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ASCO 2025:
“Optimizing Targeted Therapies with Molecular Markers”

Delivering upon the promise of personalized medicine and precision oncology...

Finding the right drug, for the right patient, at the right time...
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In 2014, for HR+/HER2- MBC....
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Aromatase Inhibitor

Fulvestrant (SERD)

Chemotherapy




HR+/HER2- MBC: The Road to Personalized Therapy

1997 — 2012
Letrozol Everolimus + exem n
1977- etrozole Exemestane erolimus + exemestane
Tamoxifen *

2023
Elacestrant (ESR1m)

2025 *

Imlunestrant (ESR1m)

1995 B— o1
Anastrozole Fulvestrant T
- Letrozole+palbociclib

2000 2010 2020

x

2019
Fulvestrant+Alpelisib
(PIK3CAm)

2017
Hormonal Therapies: Letrozole+ribociclib

* Selective ER Modulators - Tamoxifen 2017
* Aromatase Inhibitors — Letrozole, Anastrozole, Exemestane Leifernlpie el 2023
Selecti d | | Capivasertib
elective ER Degraders — Fulvestrant >> Elacestrant (PIK3CAm, AKTm, PTENm)

Targeted Therapies:

) ) . . ) . ) ) . . 2024 *
» CDKA4/6 inhibitors — Palbociclib, Ribociclib, Abemaciclib Inavolisib
* PI3K, mTOR, AKT inhibitors — Everolimus, Alpelisib, Capivasertib, Inavolisib

(PIK3CAm) — 1L Triplet
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Evolving Biomarkers for Precision Medicine in Metastatic Breast Cancer

* BRCA mutations and PARP inhibition

* Targeting endocrine resistance via ESR1 mutations (HR+/HER2-)
* Emerging strategies to target PI3K signaling

* HER2-low disease as a new dimension of therapy selection

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

7 N\

W PARP inhibitors

Base Excision
Repair (BER) l
AYZuNY 2N 7, T Replication fork

collapse

~
-

SSB repaired,
cell survives

Homologous
recombination (HR)

\ DSB accumulation

WT
ERegl repair via HR DNA integrity preserved
RADS1
= —> XN
highly broken genes
mut breast cancer-like breakome
BRCA1/2 OISR

breast cancer mutations

~
NN

T S ORI
I._. _I. ’j‘;}, . ) .\, _SI/-/ M\i‘_‘\ /’1
\ / H D ) & St <
DSBrepgired, DSE unrepaired, . o '\‘;;_,// & ;/
cell survives cell death breakome predicts breast cancer characteristics in non malignant cells
e
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 BRCAm MBC

= HER2- metastatic breast cancer
(HR+ or TNBC?) Olaparib
300 mg twice daily

= Germline pathogenic or likely
pathogenic BRCA1/2 mutation®

= <2 prior lines of chemotherapy in the
metastatic setting

= HR+ disease progressed on =1
endocrine therapy, or not suitable

_ _ _ Chemotherapy of
= Prior platinum use allowed if: Physician’s Choice
- No evidence of progression during = Capecitabine
treatment in advanced setting » Eribulin

- 212 months since (neo)adjuvant Tx = Vinorelbine

)

1111 Robson M et al NEJM 2017 0
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OlympiAD: PARP Inhibition Improves Outcomes for BRCAm MBC

100+
90
80
£
—_— 70~
S
£ 60- Median PFS Improvement 4.2 > 7.0 months
(%] . .
g < Response Rate: 60% with olaparib
s
£
L 40+ Olaparib (N=205)
g
oo 304
g Standard therapy
20- (N=97)
10 T o
4 ®
O | | | | | | | | | | | | | | I | | | | | | | | I ! | | | | |
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 205201177159154129107100 94 73 69 61 40 36 23 21 21 11 1111 4 3 3 2 2 1 1 1 O
Standard therapy 97 83 63 46 44 29 25 2421 13 1111 8 7 4 4 4 1 1 11 1 1 1 1 0 0 0 O
e
1111 Robson M et al NEJM 2017 11
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OlympiAD: PARP Inhibition Improves Outcomes for BRCAm 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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Evolving Biomarkers for Precision Medicine in Metastatic Breast Cancer

* BRCA mutations and PARP inhibition

* Targeting endocrine resistance via ESR1 mutations (HR+/HER2-)
* Emerging strategies to target PI3K signaling

