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ASCO 2025:
NOpti mi zing Targeted Ther apil €

Delivering upon the promise gkrsonalized medicinandprecision oncologX

Finding theright drug for theright patient, at theright timeXx
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HR+/HER?2 - MBC: The Road to Personalized Therapy

1997 f— 2012
[ +
[ 1977 ] Letrozole e e Bverolimus + exemestane

Tamoxifen

2023 x
1995 Hacestrant (ESRLm)
_ Fulvestrant Letrozole+palbociclib 2025 b
Imlunestrant (ESR1m)

1980 2000 2010 2020

2019
Fulvestrant+Alpelisib
(PIK3CAM)

2017
Hormonal Therapies: Letrozole+ribociclib

A Selective ER Modulators - Tamoxifen 2017
Letrozole+abemaciclib

A Aromatase Inhibitors ¢ Letrozole, Anastrozole, Exemestane 2023
. Gap ‘b
A Selective ER Degraders ¢ Fulvestrant >> Hacestrant (P KSCA\m?'Xaérer:],' PTENM)
Targeted Therapies: o
e e - , A . . 2024
A CDK4/ 6 inhibitors ¢ Palbocidib, Ribociclib, Abemaciclib Inavolisib

(PIK3CAmM) ¢ 1L Triplet

A PI3K, mTOR, AKT inhibitors ¢ Bverolimus, Alpelisib, Capivasertib, Inavolisib
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Evolving Biomarkers for Precision Medicine in Metastatic Breast Cancer

A BRCA mutations and PARP inhibition

A Targeting endocrine resistance via ESR1 mutations (HR+HER2
A Emerging strategies to target PI3K signaling

A HERZow disease as a new dimension of therapy selection

A Summary, key questions, future directions
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BRCA: Inherited Impact on DNA Damage Repair

7 N\

W PARP inhibitors
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cell survives cell death breakome predicts breast cancer characteristics in non malignant cells
— . .
1111 Zheng F et al Biomed and Pharm 2020; Flayshman SO et al Cell Death and Dis 2025 9
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OlympiAD : PARP Inhibition Improves Outcomes for BRCAmM MBC

A HER2I metastatic breast cancer
(HR+ or TNBC?) Olaparib

A Germline pathogenic or likely 300 mg twice daily
pathogenic BRCA1/2 mutation®

A CR prior lines of chemotherapy in the
metastatic setting

A HR+ disease progressed on QL
endocrine therapy, or not suitable

o _ _ Chemotherapy of
A Prior platinum use allowed if: Physician& Choice

¢ No evidence of progression during A Capecitabine
treatment in advanced setting A Eribulin

¢ O12 months since (neo)adjuvant Tx A Vinorelbine

)

1113 Robson M et al NEJM 2017 10
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OlympiAD : PARP Inhibition Improves Outcomes for BRCAmM MBC

Median PFS Improveme#t2 > 7.0 months

- Response Rate: 60% withlaparib

40+ Olaparib (N=205)
30~
Standard therapy
20 (N=97)

Progression-free Survival (%)

104

— 1 T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8& 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

Months since Randomization

No. at Risk
Olaparib 20520117715915412910710094 73 69 61 40 36 23 21 21 11 1111 4 3 3 2 2 1 1 1 O
Standard therapy 97 88 63 46 44 29 25 2421 131111 8 7 4 4 4 1 1 11 1 1 1 1 O O O O
=
1113 Robson M et al NEJM 2017 11
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OlympIAD : PARP Inhibition Improves Outcomes for BRCAmM MBC
Table 2. Summary of Adverse Events.*
Olaparib Group Standard-Therapy Group
Variable (N=205) (N=91)
Any Grade Grade =3 Any Grade Grade =3
number (percent)
Adverse event
Any 199 (97.1) 75 (36.6) 38 (96.7) 46 (50.5)
Anemiat 82 (40.0) 33 (16.1) 24 (26.4) 4 (4.4)
Neutropeniaz 6 (27.3) 19 (9.3) 45 (49.5) 24 (26.4)
Decreased white-cell count 3 (16.1) 7 (3.4) 9 (20.9) (9.9)
Nausea 119 (58.0) 0 2 (35.2) 1(L.1)
Vomiting 61 (29.8) 0 (15 4) (1.1)
Diarrhea 42 (20.5) 1(0.5) 0 (22.0) 0
Decreased appetite 3 (16.1) 0 1(12.1) 0
Fatigue 9 (28.8) 6 (2.9) 1(23.1) 1(1.1)
Headache (20.0) 2 (L.0) 4 (15.4) 2(22)
Pyrexia 9 (14.1) 0 6 (17.6) 0
Cough 5 (17.1) 0 6 (6.6) 0
Increased alanine aminotransferase level 23 (11.2) 3 (1.5) 6 (17.6) 1(1.1)
Increased aspartate aminotransferase level 19 (9.3) 5 (2.4) 5 (16.5) 0
Palmar—plantar erythrodysesthesia 1(0.5) 0 9 (20.9) 2 (2.2)
Dose reduction owing to adverse event 52 (25.4) NA 28 (30.8) NA
Treatment interruption or delay owing to adverse event 72 (35.1) NA 25 (27.5) NA
Treatment discontinuation owing to adverse event 10 (4.9) NA 7(7.7) NA
Q
1111 Robson M et al NEJM 2017 12
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Emerging Antiestrogen Agents with Novel Mechanisms

