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Early-stage HR-positive breast cancer

* Chemotherapy use based on genomic assays for node-negative
and N1 disease (and now N2) and menopausal status

« Aromatase inhibitors standard for postmenopausal patients
« Adjuvant giredestrant awaited

« Tamoxifen for premenopausal with low-risk cancers and OFS +
Al for higher-risk cancers

« CDK 4/6 inhibitors added for node-positive and high-risk node-
negative cancers

« PARP inhibitor if BRCA mutation and high risk
« Effective pre-operative systemic therapy is a critical need
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ASCO-CAP Guidelines

Oncotype DX

|

Insufficient
evidence to
recommend a
biomarker for
use

Quality of Evidence/Strength of Recommendation

B High/strong
B Intermediate/strong

B Intermediate/moderate
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| Postmenopausal I

Oncotype DX
MammaPrint*
EndoPredict
Prosigna
Ki-67"
IHC4'

BCI*

Andrea et al JCO 2022

Node POS

1-3 node POS
I

Oncotype DX
MammaPrint*
Ki-67*
EndoPredict
IHC4'

BCI*

>4 node POS

Insufficient
evidence to
recommend a
biomarker for
use
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Premenopausal (1/3"9 Trial)

LO_W

Endocrine only

0.8+

0.6

0.4+

Probability of Invasive
Disease—free Survival

RxPONDER: Chemo Benefit Different
by Menopausal Status if RS 0-25

Postmenopausal (2/3" Trial)

5-Yr Invasive
No. of Disease—free
Participants Events

Chemoendocrine
Endocrine Only

Hazard ratio for invasive disease recurrence, new
primary cancer, or death, 0.60 (95% Cl, 0.43-0.83)

Probability of Invasive
Disease—free Survival

0.2+

Endocrine only
Chemoendocrine

5-Yr Invasive
No. of No. of Disease—free
Participants Events  Survival
%
Chemoendocrine 1658 163 91.3
Endocrine Only 1671 169 91.9
Hazard ratio for invasive disease recurrence, new
primary cancer, or death, 1.02 (95% Cl, 0.82—1.26)
P=0.89

0.0

0

OFS rate low (~ 16% in ET only)

Years since Randomization

Why the Chemo Benefit?

! I ! ! I ! ! | !

i 2 3 4 5 6 7 8 9
Years since Randomization

What about if > 3 Lymph Nodes?

What about RS > 257

postmenopausal: LMP > 12 mo or BSO; premenopausal: LMP < 6 mo; if neither: age 50 as cutoff

NCI

A Cancer Center Designated by the
National Cancer Institute

Kalinsky et al NEJM 2021
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BRO0O09: The OFSET Study Schema (N=3960)

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

Stratification
 Nodal Status (pNO vs. pN1)
* RS (0-15 vs. 16-25)

Randomization | CDK4/6i allowed
I |
Chemotherapy +
Ovarian Function Ovarian Function
Suppression + Suppression +
Aromatase Inhibitor* Aromatase Inhibitor*
X 5 Years X 5 Years

* Tamoxifen can be used if Al is not tolerated
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OPTIMA Trial Design

Main eligibility criteria *Nodes: »0-9N+,
«Women & men age 240 with excised breast cancer >minimum T-size requirement if NO/ N1mi
«ER-pos (IHC>10%) & HER2-neg *Neoadjuvant chemotherapy prohibited
Control arm ©  chemo. |~ endocrine % —
L
informed 1 blinded to randomisation o
consent & 1 high score . : N
g ROR~60 chemo. endocrine
Test-directed | 8 |~
& ROR :
oW Score ~ endocrine >

ET includes OFS for  All other treatment SoC
premenopausal patients

*Control arm Prosigna testing used for analysis only. U.K. control arm testing performed foIIowmg recruitment completion

NCI @OT T
Stein R et al ASCO Annual Meeting 2026 ILMO
MEDICINE
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Invasive Breast Cancer Free Survival (IBCFS)

Complete Per Protocol

Adjusted HR 1.03; 90% CI 0.85-1.25,
p(3%noninferiority) = 0.006

No. %IBCFS (95% Cl)
events at 5 years
— Control arm 148 91.8 (90.1- 93.2)

— Test-directed arm 153 90.3 (88.5- 91.8)
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Number at risk:

Control 2059
Test-directed 2094
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1 2 3 4 5 6
Years from trial entry

1818 1563 1283 999 741 485
1857 1591 1303 989 724 481

Invasive breast cancer free survival (%)

Number at risk:

Test-directed

100

75 4

50 -

25 4

1358
1421

ROR < 60 (2/3)

Adjusted HR 1.06; 90% CI 0.80-1.40,
p(3.5%noninferiority) = 0.003

No.  %IBCFS (95% Cl)

events at 5 years
__ Control arm 68 94.8 (93.1- 96.1)
— Test-directed arm 76 93.6 (91.7- 95.0)
1 2 3 4 5 6

Years from trial entry

1207 1043 862 672 504 337
1257 1086 905 694 503 342

Median follow-up 4.0 years: IQR 2.0-6.0 years

Stein R et al ASCO Annual Meeting 2026
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IBCFS vs menopausal status: low ROR score

Premenopausal (40%) Postmenopausal (60%)
= 100 L - 100
% 75 ; 75 -
5 . HR 1.04; 95% Cl 0.60-1.80 - HR 1.14: 95% Cl 0.76-1.71
S No.  %IBCFS (95% CI) S No.  %IBCFS (95% CI)
8 »5 | events at 5 years 8 »5 | events at 5 years
E — Control arm 25 95.5 (92.6- 97.3) § — Control arm 42 94.5 (92.2- 96.2)
§ ~— Test-directed arm 26 94.2 (91.0- 96.2) § ~ Test-directed arm 50 93.2 (90.6- 95.0)
- 0 T T T T T ) - 0 T T T T T )
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years from trial entry Years from trial entry
Number at risk: Number at risk:
Control 561 481 409 338 258 200 140 Control 791 721 631 522 414 304 197
Test-directed 559 487 410 347 256 195 135 Test-directed 858 766 673 556 437 307 207

