVAF %
change from baseline (%)

Median change from baseline
at C3D1 (8 weeks): ‘

-100% (IQR: =100 to —100)

Baseline VAF were balanced across arms.
IQR, interquartile range; (s)VAF, (summed) variant allele fraction.
Second pre-spedified data cut DCO2: June 30, 2025.

Bidard F-C et al. SABCS 2025; Abstract RF7-03
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Camizestrant +
CDK4/6i (n=126)

Al +
CDKA4/6i (n=123)

'oo

( SAN ANTONIO
/. BREAST CANCER
(’ SYMPOSIUM®

.

:? UT Health  / M\C R
San Antonio American Assotiation
Mays Cancer Conter 10 Gancer Research'

In the Al + CDK4/6i arm,
ESR1m allele frequency
increased >500% from
baseline in 24.4% of patients
vs 0.8% of patients in the
camizestrant + CDK4/6i arm

Median change from baseline
at C3D1 (8 weeks):

. \ f +66.7% (IQR: -67.9 to +465.0)



A 65-year-old woman presents with de novo ER-positive, HER2-negative (IHC 0/null) mBC with multiple minimally
symptomatic bone metastases. Biomarker evaluation is negative for ESR1 mutations and PIK3CA/AKT1/PTEN alterations.
She is started on ribociclib with anastrozole and followed with serial ctDNA testing for ESR1 mutations. Regulatory and

reimbursement issues aside, what would you most likely recommend if she is found to have an ESR1 mutation without
radiographic evidence of disease progression after 1 year? After 3 years?

ESR1 mutation 1 year later ESR1 mutation 3 years later

Continue ribociclib/anastrozole Continue ribociclib/anastrozole
until radiographic evidence of PD until radiographic evidence of PD

2 : Continue ribociclib/anastrozole Continue ribociclib/anastrozole

.. . Dr Kaklamani until radiographic evidence of PD until radiographic evidence of PD
a Dr Burstein Continue ribociclib/anastrozole until Continue ribociclib/anastrozole until
\’ radiographic evidence of PD radiographic evidence of PD

Prof : e : : e :

Curlgllano Switch to ribociclib + camizestrant Switch to ribociclib + camizestrant

A Dr Jhaveri SERENA-6 vs imlunestrant + SERENA-6 vs imlunestrant +
abema/giredestrant + everolimus abema/giredestrant + everolimus

a Dr Lustberg Continue ribociclib/anastrozole until Continue ribociclib/anastrozole until
radiographic evidence of PD radiographic evidence of PD

PD = progressive disease



Regulatory and reimbursement issues aside, do you believe that the results from the SERENA-6
study justify the routine use of serial ctDNA monitoring for early detection of ESR1 mutations in
patients with ER-positive, HER2-negative mBC receiving first-line therapy? If yes, how often would

you conduct ctDNA analysis?

Routine use of ESR1
serial ctDNA monitoring? How often

N/A
N/A

N/A

f3e Prof Every 3 months after 18 months
4o Curigliano of first-line therapy

Dr Jhaveri N/A

a Dr Lustberg




Agenda
Introduction: Which Biomarkers and When

Module 1: Optimizing First-Line Therapy for Patients with Hormone Receptor (HR)-Positive
Metastatic Breast Cancer (mBC)

e Biomarker-based selection of first-line treatment
* Use of SERENA-6 strategy

Use of inavolisib triplet

Module 2: Management of HR-Positive mBC Progressing on a CDK4/6 Inhibitor and
Endocrine Therapy
* Biomarker-based selection of second-line treatment

* Use of selective estrogen receptor degrader (SERD) monotherapy
e Use of AKT inhibitors



Dr Hurvitz: Case Presentation 1

* 54 yo woman with pT1IN1 grade 2 ER+ PR- HER2 1+ breast cancer with
Oncotype DX® RS® of 20 was treated with lumpectomy/SLNB followed by RT
and 2 years of letrozole.

* Was in a low impact motor vehicle accident and was seen in ER for severe
mid-back pain. Imaging revealed a T5 burst fracture and several suspicious
bone lesions.

* Biopsy confirmed ER+ HER2- MBC. ctDNA sent revealing PIK3CA mutation. Two
months prior patient had started GLP1 rec agonist for obesity and metformin
for hyperglycemia (HbA1c 6.9). Glucose testing now: HbA1c 6.0, FPG 125.



Dr Hurvitz: Case Presentation 1 (Continued)

* Decided to start fulvestrant, palbociclib, inavolisib. Glucose monitoring first two

weeks, only grade 1 hyperglycemia.

 However, she presented on day 15 of cycle 1 for lab work and ANC was 900, K was
2.9 and she was having grade 3 diarrhea (8 BM per day over baseline) for 3 days.
She was able to keep up with oral hydration; given IV fluids and potassium in

clinic.

* Fulvestrant was given, Palbo (held for diarrhea, not ANC) and inavolisib were held

and she was started on antidiarrheal regimen.



Dr Hurvitz: Case Presentation 1 (Continued)

* Ultimately over the course of the next week, diarrhea resolved; resumed
inavolisib (6 mg) and palbociclib (125 mg). ANC on day 1 of cycle 2 was 600.