* HER2-low disease as a new dimension of therapy selection

 Summary, key questions, future directions
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Emerging Antiestrogen Agents with Novel Mechanisms

Als
T T— l Eswogens SERMs SERDs PROTACs CERANS SERCAs
—> H - -
O Aromatase ‘ . “ AI: Aromatase |nhlblt0r

m— l SERM: Selective ER Modulator

SERD: Selective ER Degrader

PROTAC: Proteolysis Targeting Chimeric
CERAN: Complete ER Antagonist

SERCA: Selective ER Covalent Antagonist

Nucleus 3 l
ER ER ER ER
CoA CoA M CoR CoR (¢ g@ CoR

Gene Transcription

)

in 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
« Promote ligand (estrogen)-independent receptor activity and cell survival/growth

WT MUT

E2, SERM, SERD LBD + AE-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 1 migration

1 proteolytic stability 1 Al resistance
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EMERALD: Elacestrant Phase II1

Patient Characteristics: Elacestrant vs. Control
Prior Chemotherapy: 20% vs 24%

ESR1Im: 48% vs 47%
Two prior lines of ET: 46% vs 41%

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

<1 lines prior chemo for mBC

1 to 2 lines of ET, and documented
PD on CDK4 and 6 inhibitor

Measurable disease (RECIST v1.1) or

bone-only disease eligible

~

)

Bidard FC et al JCO 2022

Stratification factors

ESR1 mutation status
(by ctDNA)

Prior fulvestrant
Any visceral disease

N = 466

.Y

—> Elacestrant 400 mg PO QD

Until PD,
unacceptable
toxicity,
or death

16



EMERALD: Elacestrant Phase 111
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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 et al 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 Tolerated

)
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AEs® Occurring in =2 10% of

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 et al JCO 2022
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EMBERS: Imlunestrant Phase I11

Patient Characteristics: Imlunestrant vs. Control
No prior chemotherapy, 1 prior line of ET
~40% of patients were CDK4/6i-naive
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



EMBERS: Imlunestrant Phase I11

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
6
a0
s
<
)
v
)
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
Standard therapy 118 74 51 33 19 7 5 3 2 1 0 O 0 O

56 45 35 22 18 15 & 4 4 3

N
oNe
eoNe
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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

)

Jhaveri KL et al NEJM 2024
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SERENA-6: Phase III, 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

ESR1m
()

Discontinuation upon
disease progression

Turner NC et al Future 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 Survival among All Patients
100
90
80
70
60
50
40-
30
20

10-
0 I I I 1 I 5'4i I I

|
|
|
|
|
|
i
o 3 6 9 122 15 18 21 24 271 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
Inhibitor

Percentage of Patients

No. at Risk
Camizestrant 157 138 105 82 55 41 26 11 9
Aromataseinhibitor 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

100y
90- Median PFS1 Improvement: 9.2 > 16.0 months
§ Time to deterioration in quality of life: 6.4 > 23.0 months
= 80
L=
B 70~
N c
55 60-
S®
.8 304
S g 404
o
el
S 30- ® —e
c Aromatase Inhibitor
g 20
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

\

10000

1000

100
100

50

-50

-100

Camizestrant +
CDK4/6i (n=126)

Al +
CDK4/6i (n=123)

o %
® ®e
°
L " b ® e
- ® .
® 5
L . PPy AT

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)

26



Evolving Biomarkers for Precision Medicine in Metastatic Breast Cancer

* BRCA mutations and PARP inhibition

* Targeting endocrine resistance via ESR1 mutations (HR+/HER2-)
* Emerging strategies to target PI3K signaling

* HER2-low disease as a new dimension of therapy selection

 Summary, key questions, future directions
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Oncogenic PI3K Signaling and Structure

Insulin and
) growth factors

O

S o

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

Key cancer progression driver

L —» T308 () P S473
P o0 | ,\/ \.@

L S Translates signals outside the cell

to nucleus, impacts:

1
1

< . Cell survival
)

Plasma

membrane ¢ Gell growth
* Metabolism
11 * Motility and metastasis
e Protein synthesis
¢ Glucose metabolism

e Cell survival
e Other pathways

)

Vasan N and Cantley LC Nat Rev Clin Onc 2022
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Resistance Drivers Define New Therapeutic Targets