Postmenopausal: age > 45 and LMP > 12 months; BSO; or estradiol and FSH in postmenopausal range

[@®] \X /
NCI Stein R et al ASCO Annual Meeting 2026 UR ILMOT
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IBCFS vs menopausal status: low ROR score

N1 (1-3 LN+) (80%)

HR 1.11; 95% CI 0.76-1.64

No. %IBCFS (95% CI)
events at 5 years
— Control arm 48 95.2 (93.3- 96.6)
— Test-directed arm 56 93.6 (91.4- 95.3)
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Number at risk:
Control
Test-directed

1015
1063

NCI
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1 2 3 4 5 6
Years from trial entry

914 798 651 499 382 264
953 829 700 539 389 270

Invasive breast cancer free survival (%)

Number at risk:
Control
Test-directed

100

75 ~

50 -

25 +

Stein R et al ASCO Annual Meeting 2026

N2 (4-9 LN+) (20%)

HR 1.19; 95% CI 0.62-2.29
No.  %IBCFS (95% ClI)
events at 5 years
— Control arm 17 93.1 (87.2- 96.4)
— Test-directed arm 20 91.5 (86.0- 94.9)
0 1 2 3 4 5 6

243
269

Years from trial entry

214 181 155 125 84 48
232 197 158 118 86 49
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IdERA: Study design

Key eligibility criteria

« Partiapants with ER+, HER2-negative early breast cancer
Stage IHII disease (anatomical)

o pNOand pT > 1 cm with Grade 3, or Ki67 2 20%,

or high score on genomic assay,” or pT4NO

o Node-positive
Pre- or post-menopausal
Breast cancer surgery within 12 months
* (Neo)adjuvant chemotherapy if indicated

r

Stratification factors

Risk: Medium-* vs high-nsk® Stage I-I1 breast cancer

Region: USA/Canada/Western Europe vs Asia-Pacific vs RoW
Previous chemotherapy: No vs yes

Menopausal status: Pre-menopausal vs post-menopausal

Tt Premenopausal patients received LHRH agonist with giredestrant or Al

NCI

A Cancer Center Designated by the
National Cancer Institute

Primary endpoint

* IDFS (excluding second pnimary non-breast cancer)

Key secondary endpoints

* DFS, DRFI, IDFS (including second pnmary non-breast invasive cancer with exception of
non-melanoma skin cancers and in situ carcinomas of any site), LRRFI, OS, safety

Bardia et al SABCS 2021

At least 5-year treatment duration S-year follow-up

Giredestrant (30 mg PO QD)

Long-term
follow-up

SOCET
Tamoxiferyanastrozoleflerozoleexemedane

No CDK 4/6i
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IdERA: IDFS

Giredestrant
. n =2084
Median f/u 32m
I - Median, mo (range)  NE (0.0,*465*)  NE (0.0;* 46.3%)
80+ | Stratified HR 0.70
(95% Cl) (0.57, 0.87); p=0.0014
3 60 : Predefined boundary for IA was p<0.0217
i
- :
Giredestrant reduced the risk of invagive disease recumrence or death compared with SoC ET by 30%
] ]
= Similar HR (and low event #) in seconilary endpoints, e.g] DRA HR 0.69, 95% Cl 0.54-0.89 (96.1% vs 94.2%)
01 , , , , 1 , ,
0 6 T | Absolute difference 2.8% |
No. at riek Time (mo)
Gimdeztrant 2054 22 198 192 17% 102 345 %
SOCET 20% 2% 188 18% 168 108 325 b3

WILMOT
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IdERA: DRFS

100 -
80 4
Giredesfrant SOCET
; 60 1 t n= 2084 n= 2086
> ; ; — Events,n (%)  102(4.9) 145 (7.0)
o i
40 1 Stratified HR 0.69
- i e (95% Cl) (0.54, 0.89)
20 - i
T . ! . . . i . Absolute difference 2.3%
0 | 0 ) 12 18 s k1] 3% 42
0 6 12 18 24 30 3 0
No. at risk Time (months)
Giredestrant 2084 2021 1970 1931 1716 1080 M4 P.i
SOCET 2088 2014 1957 1897 1680 1047 25 p.<] Median follow-up: 32.3 months

WILMOT
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IdERA: Adverse events

Common TEAEs (2 7.5% of patients in either arm at any grade) Selected AEs

Giredestrant n=2060 SOC ET n=2074

A:;’:l'?; M15/405 — —_— 453180 Diients, n (%) with treatment discontinuations due to AEs
Headache lo17152 |13.1/0.1] Musculoskeletal disorders 38(1.8) 92(44)
Faigue | | « Arthralgias (PT) 32(1.6) 76 (3.7)
'";;"‘a | | Vasomotor disorders 2(<0.1) 18(0.9)
Sea
Asthenia |
Back pain I I Giredestrant SOC ET
Radiation skin injury | | N2 n=2074
Hypertension I i Patients, n (%) with selected AEs by medical concept®
Urinary fract infection | | G1 G2 GH4 1 G2 G334
Cough : 217 15 0 64 2 0
Diarthea I Giredeotrant  SOCET 3‘3"5’”"’"“* (105 (0.7) (31)  (<01)
Pain in extremity | | -2 i : 4 12 2 3 7 7
Constipation H = N g‘;m“' 'b°es RioRe 02) (06) (<01F (0.1) (03) (03)
50 40 30 20 10 0 10 20 0 40 50
Patients (%)
NCI Bardia et al SABCS 2025 l |R \x /ILMOT