* Held palbociclib - ultimately had to dose reduce to 100 mg. Fatigue prominent. Pt
concerned about long term tolerability of this regimen.
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Inavolisib Mechanism of Action
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protein

Zhu R et al. Front Immunol 2025;16:1693927.
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Synergistic Mechanism of Inavolisib with CDK4/6 Inhibitors
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Zhu R et al. Front Immunol 2025;16:1693927.



INAVO120 Phase lll Trial of First-Line Inavolisib with
Palbociclib/Fulvestrant for Patients with PIK3CA-Mutant
Localized Relapsing HR-Positive, HER2-Negative mBC

-
Key eligibility criteria
I E;r.l-cl-n;er-wt-of- p;tl-en_ts-v;tﬁ Eo;r-pr-o_c;n;s-ls- s
: *  PIK3CA-mutated, HR+, HER2- aBC by central
I ctDNA* or local tissue/ctDNA test
: * Measurable disease
I * Progression during/within 12 months of
S Suvant ETcompletion | | oo
* No prior therapy for aBC
* Fasting glucose <126 mg/dL and HbA,. <6.0%
e

* Primary endpoint: Investigator-assessed PFS

Enroliment period: January 2020 to September 2023

Inavolisib (9 mg PO QD)
+ palbociclib (125 mg PO @D 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)*

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

« Secondary endpoints included: OS; investigator-assessed ORR, BOR, CBR, and DoR; PROs

ChnicalTrials.gov number, NCT04181408%.

|

SURVIVAL
FOLLOW-UP

|

Adapted from Jhaveri KJ, et al. SABCS 2023 (Abstract GS03-13). * Central tesbng for PIK3CA mutations was done on ctDNA using FoundationOne®Liguid (Foundation Medicine, Inc.). In China, the central ciDNA test was the PredicineCARE NGS assay

(Huidu), 7 Pre-menopausal women recewved ovarian suppression, T Defined per 4!

Prmary Relapss while on the lirst 2 years ol adjuvant E1, secondary. Relapse while on adjuvant 1 aller al leasl 2 years or relapse within 12 months ol completing adjuvant £1
aBC, advanced breast cancer; BOR, best overall rcsponsc; C, cycle; CBR, clinical benefit rate; ctDNA, circulating tumor DNA; D, day; DoR, duration of response; ET, endocrine therapy; HbA. ., glycated hemoglobin; HER2-, HER2-negative;
HR+, hormone receptor-positive; NGS, next-generation seguencing; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PO, by mouth; PRO, patient-reported outcome; Q4'W, every 4 weeks;

QD, daily, R, randomization

1. Turner NC, et al. N Engl J Med 2024; 391:1584-1596; 2. Jhaveri KJ, of al. SABCS 2023 (Abstract GS03-13); 3. Cardoso F, et al. Ann Oncol 2018; 29:1634-1657.

European School of Oncology (ESO-Eurcpean Sociely for Medical Oncology (ESMO) International Consensus Guidelines for Advanced Breast Cancer *
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Turner N et al. ASCO 2025;Abstract 1003.



INAVO120: Updated PFS

100
3
3 75—
z
& 1
w 50 ! !
.E | | i | 3
% ! l : !
| I 1 S——
§ .15_ : i : i L B | Il:lll;llll.lllilb 1
! i f |
B i i ED.:u! 15..;? g T
| l | l Placebo
0 I i I ] T i T ] T I T I I I I I I
o 3 [ 9 12 15 18 21 24 27 30 31 16 319 42 45 48 51
Months
Mo. at Risk
Inavolisib 161 146 129 112 8% 73 &% 57 46 32 2% 19 15 11 1o 7 3 1
Placebo 164 125 95 74 5 34 30 24 21 14 11 10 ] 4 2 1 1 1

Turner N et al. ASCO 2025;Abstract 1003; Jhaveri K et al. N EnglJ Med 2025;393:151-61.

Inavolisib
(N=161)

Placebo
(N=164)

Median
Progression-free
Mo. of Patients Survival
with Event [36)  (95% CI)
ma
103 [64.0) 17.2 (11.6-22.3)
141 (86.0) 7.3 (5.9-9.2)

Stratified hazard ratio for disease
progression or death, 0.42
(95% Cl, 0.32-0.55)
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INAVO120: Updated Overall Survival

Placebo (n = 164)

Deaths, n (%)

72 (44.7)
82 (50.0)

Median, months (95% CI)

34.0 (28.4-44.8)
27.0 (22.8-38.7)

Stratified hazard ratio, 0.67

100 —
m\ . 74 9 (95% Cl = 0.48-0.94)
— ' ) t
[ ! 76.7 i .
0 5 | | ;
(8] ! ! i ;
. | ! : 463
7 month difference in OS i i
0 1 . . ' . . , i . . . . . . . Pllatem 1 Median follow-up:
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 45 51 34.2 months
Months
Mo, at risk
161 155 145 142 131 114 29 a8 7a BT 54 43 34 22 149 13 T 1
Placebo 164 155 142 127 119 104 Q0 7 B3 48 42 6 a2 18 10 4 2 1