Oncogenic growth signaling mediators

Receptor tyrosine kinases RTKs @ cell surface + external ligands
RAS / MAPK pathway
PI3K/AKT/mTOR pathway
o= moe L b i PISK >>>>>> Activated PISK
—t _ u= — Alpelisib
= @ — Inavolisib
|n?1||-{bﬁt20r _|b |
! . :
MAPK signaling 1 PI13K/AKT/mTOR signaling ]I—lPTEN' GedatOIISIb AKT Capivasertib
N
MEK inhibitor
inhibitor
v
ERK Everolimus mTOR::
inhibitor i ﬁ ‘ﬂ
Cellular Growth
M G2 ' Survival + Division
Motility + Metastasis

10T Lloyd MR et al CCR 2022 29
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INAVO123: Triplet Therapy in the 1L Metastatic Setting

)
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Phase 3 Study of 1L Inavolisib or Placebo + CDK4/6 inhibitor + Letrozole in endocrine-sensitive, HR+/HER2—, PIK3CA-mut Advanced BC

INAVO123 STUDY DESIGN

Key Inclusion Criteria

*  Endocrine-sensitive,® HR+/HER2-,
LA/mBC

*  PIK3CA mutation (by central ctDNA or
pre-existing laocal tissue or ctDMA
test)

»  Fasting blood glucose <126 mg/dl and
HbAlc <6.5%

Key Exclusion Criteria

* Any prior systemic therapy for
LA/mBC

*  Pts with aBC who progressed while
on/within 12 months of ending
adjuvant therapy

*  Known and untreated, or active CNS
metastases

Inavolisib 9 mg PO QD
"PO on D1-21
+ LET PO QD of each 28-day
cycle*

N =
450 Placebo PO QD
+ CDK4/6i' PO on D1-21
+ LET PO QD of each 28-day
cyclet

Follow-up

+ Safety: 30 £ 7 days after last study
drug dose (or until initiation of
another systemic cancer therapy,
whichever occurs first)

+ Hyperglycemia: 90 days

+ Tumeor assessments: until disease
progression per RECIST v1.1

+ Patient-reported outcomes

Until disease
progression,
unacceptable
toxicity, patient
withdrawal of
consent, death,
or study
termination

L

k4

Primary endpoint
+ PFS

Key Secondary endpoints

+ 05 + DOR
+ Safety and tolerability + CBR
* ORR * PROs

Stratification factors
= De novo HR+ advanced BC (yes vs. no)
* Visceral metastases (yes vs. no)

" De novo or relapsed after at least 2 years of standard necadjuvant/adjuvant endocrine therapy. ' Palbociclib is the only option currently. Additional CDK4/6i options may be available in the future. * Pre
and perimenopausal women, and men will receive an LHRH agonist for the duration of the study treatment.

aBC, advanced breast cancer; CBR, clinical benefit rate; COK4/6i, cyclin-dependent kinase 4/6 inhibitor; D, day; DOR, duration of response; HR, hormone receptor; IM, intramuscularly; LA, locally advanced;
LET, letrozole; mBC, metastatic breast cancer; mut, mutated; ORR, objective response rate; OS5, overall survival, PFS, progression-free survival; PO, orally; PRO, patient-reported outcome; QD, once daily; R,

randomized; RECIST, Response Evaluation Criteria in Solid Tumors; RECIST w1.1. 1. Cortés J et al. Presented at the European Society for Medical Oncology (ESMO) Breast Cancer Annual Congress. Munich,
Germany. May 14-17, 2025, #408TiP. 2. NIH. Available at: NCT06790693. Accessed on August 28, 2025,

NCT06790693

B 2025 Genentech, Inc. All rights reserved

30



Pan-Mutant Selective, Next-Generation PI3Ki: RLY-2608

cORR: 12/31 (38.7%) (95% Cl: 21.8%, 57.8%)
Tumor Reduction: 23/31 (74.2%)

ReDiscover: phase |
« RLY-2608 selectively targets mutant PI3K
 n=118 patients, n=64 at phase 2 dose

o5 8888

Best % change from baseline (RECIST 1.1)

e ~50% 2" line metastatic M RLY-2608 + Fulvestrant (N=31)'  Activity was observed regardless of prior
. ~33% Wlth Concurrent ESR1 m - Ongoing (N=13) therapy and PIK3CA/ESR1 mutant status L oo

* 100% with prior CDK4/6i
» ~50% prior fulvestrant 2

ines

PIK3CA
]