Brelivgens Ar SR— SERMs SERDs PROTACs CERANSs SERCAs
O amaras ¢ *— ® Al: Aromatase Inhibitor
m— l l l l l l SERM: Selective ER Modulator
? ? ? ? ? ? SERD: Selective ER Degrader
m a aj ¢— ﬁ a 8% PROTAC: Proteolysis Targeting Chimeric
“ CERAN: Complete ER Antagonist
Degradatlon by UPS
‘ SERCA: Selective ER Covalent Antagonist

Nucleus

RO s wwwwq S L

Gene Transcr/pt/on

)

i Patel R et al NPJ Breast Cancer 2023
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ESR1 Mutations Promote Ligand-Independent Signaling

ESR1 = Estrogen receptor 1 (ERalpha)
Present in breast, ovary, uterus
Hormone-dependent transcription factor

After estrogen binding, complex genomic regulation of breast cell growth, survival, metabolism

Mutations tend to occur in the ligand binding domain
A Promote ligand (estrogen)-independent receptor activity and cell survival/growth

WT MUT

E2, SERM, SERD LBD + AF-2

E380Q
Y537S/N/C/H

AF-1

)

Jeselsohn R et al Nat Rev Clin Onc 2015 constitutively active conformation 1 proliferation

1 basal transactivator function 1 survival
Brett JO et al Breast Cancer Res 2021 | affinity for E2, SERM, SERD t migration

1 proteolytic stability 1 Al resistance
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EMERALD: Elacestrant Phase Il

Patient CharacteristicElacestrant/s. Control
A Prior Chemotherapy: 20% vs 24%
A ESR1m: 48% vs 47%
A Two prior lines of ET: 46% vs 41%

[

A Postmenopausal women

and men with ER+/HER2- advanced
or metastatic BC

A Al lines prior chemo for mBC

A 1to 2lines of ET, and documented

PD on CDK4 and 6 inhibitor

bone-only disease eligible

Measurable disease (RECIST v1.1) or

~

—
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Bidard FC etal JCO 2022

Stratification factors

A ESR1 mutation status
(by ctDNA)

A Prior fulvestrant
A Any visceral disease

N =466

r.Y

—> Elacestrant 400 mg PO QD

Until PD,
unacceptable
toxicity,
or death
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EMERALD: Elacestrant Phase Il
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100 Elacestrant SOC
(n = 115) (n=113)
90 -
Events, No. (%) 62 (53.9) 78 (69.0)
80 HR (95% ClI) 0.55 (0.39 to 0.77)
70 - P .0005
o 6-month PFS, % 40.8 19.1
< 60+ (95% Cl) (30.1t0 51.4) | (10.5to 27.8)
ff 50 12-month PFS, % 26.8 8.2
o ] (95% CI) (16.2 to 37.4) (1.3 to 15.1)
40 - S,
30 2
~ - o)
20 P
—E&— Elacestrant O-——=—1
101 -6-soc ~----®----- ©
I I I I I I I I I I I I I I I I I I I I I I I I I
0 1 2 3 4 b 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (months)
No. at risk:
Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 11 9 7 5 5 4 4 1 1 1 1 1 0
SOC 113 99 39 34 19 18 12 12 9 9 4 1 1 0

Bidard FC etal JCO 2022
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EMERALD: Efficacy Subgroups