Turner N et al. ASCO 2025;Abstract 1003; Jhaveri K et al. N EnglJ Med 2025;393:151-61.
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INAVO120: Selected Adverse Events

Inavolisib (n = 161) Placebo (n = 163)
Patients, n (%) Any grade Grade 3 or 4 Any grade Grade 3 or 4
Neutropenia 147 (91.3) 133 (82.6) 148 (90.8) 131 (80.4)
Thrombocytopenia 80 (49.7) 22 (13.7) 75 (46.0) 8 (4.9)
Stomatitis or mucosal .
inflammation 89 (55.3) 9 (5.6) 47 (28.8) 0
Anemia 64 (39.8) 11 (6.8) 62 (38.0) 3 (1.8)
Hyperglycemia 102 (63.4) 11 (6.8) 22 (13.5) 0
Diarrheat 84 (52.2) 6 (3.7) 26 (16.0) 0
Nausea 47 (29.2) 0 32 (19.6) 0
Rash 43 (26.7) 0 32 (19.6) 1 (0.6)
Ocular toxicities? 47 (29.2) 1(0.6) 26 (16.0) 0
Aspartate transaminase/
ala?wine transaminase increase 34 (21.1) 7(4.3) 37 (22.7) 4(2.5)
Viomiting 26 (16.1) 2(1.2) 10 (6.1) 2(1.2)
Lymphopenia 6 (3.7) 1(0.6) 15 (9.2) 3 (1.8)
Pneumonitiss 3 (3.1) 1(0.6) 2 (1.2) 0

Turner N et al. ASCO 2025;Abstract 1003; Jhaveri K et al. N EnglJ Med 2025;393:151-61.
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Age 65, PS 0; metastatic disease after 2 years of planned 5 years of adjuvant Al;

symptomatic liver and bone metastases
HER2 IHC 1+, ESR1-negative, BRCA wild type

PIK3CA-negative

Ribociclib + fulvestrant

M

Dr Kaklamani Ribociclib + fulvestrant

Abemaciclib + fulvestrant
OR capecitabine

Dr Burstein

C= Prof
&' Curigliano
N urig

Dr Jhaveri
a Dr Lustberg

Ribociclib + fulvestrant

Ribociclib + fulvestrant

Ribociclib + Al

PIK3CA-positive

Inavolisib + palbociclib + fulvestrant
Inavolisib + palbociclib + fulvestrant

Inavolisib + palbociclib + fulvestrant OR
fulvestrant + capivasertib OR capecitabine

Inavolisib + palbociclib + fulvestrant
Inavolisib + palbociclib + fulvestrant
Ribociclib + Al




Age 65, PS 0; metastatic disease after 2 years of planned 5 years of adjuvant Al;

asymptomatic bone and/or soft tissue metastases
HER2 IHC 1+, ESR1-negative, BRCA wild type

PIK3CA-negative PIK3CA-positive

Ribociclib + fulvestrant Inavolisib + palbociclib + fulvestrant
b ' Dr Kaklamani Ribociclib + fulvestrant Inavolisib + palbociclib + fulvestrant

174 Dr Burstein Fulvestrant + CDK4/6i Inavolisib + palbociclib + fulvestrant

S2 Prof

r—... e liane Ribociclib + fulvestrant Inavolisib + palbociclib + fulvestrant

Dr Jhaveri Ribociclib + fulvestrant Inavolisib + palbociclib + fulvestrant

a Dr Lustberg Ribociclib + Al Ribociclib + Al

CDK4/6i = CDK4/6 inhibitor



Agenda
Introduction: Which Biomarkers and When

Module 1: Optimizing First-Line Therapy for Patients with Hormone Receptor (HR)-Positive
Metastatic Breast Cancer (mBC)

e Biomarker-based selection of first-line treatment
* Use of SERENA-6 strategy
e Use of inavolisib triplet

Module 2: Management of HR-Positive mBC Progressing on a CDK4/6 Inhibitor and

Endocrine Therapy

* Biomarker-based selection of second-line treatment
* Use of selective estrogen receptor degrader (SERD) monotherapy
e Use of AKT inhibitors
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Dr Kaklamani: Case Presentation 2

* 48 yo premenopausal woman

e She had been diagnosed with a T2ZN1 R IDC ER 90% PR 80% HER2 O 6 y prior

and had received adjuvant chemotherapy with TC and was put on goserelin and
anastrozole for 5.

* 14 mo after discontinuing anastrozole she presented with fatigue and workup
showed lung and bone lesions. A lung biopsy showed ER 80% PR 80% HER2 1+.

NGS testing didn’t show any actionable mutation. Genetic testing was negative.

e She was put on denosumab, ribociclib, goserelin and letrozole and after an initial
partial response she was found to have disease progression in her bones 35 mo
after initiation of 1%t line therapy.

* She had ctDNA showing an ESR1 mutation and was started on elacestrant.

* She is currently on elacestrant for 22 mo having PR on treatment.