« ~25% prior chemotherapy

ESR1

=
=
=

NE| K | K| K| K| K| K| NK| K |[K]|K]|K]|NK

BOR A RSN PR PR hR R PR R r PR PR r R PR PR

100 A
90
20 4
70 -
60 -
50 -
40 -
30 -
20 4
10

0 | | | . | | | | . Saura C et al SABCS 2024

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 NCT05216432

Median PFS: 9.2 months (95% Cl: 5.8, 18.4)

6 month PFS: 66.3%
Median follow-up: 9.5 months

PFS (%)

Time Since First Dose (months) 31
Number of

patients at risk 52 52 46 44 36 35 22 21 15 15 11 10 8 6 6 4 4 2 2 1 1 1 1



from baseline at Cycle 2 Day 1

ctDNA % chan

Pan-Mutant Selective, Next-Generation PI3Ki: RLY-2608

Rapid decline in mutant ctDNA at RP2D across mutations

80 Mutation Type 36 patients without FTENAKTI ELTK co-alterations
&80 = B kinase had detectable MIKICA mutations at baseline.
40 - . Paired ctDNMA samples were oollected at C101
M Non-kinase and C200. Maotahly, 12 patients exhibited
204 multiple BIEICA mutations.
Q-
=20 =
=40 =
60
—B80
=100 =
Hﬁ_‘ﬁﬁﬁ;“ﬁﬁ“”ﬁﬁuﬁﬁu HADATR gzguuﬁﬁ ﬁﬁ%mzﬁﬁmznm H1047R =
= o 4 i § ) g
333223200398808438 " So398223B00553248 g
e ESR1
80 15 patients without FTEN/MKTI ELTEK co-alterations
60 = have detectable E5R1 mutations at baseline.
40 - Paired ctDNA samples were collected at C101
and C201. Notably, 10 patients exhibited multiple
20 1 E5R1 mutations.

w o
Egﬁgﬁ D5 386G Eamgﬁaﬁﬁﬁéﬁﬁﬁ ¥537N Y5375
53288 GREEnse8EQ
Mutation

1111 Saura C et al SABCS 2024; NCT05216432

Next generation PI3K inhibitor with on-
target reductions in PIK3CA mutation load

ESR1 reductions also noted in patients with
dual-mutant disease
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Evolving Biomarkers for Precision Medicine in Metastatic Breast Cancer

* BRCA mutations and PARP inhibition

* Targeting endocrine resistance via ESR1 mutations (HR+/HER2-)
* Emerging strategies to target PI3K signaling

* HER2-low disease as a new dimension of therapy selection

 Summary, key questions, future directions
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High Prevalence of HER2-Low by HR Status

HER2 IHC Examples HR+ Disease
» ' v (n=2962)

HER2 Low

TNBC
(n=706)

M IHCO MIHC1+ MIHC2+

HER2-

65.4% HER2 low

Schettini et al NPJ Breast Cancer 2021; Schettini et al Breast 2021

36.5% HER2 low
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Trastuzumab Deruxtecan: Antibody Drug Conjugate Biology

)

\

Zimmerman BS et al Cancers 2024

Antibody Drug Conjugate _
ADC Components — Linker

G load to

. Conventl‘onal vs. Site specific
n| t]
Monoclonal i
- « Stable in circulation
Antibody

High affinity to target antigen (HER2):

 Efficient release of payload

* Two types: Cleavable vs.
Non-cleavable

* For example:

trastuzumab, hertuzumab, HM2, ARX269.

Cytotoxic Payload

Highly potent agent, a high drug to antibody
ratio (DAR) increases antitumoral activity:

* Targets microtubules: auristatin
derivatives (MMAE, MMAF), maytansine
derivatives (DM1, DM4), tubulysins

* Target DNA- calicheamicin analogs,
duocarmycin analogs

Antibody

» High affinity and avidity for tumor antigen
* Chimeric or humanised to decrease

I * Long half-life and high molecular weight

Antigen

* High homogeneous expression on tumor

* Low or no expression on healthy tissues

* High affinity and avidity for antibody
recognition
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Destiny-Breast06: Trastuzumab Deruxtecan for Chemo-Naive HR+/HER2- Breast Cancer

PATIENT POPULATION T-DXd ENDPOINTS

5.4 mg/kg Q3W Primary
(n=436) * PFS (BICR) in HER2-low

* HR+ mBC
* HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow
(IHC 0 with membrane staining)*

* Chemotherapy naive in the mBC setting Key secondary
Prior lines of therapy : :EEg:LOI:::Io?\l::;: e PF§ (BICR) in ITT (HER2-low + ultralow)
« 22 lines of ET * targeted therapy for mBC * OS in HER2-low