A Cancer Center Designated by the
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Monarch E: Study Design

4 43.5% premenopausal

Cohort 1: Inclusion based on
clinicopathological risk
factors: I
« 24 ALN OR
* 1-3 ALN and at least 1 of the
below:
- Histologic Grade 3
- Tumor size =25 cm

Abemaciclib (150mg twice daily for up to 2 years®)

= a
\ J N = 5637 + Standard of Care Endocrine Therapy®
(5 to 10 years as clinically indicated)

HR+, HER2-,
Node+ high risk L
early breast ITT includes
cancer both C1 and C2

Standard of Care Endocrine Therapy®°®
(5 to 10 years as clinically indicated)

/ \ Stratified for:
. * Prior chemotherapy
Cohort 2: Inclusion based on + Menopausal status
Ki-67: .
« 1-3 ALN and | ]+ Region
. Centrally tested Ki-67
220%¢
* No Grade 3 and tumor size
not =5 cm

Other criteria: \ / e ~N

« Women or men

* Pre-/ post menopausal Primary Objective: Invasive disease-free survival (IDFS) (STEEP criteria)

+ With or without prior neo- and/or adjuvant chemotherapy Key Secondary Objectives: IDFS in Ki-67 high (220%) population, Distant

* No distant metastasis relapse-free survival (DRFS), Overall survival, Safety, Patient reported outcomes,
* Maximum of 16 months from surgery to randomization and 12 and Pharmacokinetics

weeks of ET following the last non-ET

\ J

aRecruitment from July 2017 to August 2019; ® Treatment period = first 2 years on study treatment after randomization; “Endocrine therapy of physician’s choice [e.g. aromatase inhibitors, tamoxifen, LHRH

agonist]; 9Ki-67 expression assessed in all patients from both cohorts with suitable untreated breast tissue using Ki-67 immunohistochemistry Assay by Dako/Agilent
@@ \X / T
I A UR ILMO

Abbreviations: ALN, positive axillary lymph nodes; R, randomized
MEDICINE CANCER INSTITUTE
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IDFS and DRFS Benefit Persist and Deepen Beyond Completion of 2-Year

Abemaciclib Treatment Period™

IDFS DRFS

100+ 92.7% (8=2.8%) 1004 94.0% (A=2.5%)
0- P25 O4E) g5 8% (0=6.4% 90.8% (B=4.1%) - gg 49 (0=5.9%)
89.9% — . 90+ 1 g _—
804 ' 84.4% | 868% |
] ! 80 I I
704 ] [ | 70+ i I I
] | | i I I
S . REDUCTION IN RISK I I I g o ' ' I
» 501 34% OF DEVELOPINGAN | ' ' O 5. 3 40/ e | |
IS IDFS EVENT | | | o 0 DRFS EVENT | | ]
= 1404 | | | 0 4 | | I
Number of IDFS Events | | | Number of DRFS Events | | |
301 Abemaciclib+ET ~ ETAlone | | | 301 Apemaciclib+ET  ETAlone | | |
204 336 49 | ' ' 204 281 o | | |
4 : : : RN R % 10569 (0567, 0767) : : :
0 I I I 5 | [ |
0 6 12 18 24 30 3% 4 48 54 60 0 6 12 18 24 30 3 42 48 54 60
Time (months) Time (months)
Number at risk Number at risk
e 2608 2620 2548 2478 2407 2345 2214 1229 521 79 O mmmm 2808 2620 2567 2500 2434 2374 2244 1251 535 8 0
w2829 2652 2572 2474 2374 2281 2103 1201 512 82 0 mmmm 2820 2650 2589 2499 2410 2327 2151 1231 526 85 0
*From ITT analysis 3Johnston SRD et al. 2023 The Lancet Oncol;24(01):77-90

Hamilton et al. ASCO 2023 Copyright ©2023Eli Lilly and Company. All rights reserved.

S UR 'WILMOT
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NATALEE: Schema

44% of patients were premenopausal or male

« Adult patients with HR+/HER2- EBC Ribociclib 400 mg/d
3 wk on/1 wk off

for3y

¢ Prior ET allowed up to 12 mo
* Anatomical stage IIA?
* NO with:

Primary End Point

- IDFS using STEEP criteria

* Grade 2 and evidence of high risk o Secondary End Points
¢ Ki-67 220% Letrozol irozolef for 35 - Recurrence-free survival
etrozole or anastrozole® ror ; ; :
* Oncotype DX Breast Recurrence Score o y - Distant disease-free survival
596 or + goserelin in men and -~ 08
o . - R1:1¢ premenopausal women —  PROs
* High risk via genomic risk profiling »
« Grade 3 - Safety and tolerability
- PK
* N1
* Anatomical stage IB* Exploratory End Points
* NOor N1 NSAI - Locoregional recurrence—
i fr
* Anatomical stage Letrozole or anastrozole? for 25 y eseurvival
* NO, N1,N2, or N3 + goserelin in men and G —
N=5101° premenopausal women - alaibdesshulel
alterations in tumor
Randomization stratification CtDNA/CtRNA samples
Anatomical stage: Il vs Il ct, circulating tumor; EBC, early breast cancer; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; iDFS,
Menopausal status: men and premenopausal women vs postmenopausal women  invasive diseasefree survival; N, node; NSAI, nonsteroidal aromatase inhibitor; OS, overall survival; PK, pharmacokinetics; PRO, patient-reported
Receipt of prior (neo)adjuvant chemotherapy: yes vs no outcome; R, randomized; STEEP, Standardized Definitions for Efficacy End Points in Adjuvant Breast Cancer Trials.
Geographic location: North America/Western Europe/Oceania vs rest of world & Enroliment of patients with stage Il disease was capped at 40%. 5101 patients were randomized from Jan 10, 2019 to April 20, 2021. © Open-label 1 6

design. ¢ Per investigator choice.