.
& Mays Cancer Center

UT Health MDAnderson
San Antonio CancerCenter




Agenda
Introduction: Which Biomarkers and When

Module 1: Optimizing First-Line Therapy for Patients with Hormone Receptor (HR)-Positive
Metastatic Breast Cancer (mBC)
* Biomarker-based selection of first-line treatment

* Use of SERENA-6 strategy
e Use of inavolisib triplet

Module 2: Management of HR-Positive mBC Progressing on a CDK4/6 Inhibitor and
Endocrine Therapy

Biomarker-based selection of second-line treatment
* Use of selective estrogen receptor degrader (SERD) monotherapy
e Use of AKT inhibitors
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FDA Approves Elacestrant for ER-Positive, HER2-Negative, ESR1-
Mutated Advanced or Metastatic Breast Cancer
Press Release: January 27, 2023

“On January 27, 2023, the Food and Drug Administration (FDA) approved elacestrant for
postmenopausal women or adult men with ER-positive, HER2-negative, ESR1-mutated
advanced or metastatic breast cancer with disease progression following at least one line
of endocrine therapy.

FDA also approved the Guardant360 CDx assay as a companion diagnostic device to
identify patients with breast cancer for treatment with elacestrant.

Efficacy was evaluated in EMERALD (NCT03778931), a randomized, open-label, active-
controlled, multicenter trial that enrolled 478 postmenopausal women and men with ER-
positive, HER2-negative advanced or metastatic breast cancer of which 228 patients had
ESR1 mutations.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-elacestrant-er-positive-her2-negative-esr1-mutated-
advanced-or-metastatic-breast-cancer




EMERALD: Phase lll Trial of Elacestrant versus Standard Endocrine

Therapy for ER-Positive, HER2-Negative Advanced Breast Cancer
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Ma. al risk:

Elacestrant 233 223 106 83 60 67 42 40 34 33 27 24 19 12 11 E ¥ & & 2 2 2 2 1 @

50C 23 206 B4 BE 39 3 25 X 16 1B 7 4 3 3 2 2 1 o

Elacestrant sS0C
(n=239) (n =238)
Events, No. (%) 144 (60.3) 156 (65.5)
HR (95% ClI) 0.70 {0.55 to 0.88)
P .0018

6-month PFS, % 34.3 20.4
(95% Cl) (27.2 to 41.5) {14.1 to 26.7)
12-month PFS, % 22.3 9.4
{95% CI) {15.2 to 29.4) (4.0 to 14.8)

Bidard F-C et al. J Clin Oncol 2022;40(28):3246-56.
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Elacestrant sSOC
{n=115) (n=113)
Events, No. (%) 62 (53.9) 78 (69.0)
HR (95% CI) 0.55 (0.39 to 0.77)
P 0005

6-month PFS, % 40.8 19.1
(95% CI) {30.1 to 51.4) (10.5 to 27.8)
12-month PFS, % 26.8 8.2
(959% CI) {16.2 to 37.4) {1.3to 15.1)

SOC = standard of care
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EMERALD: Adverse Events

Elacestrant Fulvestrant
AEs® Dccurring in = 10% of
Patients in Any Arm All Grades Grade 3/4 All Grades Grade 3/4 All Grades Grade 3/4 All Grades Grade 3/4
MNauses 83 (35.0F 6 (2.5) 43 (18.8) 2 (09) 26 (16.1) 0 17 (25.0) 2 (29)
Fatigue 45 (19.0) 2(0.8) 43 (18.8) 2 (09) 35(21.7) 1 (0.6) 8(11.8) 1(1.5)
Vomiting 45 (19.0F 2(08) 19 (8.3) 0 12 (7.5) 0 7 (10.3) 0
Decreased appetite 35 (14.8) 2(0.8) 21 (9.2) 1 (0.4) 12 (7.5) 0 9 (13.2) 1 (1.5)
Arthralgia 34 (14.3) 2(0.8) 37 (16.2) 0 28(17.4) 0 9(13.2) 0
Diarrhes 33 (13.9) 0 23 (10.0) 2 (09) 14 (8.7) 1 (0.6) 9 (13.2) 1 (1.5)
Back pain 33 (139) 6 (2.5) 22 (9.6) 1 (0.4) 16 (9.9) 1 (0.6) 6 (8.8) 0
AST increased 31 (13.1) 4(1.7) 28 (12.2) 2(09) 20(12.4) 2 (1.2 8(118 0
Headache 2 (12.2) 4 (1.7} 26 (11.4) 0 18 (11.2) 0 8 (11.8) 0
Constipation 2 (12.2) 0 15 (6.6) 0 10 (6.2) 5 (7.4) 0
Hat flush 27 (11.4) 0 19 (8.3) 0 15(9.3) 0 4 (59) 0
Dyspepsia 24 (10.1) 0 6 (2.6) 0 4 (2.5) 0 2 (29) 0
ALT increased 22 (9.3) 5(2.1) 23 (10.0) 1 (0.4) 17 (10.6) 0 6 (8.8) 1 (1.5)

Bidard F-C et al. J Clin Oncol 2022;40(28):3246-56.