OR « OSin ITT (HER2-low + ultralow)

* 1 line for mBC AND

— Progression <6 months of starting first-line ET + CDKA4/6i Other secondary
OR o * PFS (INV) in HER2-low
— Recurrence <24 months of starting adjuvant ET Options: - ORR (BICR/INV) and DOR (BICR/INV) in
. itabi HER2-low and ITT (HER2-low + ultralow
Stratification factors Caé) emtela.i)me,l . Safety and tol b'Igt )
« Prior CDK4/6i use (yes vs no) nab-paclitaxel, a -e y and tolerability :
+ HERZ2 expression (IHC 1+ vs IHC 2+/ISH- vs IHC 0 with membrane staining) paclitaxel * Patient-reported outcomes
* Prior taxane in the non-metastatic setting (yes vs no)
o
111} Curigliano G et al ASCO 2024 36
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Destiny-Breast06: TDxD for Chemo-Naive HR+/HER2- Breast Cancer

B Progression-free Survival in the Intention-to-Treat Population

Median
100—pe-, Progression-free
90— No. of Survival
-g 80— Patients (95% Cl)
'-g' 70 mo
&6 60 Trastuzumab Deruxtecan 436 13.2 (12.0-15.2)
50— .1 (7.0-9.
go 40— Trastuzumab deruxtecan Chemotherapy 430 8.1(7.0-9.0)
= 304 Hazard ratio for disease progression
g Chemotherapy or death, 0.64 (95% Cl, 0.54-0.76)
g 204 e P<0.001
10 .
0 T T T T T T T T T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at Risk
Trastuzumab deruxtecan 436 375 319 258 199 156 82 56 32 21 11 6 1 0
Chemotherapy 430 306 224 142 103 79 44 25 13 7 2 1 1 0

=)

i1} Bardia A et al NEJM 2024
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Destiny-Breast06: TDxD for Chemo-Naive HR+/HER2- Breast Cancer, Toxicity

Trastuzumab Deruxtecan Chemotherapy
Event (N=434) (N=417)
All Grades Grade =3 All Grades Grade =3

number of patients (percent)

Nausea 286 (65.9) 7 (1.6) 8 (23.5) 1(0.2)
Fatiguet 203 (46.8) 16 (3.7) 143 (34 3) 6 (1.4)
Alopeciaz 197 (45.4) 0 1 (19.4) 1(0.2)
Neutropeniaf 163 (37.6) 90 (20.7) 115 (27 6) 69 (16.5)
Transaminase increased€| 128 (29.5) 10 (2.3) 9 (11.8) 0
Anemial 122 (28.1) 25 (5.8) 81 (19.4) 10 (2.4)
Vomiting 118 (27.2) 6 (1.4) ( 4) 0
Diarrhea 103 (23.7) 8 (1.8) 4 (22.5) 10 (2.4)
Decreased appetite 102 (23.5) 6 (1.4) ( 4) 2 (0.5)
Leukopenia** 101 (23.3) 30 (6.9) 1 (14.6) 23 (5.5)
Palmar—plantar erythrodysesthesia syndrome 2 (0.5) 0 135 (32.4) 28 (6.7)

=)

11 Bardia A et al NEJM 2024
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Evolving Biomarkers for Precision Medicine in Metastatic Breast Cancer

* BRCA mutations and PARP inhibition

* Targeting endocrine resistance via ESR1 mutations (HR+/HER2-)
* Emerging strategies to target PI3K signaling

* HER2-low disease as a new dimension of therapy selection

 Summary, key questions, future directions
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Current and Evolving Therapeutic Landscape: ER+ MBC

15t Line::

Al/OS + CDK4/6i

(Ribociclib)

Fulvestrant + Palbo

+ Inavolisib
(PIK3CAm,

ET refractory)

NGS
Biopsy/ctDNA @
baseline
ctDNA @
progression

)

\
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Current and Evolving Therapeutic Landscape: ER+ MBC

15t Line::

Al/OS + CDK4/6i -

(Ribociclib)

Fulvestrant + Palbo

+ Inavolisib
(PIK3CAm,

ET refractory)

NGS
Biopsy/ctDNA @
baseline
ctDNA @
progression

)

\

2" Line::

Fulvestrant +/- Abemaciclib
Antiestrogen + Everolimus
(NGS Negative)