EIUR | WILMOT
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NATALEE: Invasive disease-free survival

100

93.5%| -
I 90.7%
90
=3 1
S 80- i :
g A1.5% :
S 704 i | A3.1%
3 : 1
1 1
g ©0- : :
&= 1 i
& 504 H i
g 1 1
D 1 1
@© 40 ! -
s . | RIB + NSAI NSAI alone
S Events/n (%) 226/2549 (8.9) 283/2552 (11.1)
E 204 3-Year iDFS rate, % 90.7 87.6
10 Hazard ratio (95% CI) 0.749 (0.628-0.892)
- Nominal 1-sided P value .0006
1 ] 1 I | 4 1 T 1 1 1
0 6 12 18 24 30 36 42 48 54
No. at risk C
RIB + NSAl 2549 2350 2273 2204 2100 1694 1111 368 21 0
NSAl alone 2552 2241 2169 2080 1975 1597 1067 354 26 0 17

WILMOT

CANCER INSTITUTE
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Metastatic HR-positive breast cancer

* First line treatment is endocrine therapy with a CDK 4/6
inhibitor (+/- inavolisib in endocrine-resistant and PIK3ca

mutant)

 Ribociclib and abemaciclib preferred as positive impact on overall
survival

» Second line therapy decisions are based on genomics
» Antibody-drug-conjugates replacing standard chemotherapy

* Median survival around 5-years
« Can we extend this further with new agents?

Cancer Center r—lss
e BUR

a r Center De:iglnatcd by the MEDICINE
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Ongoing changing landscape of targeted agents in ER-

positive metastatic breast cancer

Tamoxifen

Fulvestrant

Als

Fulvestrant

Everolimus

Alpelisib

Camizestrant
Gedatolisib

Inavolisib

Elacestrant

L

1970/80 1996 2002 2012

lllllllllllllllllll

CDK 4/6i

Vepdegestrant

l

2015/17 2019

Capivasertib

Imlunestrant

l

l

2023 2024 2025 2026
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Genomic landscape of metastatic HR-positive

breast cancer
I 2 IHIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
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5 40 30 20 10 0
#mutations
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Angus et al Nat Genet 2019

TP53
GATA3
ESRI
MAP2K4
PTEN
CANT
PIK3CA
CDH!
MAP3K1
ERBB2
AKTI
ERLIN2
SMARCAD{
ARIDTA
USP36
SF3Bt
TAOK1
INF556
RINT1
BAG4
KRAS
RBI
PCCA
KIAA1024 ll

Present at diagnosis

Acquired

mt i

B Sy

B Missense
B Splice site
B Nonsense

B Frame shift
O Inframe indel
@ Other non syn.

05 20 35
-log10(q-value)
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When and how should we check tumor genomics?

« Check genomics on metastatic tissue and/or via ctDNA

« Tumor genomics on biopsy from diagnosis of metastatic
disease

* Recheck genomics in ctDNA at disease progression

» L ooking for acquired alterations: ESR1, ERB2, AKT1

" [f needed can test genomics on primary tissue for non-
acquired alterations

= P[3-kinase

» Determine combinational partner with endocrine therapy
based on presence or absence of genomic alterations

21
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INAVO 120 Trial: Fulvestrant and palbociclib

Inavolisib

Monaleesa 2

f, - - - - - - - - - - - -"7-"=-"=-"=-"=-"=-=-= = \\ Té (
! Y 5 S
1 1 2 08
. 1 N=325 ) & o7 Ribociclib group
' ) Key eligibility criteria : Inavolisib (9 mg QD PO) 8 o6 e
' Enrichment of patients with poor prognosis: ' + palbociclib (125 mg PO QD D1-D21) g 054
1 * PIK3CA-mutated, HR+, HER2- ABC by central 1 + fulvestrant (500 mg C1D1/15 and Q4W)** a §n o0
1 ctDNA™ or local tissue/ctDNA test 1 ;:' =2 5:—, 0.3
: ® Measurable disease : Until PD > g Z g, Hezad ratio, 0.56 (95% Cl, 0.43-0.72)
1 * Progression during/within 12 months of 1 or toxicity 5 p z; o1 P=3.29x10°6 for superiority Plactbo group
\ i i ! > g
adjuvant ET completion , Placebo (PO QD) »w 8 & 00 — T T T T T T
e - - - - + palbociclib (125 mg PO QD D1-D21) 0 2 4 6 8 10 12 14 16 18 20 22 24
No prior therapy for ABC + fulvestrant (500 mg C1D1/15 and Month
* Fasting glucose <126 mg/dL and HbA ,c <6.0% Qaw)™ No. at Risk
) N— Ribociclib 334 294 277 257 240 226 164 119 68 20 6 1 0
Placebo 334 279 264 237 217 192 143 88 44 23 5 0 O

NCI

A Cancer Center Designated by the
National Cancer Institute

Despite patients being off ET for at least 12-
months

Events, n (%) Median, months (95% CI)

103 (64.0) 17.2 (11.6-22.2)
Placebo (n = 164) 141 (86.0) 7.3(5.9-92) _
O Stratified hazard ratio, 0.42
(95% CI = 0.32-0.55)
751
=
:D’ 501
u 1
o '
254 '
= 20.5 16.7 Placebo Median follow-up:
o 3 5] 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 34.2 months
Months
No. at risk
161 146 129 112 89 73 &5 57 48 32 25 19 15 11 10 7 3 1
Placebo 164 125 95 74 50 34 30 24 21 14 1 10 8 e 2 1 1 1

Turner et al N Engl J Med 2024, Jhaveri et al N Engl J Med 2025
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NC' Cancer Center