EMERALD: Subgroup Efficacy by Duration of CDK4/6 Inhibitor
(ESR1m)

Prior ET+CDK4/6i 26 months Prior ET+CDK4/6i =12 months
100 1004
ﬂ:‘f Elacestrant S0C _ b‘? Elacestrant S0C
£ ol § (n=103) (n=102) £ o 1 (n=78) (n=81)
3 i mPFS, months  4.14 1.87 H 1 mPFS, months 8.61 1.91
£ ol | ©5%Cl)  (220-7.79) (1.67-3.29) : (95%Cl)  (4.14-10.84) (1.87-3.68)
£ HR (95% CI), 0.517 (0.361 — 0.738) £ HR (85% CI), 0.410 (0.262 - 0.634)
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Prior ET+CDK4/6i =18 months
110+
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Bardia A et al. Clin Cancer Res 2024;30(19):4299-309.



EMERALD: Subgroup Efficacy in Patients with ESR1m and Prior
ET and CDK4/6 Inhibitor 212 months

Prior ET+CDK4/6i 212 months with Prior ET+CDK4/6i =12 months with
ESR1-mut and PIK3CA-mut® ESR1-mut and PIK3CA wild-type
100 - -»-Ex;l 100 -
Elacestrant s0C [ Elacestrant sS0C
80 - (n =27) (n = 35) g0l (n=51) (n = 46)
mPFS, months 5.45 1.94 mPFS, months 9.03 1.87
. :L_ {95% CI)  (2.14-10.84) (1.84-3.04) . T (059 Cl)  (5.40-16.80) (1.87-3.71)
& 601 HR (5% CI), 0.423 (0.176-0.041) 2 604 HR (95% CI), 0.364 (0.206-0.631)
@ = "
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& 40 —L‘ o 40-
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Bardia A et al. Clin Cancer Res 2024;30(19):4299-309.



EMERALD: Real-World Data

1-2 Prior lines of ET + CDK4/6i
=12 months

=3 Prior lines of ET = CDK4/6i

Coexisting ESR1 and
PI3K pathway mutations

Survival prabability

1.004
Elacastrant
N=116
Events, 1 (%) 40 (42.2)
Median TTNT, months (95% CI) 8.4 (6.3-14.1)
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050 — - ——— — = 2
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Elacesirant
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Rugo HS et al. Clin Cancer Res 2026;32:179-87.
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EMBER-3: Phase lll Trial of Imlunestrant with or without
Abemaciclib for Advanced Breast Cancer

ER+, HER2- ABC
Imlunestrant Investigator-assessed PFS for':

Men and Pre-2/Post-menopausal A . _ _
women 400 mg QD * A vs B In patients with ESR7m¢?

) Primary Endpoints

Prior therapy: =) * Avs Binall patients
* Adjuvant: Recurrence on or . * Cvs Ain all" patients
within 12 months of completion SOC ETde
of Al £ CDK4/6i

« ABC: Progression on first-line Fulvestrantior & Key Secondary Endpoints

Al + CDKA4/6i SCUEREUE ¢+ 0S, PFS by BICR, and ORR

* No other therapy for ABC . Safety

Stratification Factors: Imlunestrant

+ Prior CDK4/6i therapy (Y/N) & 400mg QD + [CP Exploratory Endpoints

* Visceral metastases (Y/N) abemaciclib® | * PFSand OSforCvsBin

- Region® all" patients

ABC, advanced breast cancer, Al, aromatase inhibitor, BICR, blinded independent cenlral rewew, COKYE COKAB infnbilor, ER, estrogen receplor, ESRTm, ESRT mutabon, ORR, obeclive response rale, OS5, overall sunaval, PFS, progression-lree
survival; QD, once daily, SOC E1, standard of care endocnne therapy. Patients were enrolled from October 2021 to November 2023 across 195 sites n 22 countnes. * A GalH agornist was required in men and premencpausal women, ® Enroliment
into Arm C startad with Protecol Amendment A (at which point 122 pabents had been randemized across Arms A and By “East Asea vs United States/European Union vs others; YInvestigator's choice; * Labeled dose; fScang every 8 weeks for the first
12 months, then every 12 weeks, 8 ESRm slalus was cenlbrally delesmined in baseline plasoa by the Guardant 360 clDNA as=say and OnceCompiss Plus assay (Burneng Rock Biolech) for pativnls from China, b Analysis conduded in all concurently
randomized palients.
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Jhaveri KL et al. SABCS 2024;Abstract GS1-01.



EMBER-3 Updated PFS: Efficacy of Imlunestrant Monotherapy
Compared to ET for Patients with ESR1m

1004

Progresslon-free survival (%)
n
3]

Imlunestrant
S0OC

No.of  No.of Median PFS,
patients ewvents months

138 122 55(3.074)
118 103 3.8(3.755)

Hazard ratio 062
93% Cl0AT0.82 nominal P = 0.0007
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Jhaveri KL et al. Ann Oncol 2025;37(4):532-43.
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EMBER-3 Updated PFS: Efficacy of Imlunestrant with
Abemaciclib Compared to Imlunestant
ESR1m No ESR1m

100 No.of — No.of MEdia’t‘hPFs’ 100 No.of No.of  Median PFS,
patients  events months patients  events months
Imlunestrant-abemaciclib 67 48 11.1(7.4-16.4) Imlunestrant-abemaciclib 146 96 9.2(74-13.8)

Imlunestrant 92 82 55(38-72)

Hazard ratio 0.49
95% CI1 0.33-0.71, nominal P = 0.0002

Imlunestrant 121 92 55 (3.6-5.8)

Hazard ratio 0.64
95% CI10.47-0.85 nominal P = 0.0023

66%
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In all patients, regardless of ESR1m, the median PFS of imlunestrant with abemaciclib versus imlunestrant
was 10.9 versus 5.5 months (HR 0.59, 95% ClI 0.47-0.74, nominal p < 0.0001).
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Jhaveri KL et al. Ann Oncol 2025;37(4):532-43.