At least 6 mo CDK4/6i At least 12 mo CDK4/6i

1004 - 100+ ‘QX
? 80' D ? 80' v}
S : 5
e e
[T [T
o 60 o 604
S 6
2 9
T 40 3 40
3 3
[ e
20 % 20
=8= Elacestrant =8~ Elacestrant
04 Standard of Care o] Stendard of Care
0 5 10 15 20 25 30 0 5 10 15 20 25 30
Time (months) Time (months)
Elacestrant 103 50 33 25 20 16 11 9 8 7 6 5 5 1 1 0 Elacestrant 78 42 31 24 20 16 11 9 8 7 6 5 5 1 1 0
S0C102 34 16 11 9 5 2 1 1 0 soc 8 26 12 10 9 5 2 1 1 O
SOC SOC
Elacestrant | Hormonal Elacestrant | Hormonal
Therapy Therapy
Median PFS, months 4.14 1.87 Median PFS, months 8.61 1.91
(95% CI) (2.20 - 7.79) | (1.87 - 3.29) (95% CI) (4.14 - 10.84) | (1.87 - 3.68)
PFS rate at 12 months, % 26.02 6.45 PFS rate at 12 months, % 35.81 8.39
(95% CI) (15.12 - 36.92)(0.00 - 13.65) (95% CI) (21.84 - 49.78)|(0.00 - 17.66)
. 0.517 . 0.410
Hazard ratio (95% CI Hazard ratio (95% CI
e &) (0.361 - 0.738) (95% C1) (0.262 - 0.634)

)

111 Bardia et al CCR 2024
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Oral SERDs are Well
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AEs® Occurring in =2 10% of

olerated

Elacestrant

Patients in Any Arm All Grades Grade 3/4 All Grades Grade 3/4
Nausea 83 (35.0)° 6 (2.5) 43 (18.8) 2 (0.9)
Fatigue 45 (19.0) 2 (0.8) 43 (18.8) 2 (0.9)
Vomiting 45 (19.0)¢ 2 (0.8) 19 (8.3) 0
Decreased appetite 35 (14.8) 2 (0.8) 21 (9.2) 1 (0.4)
Arthralgia 34 (14.3) 2 (0.8) 37 (16.2) o)
Diarrhea 33 (13.9) 0 23 (10.0) 2 (0.9)
Back pain 33 (13.9) 6 (2.5) 22 (9.6) 1 (0.4)
AST increased 31 (13.1) 4(1.7) 28 (12.2) 2 (0.9)
Headache 29 (12.2) 4 (1.7) 26 (11.4) 0
Constipation 29 (12.2) 0 15 (b.6) 0

Hot flush 27 (11.4) 0 19 (8.3) 0
Dyspepsia 24 (10.1) 0 6 (2.6) 0

ALT increased 22 (9.3) 5(2.1) 23 (10.0) 1(0.4)

Bidard FC etal JCO 2022

19



EMBERS3: Imlunestrant Phase llI

Patient Characteristicémlunestrantvs. Control
A No prior chemotherapy, 1 prior line of ET
A ~40% of patients were CDK44@Give

A ESR1m: 41.7% vs 35.8

)

Jhaveri KL et al NEJM 2024

\

" Eligibility Assessment
» ER+/HER2- breast cancer
» Locally advanced or metastatic
* Prior treatment with an Al, atone or in
combination with a CDK4/6 inhibitor
~ Prior treatment with a CDK4/6 inhibitor
expected if this treatment is approved and
can be reimbursed
* No other prior therapy for advanced disease
- No prior SERD/chemo/inhibitor of
PIK/mTOR pathway
* Measurable or nonmeasurable bone
only disease
* Archival tumor tissue will be collected

at baseline

&

Enroliment to arm C starts with amendment A

Arm A
Imlunestrant 400 mg PO QD

Arm B

Investigator's choice ET fulvestrant or
exemestane per labelled dose

Arm C

Imlunestrant 400 mg PO QD +
abemaciclib 150 mg PO BID

20



EMBERS3: Imlunestrant Phase ll|

A Progression-free Survival among Patients with ESR1 Mutations, Imlunestrant vs. Standard

)

\

Median PFS Improvements:
ESR1m: 3.8 > 5.5 months

Jhaveri KL et al NEJM 2024

100"1‘"3
@ 754
c
D
e
[\
o
G
1)
S
<
)
I~
Y 32
25 ; ,
| |
| |
| |
! ! Imlunestrant
Standar(ii therapy : ' |_|_I
0 I I I I I f I I I I I I I I 1
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months
No. at Risk
Imlunestrant 138 95 74 56 45 35 22 18 15 &8 4 4 3 2 0 O
Standard therapy 118 74 51 33 19 7 5 3 2 1 0 O O O O O
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EMBERS3: Imlunestrant + Abemaciclib Efficacy

B Progression-free Survival among Patients with Previous CDK4/6 Inhibitor Treatment, Imlunestrant—-Abemaciclib vs. Imlunestrant Alone