A Cancer Center Designated by the
National Cancer Institute

INAVO 120: Final overall survival

Deaths, n (%)

161 72 (44.7)
82 (50.0)

Placebo (n = 164)

34.0 (28.4-44.8)
27.0 (22.8-387)

Stratified hazard ratio, 0.67

Median, months (95% Cl)

1004 . e
(95% CI = 0.48-0.94)
75- p=0.0190
=
o 501 -
(o] i s
0 3 P1'acebo Median follow-up:
0 39 42 45 48 51 34.2 months
Months
No. at risk
161 155 149 142 131 114 99 88 78 67 54 43 34 22 18 13 7 1
Placebo 164 155 142 127 119 104 20 77 63 48 42 36 32 18 10 4 2 1
Inavolisib Placebo
Patients, n (%) Second line ] Third line or greater Second line I Third line or greater
Discontinued treatment 111/161 (68.9) 144/164 (87 8)
No subsequent therapy - death 17/161 (10.6) 22/164 (13.4)
Received subsequent therapy” 83/111 (74.8) 48/111 (432) 108/144 (75.7)t 56/144 (38.9)
Chemotherapy (any) 46/83 (55.4) 41/48 (85.4) 79/109 (72.5) 49/56 (87.5) ]
Capecttabine 26183 (31.3) 14/48 (29.2) 37/109(33.9) 24/56 (42.9)
Paclitaxel 12/83 (14.5) 17/48 (35.4) 20/109 (18.3) 16/56 (28.6)
Eribulin 1/83 (1.2) 11/48 (22.9) 6/109 (5.5) 17/56 (30.4)
Antibody-drug conjugate (any) 1/83 (1.2) 8/48 (16.7) 1/108 (0.9) 20/56 (35.7) |
Trastuzumab deruxtecan 0 6/48 (12.5) 1/109(0.9) 16/56 (28.6)
Sacituzumab govitecan 0 2/48 (4.2) 0 8/56 (14.3)
PI3K inhibitor (any) 5/83 (6.0) 2/48 (4.2) 11/109 (10.1) 3/56 (5.4) ]
Alpelisib 5/83 (6.0) 2148 (4.2) 9/109(8.3) 2/56 (3.6)
mTOR kinase inhibitor (everolimus) 8/83 (9.6) 4/48 (8.3) 10/109 (9.2) 956 (16.1)
CDK4/8 inhibitor (any) 8/83 (9.6) 3/48 (6.2) 5/109 (4.6) 3/56 (5.4)
Ribociclib 1/83 (1.2) 1148 (2.1) 5/109 (4.6) 0
Abemaciclib 2/83 (2.4) 2/48 (4.2) 0 2/56 (3.6)
Other (any) 6/83 (7.2) 0 3/109 (2.8) 5/56 (8.9)

Jhaveri et al N Engl J Med 2025
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Machine-learning model of clinical and genomic data to predict outcome
from CDK 4/6i

A Ovenll Population 1.00 Median PFS (95% CI) 1YrSurvival  HR (95% CI)
¥ Median - 28.99(23.75,33.9) 0.84 (0.78,0.88) Aef
- Progression- w1984 (18.14,2438) 0.7 (0.63,0.76)  1.44(1.13,1.83)
£ No.of  No.of fiee 075 w— 1071(9.12,12.41)  043(0.3605) 2.79(22354)
} Patients  Events  Survival & w—— 534 (411,7.13) 0.2 (0.12,0.3) 6.45(4.78,8.7)
z ) - mo o
i &0 \.\“ Ribociclibs Fulvestrant 434 283 206 g
3 = [Hacebo-\s_\ Placebos Fulvestrant 242 193 128 & 050{ --e-oga-peeeeeeNgosas
ulvestrant =
ratio for disease progression [ .35
£ 40 *\\t‘ \'_‘“ 3% Cl, 0.69-0,71) z p=>5.15¢
>
104 L S @ o025
204
10
0.00
Gy — i — — ——————————————
0 2 4 6 8 10 12 14 16 13 20 22 24 26 2b 30 32 34 36 38 40 42 44 46 0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
Manths
No. at Risk == | 236 195 152 114 87 66 53 42 33 28 19 15 14 8 6
& ) 2 —— 243 192 137 105 74 48 32 22 21 16 9 8 7 5 ]
Ribocidibefulvestrant 484 403 364 3406 323 305 282 258 239225 205 158 181 174 199 156 149127 92 65 29 11 4 O w= | 201 139 72 46 28 20 15 11 8 6 6 4 2 2 1
Placebo+ fulvestrant 242195168156 144 134116106 93 38 82 63 62 59 51 47 45 4121 13 6 2 1 O = 81 32 14 7 2 1 1 1 1 1 0 0 0 0 0
Clinico-Genomic ML Model
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”l Hl ‘|||‘ | T Conventional Clinical Risk Criteria e = oo 217 pts
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= . \;lsrm\mm ‘ ‘ ‘ ={ % 8 7 2 1. 1.1.1.0. 0.9 0 8 3.0
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§ou 1 H | ‘ IH | “ H LOGH'hI h o ! Madan PR (NG IV Suvh  WROSNCO 89 patients
i ( ‘ I | g R W R el i 109, Casibo e o piany M R S -
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Increase in actionable mutations in higher risk
disease
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SOLAR 1: Addition of alpelisib to fulvestrant in

mutated

Probability of Progression-free Survival

NC' Cancer Center

A Cancer Center Designated by the
National Cancer Institute

cancers

PIK3ca-

Alpelisib 300 mg QD PO

+ Fulvestrant 500 mg IM?