Age 65, PS 0; HER2 IHC 1+, BRCA wild-type mBC
Metastatic PD after ribociclib/letrozole for 2 years
ESR1-negative, PIK3CA/AKT1/PTEN-negative

Symptomatic liver
and bone metastases

M Everolimus + fulvestrant Everolimus + fulvestrant

‘% ' Dr Kaklamani Everolimus + fulvestrant Everolimus + fulvestrant

Asymptomatic bone metastases

Dr Burstein Abemaciclib + fulvestrant Abemaciclib + fulvestrant

C= Prof
&' Curigliano
N urig

® 3 . Everolimus + fulvestrant or . 1
Dr Jhaveri abemaciclib + fulvestrant Abemaciclib + fulvestrant

a Dr Lustberg Everolimus + fulvestrant Everolimus + fulvestrant

T-DXd Capecitabine




Age 65, PS 0; HER2 IHC 1+, BRCA wild-type mBC
Metastatic PD after ribociclib/letrozole for 10 months
ESR1-negative, PIK3CA/AKT1/PTEN-negative

Symptomatic liver

and bone metastases Asymptomatic bone metastases

Capecitabine Everolimus + fulvestrant
b ' Dr Kaklamani T-DXd Everolimus + fulvestrant

174 Dr Burstein Capecitabine Abemaciclib + fulvestrant

52 Prof
’ A Curigliano

T-DXd Capecitabine

Dr Jhaveri T-DXd Capecitabine

a Dr Lustberg Capecitabine




Which second-line treatment would you recommend for a 65-year-old woman (PS 0) with ER/PR-positive,

HER2-low (IHC 1+) breast cancer with the biomarker testing results below who develops symptomatic
liver and bone metastases after ribociclib/letrozole for 2 years? After ribociclib/letrozole for 10 months?
ESR1-positive, PIK3CA/AKT1/PTEN-negative

PD after ribociclib/letrozole PD after ribociclib/letrozole
2 years 10 months

Elacestrant or imlunestant® T-DXd

. ' Dr Kaklamani T-DXd

“1 Dr Burstein Imlunestrant + abemaciclib Capecitabine

C2 Prof e s
;{.. Curigliano Capecitabine

Dr Jhaveri Imlunestrant + abemaciclib Imlunestrant + abemaciclib

or T-DXd
a Dr Lustberg Elacestrant

* Or imlunestrant/abemaciclib if covered




Agenda
Introduction: Which Biomarkers and When

Module 1: Optimizing First-Line Therapy for Patients with Hormone Receptor (HR)-Positive
Metastatic Breast Cancer (mBC)

e Biomarker-based selection of first-line treatment
* Use of SERENA-6 strategy
e Use of inavolisib triplet

Module 2: Management of HR-Positive mBC Progressing on a CDK4/6 Inhibitor and
Endocrine Therapy

 Biomarker-based selection of second-line treatment

Use of selective estrogen receptor degrader (SERD) monotherapy

e Use of AKT inhibitors




Dr Hurvitz: Case Presentation 2

* 38 yo woman treated for de novo MBC to bones, lungs, LNs treated with first
line ribociclib/Al/ovarian suppression (then BSO) with disease control for 3
years. At PD in lungs, ctDNA revealed ESRT1mut, switched to elacestrant. Has
5-year-old twins and works as a paralegal.

* Prominent nausea with vomiting two to three times a week and fatigue noted
at first follow up visit. Had not been taking antiemetic. Teaching re use of
ondansetron. At next f/u visit pt notes resolution of vomiting but still with
nausea in the morning til past lunch and has lost 8 lbs (6% body weight).
Initiated olanzapine 5 mg in the evenings. Next visit, substantially better.
Weight stabilized.
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If vepdegestrant becomes available for patients with HR-positive, HER2-negative
mBC and an ESR1 mutation, will you use it or oral SERD monotherapy first?

Oral SERD monotherapy

#®  Dr Kaklamani Oral SERD monotherapy

Dr Burstein Oral SERD monotherapy

fqe Prof

‘,; . Curigliano Oral SERD monotherapy

a Dr Jhaveri Oral SERD monotherapy

Dr Lustberg Oral SERD monotherapy




Based on published research data and your own clinical experience, how would you indirectly compare

the global efficacy and tolerability/toxicity of elacestrant, imlunestrant, camizestrant and giredestrant
when administered as monotherapy for endocrine therapy-pretreated ER-positive, HER2-negative mBC

with an ESR1 mutation?