Fulvestrant + Alpelisib
(PIK3CAm)

Fulvestrant + Capivasertib
(PIK3CAm, AKTm, PTENm)

Elacestrant or Imlunestrant
(ESR1Im)

Olaparib
(BRCAm)
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Current and Evolving Therapeutic Landscape: ER+ MBC

15t Line::

Al/OS + CDK4/6i -

(Ribociclib)

Fulvestrant + Palbo

+ Inavolisib
(PIK3CAm,

ET refractory)

NGS
Biopsy/ctDNA @
baseline
ctDNA @
progression

)

\

2" Line::

Fulvestrant +/- Abemaciclib
Antiestrogen + Everolimus
(NGS Negative)

Fulvestrant + Alpelisib
(PIK3CAm)

Fulvestrant + Capivasertib
(PIK3CAm, AKTm, PTENm)

Elacestrant or Imlunestrant
(ESR1Im)

Olaparib
(BRCAm)

>

3"d Line (and beyond)::

Trastuzumab Deruxtecan (ADC, HER2-low)
Chemotherapy (many choices)
Sacituzumab Govitecan (ADC)
Datopotamab Deruxtecan (ADC)
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Current and Evolving Therapeutic Landscape: ER+ MBC

(+) Phase Il Data (not yet approved)
Camizestrant Switch via ESR1 ctDNA?

15t Line::

1

Al/OS + CDK4/6i ‘

(Ribociclib)

Fulvestrant + Palbo

+ Inavolisib
(PIK3CAm,

ET refractory)

NGS
Biopsy/ctDNA @
baseline
ctDNA @
progression

)

\

2" Line::
Fulvestrant +/- Abemaciclib

Antiestrogen + Everolimus
(NGS Negative)

Fulvestrant + Alpelisib
(PIK3CAm)

Fulvestrant + Capivasertib
(PIK3CAm, AKTm, PTENm)

Elacestrant or Imlunestrant
(ESR1Im)

Olaparib
(BRCAm)

>

3"d Line (and beyond)::

Trastuzumab Deruxtecan (ADC, HER2-low)
Chemotherapy (many choices)
Sacituzumab Govitecan (ADC)
Datopotamab Deruxtecan (ADC)

**0ngoing clinical trials exploring:

New antiestrogens (KAT6i) and doublets/triplets
New CDK4/2 inhibitors

New targeted agents (PI3K, RAS pathway)

New ADCs

(+) Phase Ill Data (not yet approved)
Single Agent: Vepdegestrant? ESRIm?

Doublet/Triplet:

Imlunestrant + Abemaciclib? NGS agnostic?
Giredestrant + Everolimus? ESR1m?
Gedatolisib + Fulvestrant +/- Palbociclib? NGS agnostic? 43




Defining Relevant Patient Populations for Precision Therapeutics

Utilize multi-gene signatures, and new
platforms (eg RNA), to predict ER-

Rapid Progressors: Complete ER-Independence dependence and guide therapeutic

1.00- » Antibody-drug conjugate or chemotherapy approach

©

~

o
]

Intermediate/Transient Responders: Partial ER-Dependence
» Personalized next-generation antiestrogen and targeted therapy combinations

Extraordinary Responders: High ER-Dependence
» Next-generation antiestrogen monotherapy

©

M

&)}
[

©

o

o
1

Progression-free survival probability
o
n

Months

)

11) Teysir J et al ASCO Ed Book 2025 44

\



Summary, Key Questions, Future Directions

 BRCA mutations impact DNA repair and convey sensitivity to well-tolerated PARP inhibitor therapy

« PI3K pathway elements drive cell growth, survival, motility/metastasis: PIK3CA alterations often

present at baseline/truncal
* ESR1 mutations are rate in untreated disease, acquired after Al therapy

* Next-generation antiestrogen agents are well tolerated, active in patients with ESR1 mutations, and

under development in new combinations
— Should we be testing ctDNA on 1% line treatment for emergence of ESR1? Will this approach be

more broadly deployed for other targetable alterations in the future?
— What causes resistance to next-generation antiestrogen therapy?

PI3K pathway inhibitors are widely utilized in clinic with well-established activity and toxicity risks
— What are the resistance mechanisms to PI3K/AKT inhibitors? How will emerging agents be

integrated into clinical practice?

 How do we personalize therapy and use dynamic blood-based monitoring in this rapidly evolving
landscape of treatment options?
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