n=169
2 PIK3CA-
"’“n:fe o . mutant R Primary endpoint
sertaienn cohort 11 + PFSin PIK3CA-mutant cohort
women, with HR+, (n=341) Placebo (locally assessed)
HER2- ABC + Fulvestrant 500 mg IM*
* Recurrence/progression n=172 Secondary endpoints include:
on/after prior Al + 0S (PIK3CA-mutant cohort)
+ Identified PIK3CA status Stratified by presence of liver/lung
(in archival or fresh tumor = metastases and prior CDK4/6 + PFS (PIK3CA-non-mutant cohort)
. inhibitor treatment
. m’:&mm Ao, PRIl el PFS (PIK3CA-mutation in ctDNA)
21 predominantly Iytic + Fulvestrant 500 mg IM* + 0S (PIK3CA-non-mutant cohort)
bone lesion n;’:‘;m'm . 118 + ORRICBR
+ ECOG performance —
ke 41 " cohort L D)
(N=572) (n=231) Placebo
+ Fulvestrant 500 mg IM*
n=116
1.0 100 A
0. Progression-free survival in PIK3ca-mutated cancers Overall survival in PIK3ca-mutated cancers
0.8 80 ~
0.7 g
=
0.6 5 601
8
0.5- g
3
£ 40 -
0.4 £
o Alpelisib + FUL Placebo + FUL
034 Alpelisib+fulvestrant =iy (EENT2)
20 | No. events, n (%) 87 (51.5) 94 (54.7)
0.2+ Censored, n (%) 82 (48.5) 78 (45.3)
0.1-| Hazard ratio for progression or death, 0.65 (95% CI, 0.50-0.85) Madian OS, months (95% C) S L Ee i)
’ P<0.001 Placebo+fulvestrant HR (95% Cl) 0.86 (0.64-1.15)
00 0 4 Pvalue (one-sided) 0.15 O Vv Censoring times?
. T T | | T T T T T T T T T [ 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 T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 31 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

Month

Andre et al N Engl J Med 2019:380:1929, Andre et al Ann Oncol 2021:32:208
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HR+/HER2-
Advanced Breast Cancer

Eligibility Criteria

= Pre- & postmenopausal women & men

- Progression on/after CDK4/6i + NSAI
=2 nes of prior ET for ABC
Measurable disease, RECIST v1_1

Screening result for PIK3CA status
No T2DM with HbA1c >6.4% or TIDM
No prior mTORI, PI3Ki, or AKTi

No prior che motherapy for ABC

.

Stratiication Factors
- Lung/iver metastases (yes'no)

- Regeon (US/Canada or ROW)

Characteristic

- TTP on mmediate prior herapy (= or >6 monmhs)

Age. yr. medan (range)

VIKTORIA1: Gedatolisib + fulvestrant + palbociclib

Primary Endpaints
PFS (BICR)

(r—131)
57 (3283

Fulvestrant
(r=130)

57 (32-81)

(n=131)
54 (28-83)

Female sex. n (56) 120 (885) 130 (100) 128 (87.7)
Postmencopausal. n (9:) 101 (77-1) a3 (71.5) 92 (702)
Racefethnic group. n (%)
White 85 (64 9) a5 (73.1) 95 (72.5)
Asan 18 (13.7) 18 (14.8) 25(19.1)
Black/African Amernican 5 (3.8) 323 1 (0.8)
Other/Unknown 23 (17.6) 13 (10.0) 10 (7.6)
Geographic region. n (9%)
United States/Canada 21 (18.0) 21(16.2) 22 (16.8)
Asia Pachic 18 (13.7) 18 (13.8) 26 (19.8)
Latin Amenca 35(28.7) 36 (27.7) 35(28.7)
Eurcpe 57 (43.5) 55 (42.3) 48 (38.6)
ABC at diagnosis, n (9%) 683 (48.1) 51 (302) 45 (244)
ECOG PS score. n (%)
o 70(534) 85 (685.49) 77 (58.8)
1 61 (48.6) 45 (24.6) S4 412

—

Arm AT

180 mg I'V once weskdy,
3 wesks on, 1 wesk off

)

_ 125 mg daidy,
Palbocicib 21@5&7«:,505

S00 mg; oyce 1, days 1 & 15, hen
every 4 weeks

Fulvestrant
Arm BT
150 mg I'V once weskdy,

e
S00 mg; oyce 1, doys 1 & 15, then
e

Armm C
S00 mg; oycke 1, days 1 & 15, then
every 4 weeks

Fulvestrant

Optional cross-over to Arm A or B at progreasion

>‘ Secondary Endpoints

Arm Avs Arm C
Arm Bvs Aim C

NCI

A Cancer Center Designated by the
National Cancer Institute

Characteristic

ILivera'h.ngrnets. n (°G)

102 (77.9)

104 (80.0)

100 (83.2)

Prior (neo)adjuvant tx,. n (56)

Chemotherapy 3I3(252) 39 (30.0) 38 (20.0)
Endocrine therapy 48 (35.1) 57 (43.8) 64 (48.0)
Prior ines. ET for ABC. n (2%)
o 2 (2.3) 2(1.5) 4 =1
1 113 (86.3) 1132 (88.9) 115 (87.8)
2 15 (11.5) 15(11.5) 12 (92)
TT P on immediate pmor tc, n
%)
=B months 21 (16.0) 12(14.6) 20 (15.3)
>6 months 100 (83.2) 111 (85 4) 111 (84.7)
Prior agguvant CDK4/Gi, n (96) 2223 6 (4.6) 2 =1
Prior CDK4/6i for ABC._n (%)
Palbocicib 56 (42.7) 47 (362) 52 (30.7)
Ribociclib 50 (45.0) 82 (47.7) 70 (53.4)
Abemadcdib 23 (17.6) 26 (20.0) 16 (12.2)

Prior COK4/6i for ABC._mo..
i 3 1

217 (13.7-35.0)

181 (10.8-30.0) 200 (12.0-342)