Efficacy

Not enough data to tell
About the same

About the same

52 Prof
’ A Curigliano

Dr Jhaveri About the same

About the same

a Dr Lustberg About the same

Tolerability

About the same

About the same

Imlunestrant is most tolerable;
Elacestrant is least tolerable

About the same

Slightly distinct, but all have
only low-grade toxicities

Elacestrant is most tolerable




Agenda
Introduction: Which Biomarkers and When

Module 1: Optimizing First-Line Therapy for Patients with Hormone Receptor (HR)-Positive
Metastatic Breast Cancer (mBC)
* Biomarker-based selection of first-line treatment

* Use of SERENA-6 strategy
e Use of inavolisib triplet

Module 2: Management of HR-Positive mBC Progressing on a CDK4/6 Inhibitor and
Endocrine Therapy

* Biomarker-based selection of second-line treatment
* Use of selective estrogen receptor degrader (SERD) monotherapy

Use of AKT inhibitors



Dr Kaklamani: Case Presentation 3

* 65 yo postmenopausal found to have 2.4 cm R IDC, LN- ER 60% PR 50%

HER?2 O. Her 21 gene Recurrence Score was 21 and she was given adjuvant
endocrine therapy with anastrozole.

e She discontinued anastrozole due to MS complaints after 1 y and presented
3 y later with back pain.

* Imaging showed spinal mets and NGS testing showed a PIK3CA mutation.

e She was started on denozumab, palbociclib and exemestane and remained
on therapy for 18 mo with stable disease but then was found to have a new
liver metastasis.

e c¢tDNA showed the PIK3CA mutation but no other actionable alteration.

e She was started on capivasertib and fulvestrant and has been on this

treatment for the past 14 mo with partial response to the bones.
& Mays Cancer Center

UT Health MDAnderson
San Antonio CancerCenter
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Study Design

Patients with HR+/HER2- ABC

* Men and pre-/post-menopausal women

* Recurrence while on or <12 months from
end of adjuvant Al, or progression while on
prior Al for ABC

* <2 lines of prior endocrine therapy for ABC
* =1 line of chemotherapy for ABC

* Prior CDK4/6 inhibitors allowed (at least 51%
required)

* No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor

* HbA1c <8.0% (63.9 mmol/mol) and diabetes
not requiring insulin allowed

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

Dana-Farber
W Cancor Institute

Courtesy of Erica Mayer, MD, MPH

apivasertib + Fulvestrant in Al-Resistant
R+/HER2- BC CAPItello-291 Phase 3

400 mg twice daily,

Capivasertib [ days on, 3 days off

500 mg: cycle 1, days 1 &

Fulvestrant 15; then every 4 weeks

Stratification factors:

* Liver metastases (yes/no)

* Prior CDK4/6 inhibitor (yes/no)
* Region’

Twice daily,

Rlacebo 4 days on, 3 days off

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

Dual primary endpoints

PFS by investigator assessment

» Overall

» AKT pathway-altered tumors
(21 qualifying PIK3CA, AKT1, or
PTEN alteration)

Key secondary endpoints

Overall survival
* Overall
* AKT pathway-altered tumors

Objective response rate
* Overall
» AKT pathway-altered tumors

Turner NC, et al. SABCS 2022. Oral Presentation GS3-04. Tumer NC, et al. N Engl J Med. 2023;388(22):2058-2070.

Erica L. Mayer MD, MPH | 2025
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l CAPItello-291: Investigator-Assessed PFS in Overall

Population and AKT-Pathway Altered

A Overall Population

» Study met dual primary endpoints,
showing significantly prolonged PFS
with capivasertib + FULV vs placebo
+ FULV in overall and AKT

S S

Progression-free Survival (%)
3

Median
90+ 'rr Progression-
80 A No. of No.of  free Survival

Patients  Events (95% Cl)

mo
Capivasertib-Fulvestrant 355 258 7.2 (5.5-74)
Placebo-Fulvestrant 353 293 3.6(28-3.7)
Adjusted hazard ratio for disease
progression or death, 0.60

- Capivasertib-fulvestrant (95% ClI, 0.51-0.71)
. — P<0.001

| —

. 104 Placebo-ful
pathway-altered populations 01
0 2 4 6 8 10 12 14 16 18 20 22 24 26
(41% AKT altered) ' Months since Randomizat
e PR A LR R P SRR
. . acebo-fulvestrant 4
* 69% prior CDK4/6i
B Patients with AKT Pathway-Altered Tumors
100-tuy, Median
- Exploratory analysis observed £ 5 Noof oo Z%E‘féw.
. . S atients  Events ( 1)
improved PFS in nonaltered ol N mo
e ! apivasertib-Fulvestran 7.3 (5.5-9.0)
subpopulation (HR: 0.70; 95% CI: 4 o WER A B oy
s - Adjusted hazard ratio for disease
0 . 56'0 . 88) % z:- kos >0 Capivasertib-fulvestrant ?grgg{:ecslslgr;::ge;;t)h e
1 R ——y P<0.001
3y 104 Placebo-fulvestrant - —
—~16% unknown mutation status /) S TR SR SR R TR N TR S O Sl T