1004 Median
LY No.of No.of Progression-free
‘I Patients Events Survival (95% CI)
mo
w754 Imlunestrant-Abemaciclib 139 79 9.1 (7.2-11.2)
s Imlunestrant Alone 140 109 3.7 (2.1-5.5)
E=
a Hazard ratio for disease progression
6 _- or death, 0.51 (95% Cl, 0.38—0.68)
o
3
o
) Imlunestrant—abemaciclib
o
o 254
l
l .
| |
| ! Imlunestrant alone
0 | | i | | i | | | | | | | | |
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months
No. at Risk
Imlunestrant— 139 105 87 76 58 43 29 19 17 8 3 2 1 0 0 O
abemaciclib

Imlunestrant alone 140 79 56 39 32 21 13 11 10 6 1 0 0 0 0 0

)

111 Jhaveri KL et al NEJM 2024
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SERENA-6: Phase lll, Camizestrant via ctDNA ESR1 Dynamics

Step one: ESR1m detection phase Step two: double-blind, randomized treatment phase

1L standard of care treatment with Al (letrozole or anastrozole) + CDK4/6i?

)

\

Screening (n = 3000)°

Key inclusion criteria

* Histologically confirmed
HR+/HER2- ABC

* Received =6 months of 1L Al
(letrozole or anastrozole)
plus CDK4/6i (palbociclib,
abemaciclib or ribociclib)
therapy for ABC with no
evidence of disease
progression

e ECOGPSofOor1

* No prior exposure to
camizestrant, fulvestrant or
an investigational endocrine
therapy (in any setting)

ESR1m surveillance

Every 2-3 treatment
cycles

Tumor imaging per standard—
of care

Centrally tested plasma

o

Second screening®

Key inclusion criteria

e ESR1m detected by central
testing of ctDNA

e Evaluable disease
* No evidence of disease

ctDNA for ESR1 status

Turner NC et al Future

ESR1m
()

Discontinuation upon
disease progression

Onc 2023; NCT04964934

progression by investigator
assessment

* ECOG PSof 0 or 1

e Adequate organ and marrow
function

Study treatment?

Switch to camizestrant
(75 mg OD)

Maintain same CDK4/6i
Add placebo for Al

Randomization® 1:1 kR0

Continue Al
Maintain same CDK4/6i

Add placebo for
camizestrant

23



SERENA-6: Dynamic ctDNA Switch Outcomes

A Progression-free  Sunvival among All Patients
100
90
80-
70—
60-
50-
40_
30-
20

10+
0 I I I I 5'4i I I

|

|

|

|

|

|

|

|

|

|
0 3 6 9 12 15 18 21 24 27 30
Months since Randomization

Median PFS1 Improvement: 9.2 > 16.0 months
Time to deterioration in quality of life: 6.4 > 23.0 months

Aromatase
|nhibitor

Percentage of Patients

13.5

No. at Risk
Camizestrant 157 138 105 82 55 41 26 11
Aromatase inhibitor 158 124 73 55 29 17 7 3

Bidard FC et al NEJM 2025 24
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SERENA-6: Dynamic ctDNA Switch Outcomes

100 oy
90- Median PFS1 Improvement: 9.2 > 16.0 months
§ Time to deterioration in quality of life: 6.4 > 23.0 months
< 80
S 70—
n c
55 60-
S8
.8 304
G >
5] ..3 404
500
_%o 30 ® ®
c Aromatase Inhibitor
g 204
a 10-
0 | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 3
Months since Randomization
No. at Risk
Camizestrant 107 72 59 40 24 16 9 6 3 2 2 (

Aromatase inhibitor 95 42 26 16 11 8 2 2 1 1 1 (

)

Bidard FC et al NEJM 2025 25
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SERENA-6: Dynamic ESR1 VAF on Treatment

ESR1m allele frequency was
profoundly reduced in the
camizestrant + CDK4/6i arm

vs the Al + CDK4/6i arm S
(Wilcoxon nominal -
P<0.00001) < &

EE

x &

at C3D1 (8 weeks):

Median change from baseline ‘
=100% (IQR: =100 to —=100)

)

Bidard FC et al SABCS 2025
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Camizestrant +
CDK4/6i (n=126)

Al +
CDK4/6i (n=123)
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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):

+66.7% (IQR: -67.9 to +465.0)
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Evolving Biomarkers for Precision Medicine in Metastatic Breast Cancer

A BRCA mutations and PARP inhibition

A Targeting endocrine resistance via ESR1 mutations (HR+HER2
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A Summary, key questions, future directions
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Oncogenic PI3K Signaling and Structure

PI3K = Phosphoinositide 3-kinase
PIK3CA = p110a, key catalytic
subunit of PI3K

Key cancer progression driver

Translates signals outside the cell
to nucleus, impacts:

A Cell survival

A Cell growth

A Metabolism

A Motility and metastasis

)

Vasan N and Cantley LC Nat Rev Clin Onc 2022 o8
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