Hurvitz et al J Clin Oncol 2026
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VIKTORIA1: PFS by BICR PIK3ca-wt

1004 Triplet versus fulvestrant Geda+Palbo+ .
Fulvestrant (n=131)
90— (n=131)
9.3 2.0
= 80— Median PFS, months (95% CI) (7.2-16.6) (1.823)
= 70 Adjusted HR (95% CI) 0.24 (0.17-0.35); P < 0.0001
£ 60—
z
>
@ 50—
2 w0 .
5 3 b—ll
g 204 .
£ 10 - 1 | |
0_
1 1 1 1 1 1 1 L 1 1 1 1 1 L L 1 1 1 1 L 1 1 1 1 1
o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24
Months
100 Gedatolisib +
Fulvestrant Fulvestrant
00— Doublet versus fulvestrant r30) (131
7.4 2.0
= 80— Median PFS, months (95% CI) 5599) 1823
‘i 70 Adjusted HR (95% CI) 0.33 (0.24-0.48); P < 0.0001
e 60—
=
@ 50
2 s
5
B -
a 10— =
0—

S Months 29

Hurvitz et al J Clin Oncol 2026 UR WIIL.MOT
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VIKTORIA-1: PIK3ca-mutant cohort schema

HR+/HER2-
Advanced Breast Cancer

Eligibility Criteria

* Pre- & postmenopausal women & men
« Progression on/after CDK4/6i + NSAI
« <2 lines of prior ET for ABC

* Measurable disease, RECIST v1.1

» Screening result for PIK3CA status

* No T2DM with HbA1c >6.4% or TIDM
* No prior mTORI, PI3Ki, or AKTi

* No prior chemotherapy for ABC

Stratification Factors

Lung/liver metastases (yes/no)

« TTP on immediate prior therapy (< or >6 months)

+ Regien (US/Canada or ROW

STUDY 2
PIK3CA-MT

Arm D’
e 180 mg IV once weekly,
Iweeks on, 1 week off
125 mg dady,
Palbociclib 21 days on, 7 days off

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

ArmE

Alpelisib 300 mg orally dady for 4 weeks
Fulvesirant 500 mg; °£‘°u;-4m& 15, then

Arm F

Gedatalisib ik Idorpliergs

500 mg; cychs 1, days 1 & 15, then
. overy 4 veeks

Fulvestrant

Primary Endpoint

PFS (BICR)
AmDvs. Am E

> Secondary Endpoints

0S
PFS (BICRF vs. E)
Response

Safety
Qol

Prophylactic use of a sterad-contaning
“swish ard spit” egimen was prolocol
mandated; oral nan-sedating
arthstamine therapy wes recommendead

Atbrevaiors ASC. advancad braast cancer, AXTI, protan bnase Binvdior, BICR. bindad indepandant cantral rewew, COKAS cycin-depandent knasa 4 and 6 rhbtor ET andocnne therapy; HbATc, hemogiobin At HERZ-, human apdarmal growd factor recaptor 2-
negaive, HR< homrone recaploe-poative. IV, ptrsvenows; MT, mutast mTOR|, mackanstic tapat of rapamyen phitdor, NSAL ron-atecoidd seomatase inhitelor; OF, overdl sunwwal FFES, progress ondree survivd, FIEI, prospratdyinoatol 3kirase nhibior, Qol, qualty of Me

R, randomazation, ROW, real of workd. TIDM type | dabetes melitus, T2OM type 2 dabates rrelius, TTF, hire lo progresaon. WT, wid-type

A Cancer Center Designated by the
National Cancer Institute

Hurvitz et al ASCO 2026
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VIKTORIA-1: Primary endpoint PFS triplet versus alpelisib +
fulvestrant PIK3ca-mutant

Progression-free Survival (%)
I N
(=]
L

Arm D:
Gedatolisib +

Palbo + Fulv

n=155
Median PFS, months (95% CiI) © ;1“; e (5 g:.s, 4)
Adjusted HR (95% CI) 0.50 (0.37-0.68); P<0.0001

Gedatcisib + Palbeciclib + Fulvestrant

Alpelisib + Fulvestrant

Number at Risk:

Geda + Palbo + Fulv 155 150 134
155 148 116 107 78

Alpelisio = Fulv

100
S0
80—

Progression-free Survival (%)
b
o
1

10
o—

T T T T
o 1 2 3

T
a

T
5

=3

T T T T T T T T L T T T T T T T T T T T T T T T T
7 8 9 10 11 12 13 14 1S 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31

Months
131110107 77 76 62 57 42 38 27 25 20 16 16 12 12 12 8 9 7 5 5 5 2 2 O0

74 53 51 35 34 30 27 22 20 13 13 11 8 8 8 5 4 3 1 1 1 1 1 1 1 1 DO

Arm F: Arm E:

Gedatolisib + Fulv Alpelisib + Fulv

(n=52) (n=155)

’ 11.3 5.6
Median PFS, months (95% CI) (9.1-22 1) (5.2-7.4)
Adjusted HR (95% CI) 0.51 (0.33-0.79); P=0.0013"

Gedatolisib + Fulvestrant

I

Number at Risk:
Gedatolisib + Fulv
Alpelisit + Fulv

NCI Cancer Center

A Cancer Center Designated by the
National Cancer Institute

T T T T
o 1 2 3

S2 48 42 41
155 148 116 107

b

36
78

-

T4

o=

31
S3

T T T T T T T T T T T T T T T T T T T T T

11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
Months

30 23 23 15 15 10 10 8 7 7 7 7 6 4 - B 2 2 2 2 2 1 1 1 o

51 35 34 30 2T -22 20 :13: 1311 8 8 8 5 = 3 1 1 1 1 1 1 1 1 o

-
0
©~
-
o

Hurvitz et al ASCO 2026
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VIKTORIA-1: Safety and tolerability