Months since Randomization

No. at Risk
Capivasertib-fulvestrant 155 127 99 80 65 54 38 26 21 12
Placebo-fulvestrant 134 77 48 37 28 24 17 11 6 2

“A Dana-Farber
@ Cancorl

cor Institute

Courtesy of Erica Mayer, MD, MPH

Turner NC, et al. N Engl J Med. 2023;388(22):2058-2070.
Erica L. Mayer MD, MPH | 2025
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l Adverse Events (>10% of patients) — Overall

Population

Capivasertib + fulvestrant (N=355) Placebo + fulvestrant (N=350) Total (%)/

Total (%)/Grade 3 (%)

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 16.3/0.6
Hyperglycemia 16.3/2.3 3.7/0.3
Rash maculo-papular 16.1/6.2 2.6/0 The adverse event profile
Stomatitis 14.6/2.0 4.9/0 was comparable in the AKT
Asthenia 13.211.1 10.3/0.6 pathway-altered population
Pruritus 12.4/0.6 6.6/0
Anemia 10.4/2.0 4.9/1.1
Urinary tract infection 10.1/1.4 6.6/0
100 80 60 40 20 20 40 60 80 100
Percentage of Patients (%)

Courtesy of Erica Mayer, MD, MPH

Erica L. Mayer MD, MPH | 2025
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Age 65, PS 0; HER2 IHC 1+, BRCA wild-type mBC
S/p ribociclib/letrozole for 2 years
ESR1-positive, PIK3CA/AKT1/PTEN-positive

Symptomatic liver and
bone metastases

M Capivasertib + fulvestrant*® Capivasertib + fulvestrant

Asymptomatic bone metastases

- Capivasertib + fulvestrant : ]
Dr Burstein or capecitabine Capivasertib + fulvestrant

C2 Prof i )
1_"‘;... Curigliano Capivasertib + fulvestrant

® 3 . Imlunestrant + abemaciclib . 1
Dr Jhaveri or capivasertib + fulvestrant Imlunestrant + abemaciclib

0>

*If impending liver failure, would use T-DXd




Age 65, PS 0; HER2 IHC 1+, BRCA wild-type mBC
S/p ribociclib/letrozole for 10 months
ESR1-positive, PIK3CA/AKT1/PTEN-positive

Symptomatic liver and
bone metastases

Capivasertib + fulvestrant*

' Dr Kaklamani Capivasertib + fulvestrant

Dr Burstein Capivasertib + fulvestrant

£> Prof
&' Curigliano
N urig

Dr Jhaveri T-DXd

a Dr Lustberg T-DXd

*If impending liver failure, would use T-DXd

Capivasertib + fulvestrant

Asymptomatic bone metastases

Capivasertib + fulvestrant
Capivasertib + fulvestrant

Capivasertib + fulvestrant

Capecitabine vs imlunestrant +
abemaciclib vs capivasertib

Capivasertib + fulvestrant




Age 65, PS 0; HER2 IHC 1+, BRCA wild-type mBC
S/p ribociclib/letrozole for 2 years
ESR1-negative, PIK3CA/AKT1/PTEN-positive

Symptomatic liver and

bone metastases Asymptomatic bone metastases

Capivasertib + fulvestrant Capivasertib + fulvestrant
' Dr Kaklamani Capivasertib + fulvestrant Capivasertib + fulvestrant

Dr Burstein Capivasertib + fulvestrant Capivasertib + fulvestrant

52 Prof

4’~:;; Curigliano Capivasertib + fulvestrant Capivasertib + fulvestrant

Dr Jhaveri Capivasertib + fulvestrant Capivasertib + fulvestrant

a Dr Lustberg Capivasertib + fulvestrant Capivasertib + fulvestrant




Age 65, PS 0; HER2 IHC 1+, BRCA wild-type mBC
S/p ribociclib/letrozole for 10 months
ESR1-negative, PIK3CA/AKT1/PTEN-positive

Symptomatic liver and

bone metastases Asymptomatic bone metastases

Capivasertib + fulvestrant™ Capivasertib + fulvestrant
' Dr Kaklamani Capivasertib + fulvestrant Capivasertib + fulvestrant

Dr Burstein T-DXd or capecitabine Capivasertib + fulvestrant

52 Prof

4’~:;; Curigliano Capivasertib + fulvestrant Capivasertib + fulvestrant

Dr Jhaveri Capivasertib + fulvestrant Capivasertib + fulvestrant

a Dr Lustberg T-DXd Capivasertib + fulvestrant

*If impending liver failure, would use T-DXd



Dr Hurvitz: Case Presentation 3

* 67 yowoman with ER+ HER2 1+ MBC with an ESR1 mutation, PIK3CA wild
type, previously treated with ribociclib/fulvestrant for 1 year, now with
progression in the liver and symptomatic bone metastases.

* The patient has a follow-up appointment next week.



Year in Review: Clinical Investigator Perspectives on the
Most Relevant New Datasets and Advances in Oncology

Colorectal Cancer
A CME/MOC-Accredited Live Webinar

Thursday, April 16, 2026
5:00 PM -6:00 PM ET

Faculty

Arvind Dasari, MD, MS
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Moderator .
Neil Love, MD RT ﬁ%léwewl



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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