Exposure Arm D: Gedatolisib + Palbociclib + Arm F: Gedatolisib + Fulvestrant Arm E: Alpelisib + Fulvestrant
Fulvestrant (n=153) (n=52) (n=152)

Median RDI, Geda (IQR) 93.3 (80.6-100) 100 (97.8-100) -

Median RDI, Alpe (IQR) -- - 81.7 (64.8-96.2)

TRAE and TR-SAE, n (%)

Pts with 21 TRAE 150 (98.0) S0 (96.2) 147 (96.7)

Study tx D/C for TRAE 4(2.6) 2(3.8) 11 (7.1)

Pts with 21 TR-SAE 16 (10.5) ’ 2(3.8) 20 (132)

Deaths due to TR-SAE’ 1(0.7) 0 2(1.3)

TRAE, n (%)1 Any Grade Grade 3 Grade 4 Any Grade Grade 3 Any Grade Grade 3 Grade 4

Neutropenia* 97 (63.4) 73 (47.7) 17 {(11.1) 1{1.9) 0 0 2(1.3) 0 1(0.7)

Stomatitis* 94 (61.4) 25 (16.3) 0 32 (61.5) 3(58) 0 52 (34.2) 8(5.3) 0

Nausea 70 (45.8) 5(3.3) 0 | 21(404) | 1(19) | O i 50 (32.9) ’ 2(1.3) o

Rash? 40 (26.1) 10 (6.5) 0 17 (32.7) 3(5.8) 0 56 (36.8) 23 (15.1) 0

Vomiting 39 (25.5) 0 0 10 (192) 0 0 23 (151) 1(0.7) 0

Fatigue 33 (21.6) $(3.3) 0 1{21.2) 1(1.9) 0 32(21.1) 4(286) 0

Diarrhea¥® 23 (15.0) 2(1.3) 0 S(9.6) 0 0 61 (40.1) 9(5.9) 1(0.7)

Hyperglycemia®s 23 (15.0) 4(2.6) 0 6 (11.5) 0 0 88 (57.9) 21(13.8) 1(0.7)

"Grade 5 events indude fatal cercbeal hemormage {gedatalisib triplel), wrosepss (alpalsb « fuvestrant group), and gemaral physical health decine {alpelisib + Tulvestrant group)

tShown ara treatmentrolated adverse events of any grade that occurred n at least 20% of the patents n any tal grou p unless othermse noted

For gramattis, nautropenia, rash, and hyperglycemia, combined pealeaad terms are usad in the 1able, I a patent apadenced multips tams, 1 was counted once for the highest grads

SAddnonal evanis of drical Imparianoe

AbLredalions. Alpe, apelsb. VG, discontinued, Gada, gedalaisd, 1OR, rterquantie range, Fs. patents, RO, idalives dose inlensty, TRAE realimenirasted adverse evanl TR-SAE. tealmeniyelaied seiious adverse events, 1x, Iresimeanl

I —— Hurvitz et al ASCO 2026 [@®]
e HUR
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CAPIltello-291: Phase Il trial of capivasertib in HR+
metastatic breast cancer

Progression-free Survival (%)
S
1

Patients with HR+/HER2- ABC Capivasertib

+ 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

Placebo-fulvestrant

Stratification factors:
+ Liver metastases (yes/no)

+ Region’

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

PFS Overall population

Median
Progression-
No.of  No.of free Survival
Patients  Events (95% CI)
mo
Capivasertib-Fulvestrant 355 258 72(55-74)
Placebo-Fulvestrant 353 293 36(28-3.7)

Capivasertib-fulvestrant

A Cancer Center Designated by the
National Cancer Institute

T T T T 1
2 4 6 8 10 12

T T T T T 1
14 16 18 20 22 24 26

Months since Randomization

400 mg twice daily,
4 days on, 3 days off

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

Twice daily,
4 days on, 3 days off

PFS by investigator assessment

+ Overall

+ Prior CDK4/6 inhibitor (yes/no)
Key secondary endpoints

Overall survival
+ Overall

+ Overall

Adjusted hazard ratio for disease
progression or death, 0.60
(95% Cl, 0.51-0.71)

P<0.001

Dual primary endpoints

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

+ AKT pathway-altered tumors
Objective response rate

+ AKT pathway-altered tumors

Progression-free Surwival (%)

AKT pathway alterations

Alteration; n (%)

Capivasertib + fulvestrant (N=355) Placebo + fulvestrant (N=353)

Any AKT pathway alteration

PIK3CA

AKT1 only
PTEN only

Non-altered

Any

PIK3CA only
PIK3CA and AKT1
PIK3CA and PTEN

AKT pathway alteration not detected

Unknown

No sample available
Preanalytical failure
Post analytical failure

Placebo-fulvestrant

PFS AKT-altered population

155 (43.7) 134 (38.0)
116 (32.7) 103 (29.2)
110 (31.0) 92 (26.1)
2(06) 2(0.6)
4(1.1) 9(25)
18 (5.1) 15(42)
21(5.9) 16 (4.5)
200 (56.3) 219 (62.0)
142 (40.0) 171 (48.4)
58 (16.3) 48 (13.6)
10 (2.8) 4(1.1)
39 (11.0) 34(96)
9(25) 10 (28)
Median
Progression-
No.of  No.of free Survival
Patients  Events (95% Cl)
mo
Capivasertib-Fulvestrant 155 121 7.3 (5.5-9.0)
Placebo-Fulvestrant 134 115 3.1(20-3.7)

Capivasertib-fulvestrant

Months since Randomization

Turner et al N Engl J Med 2023:388:2058

Adjusted hazard ratio for disease
progression or death, 0.50
(95% C1, 0.38-0.65)

P<0.001
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Everolimus in hormone-refractory MBC

NCI

A Cancer Center Designated by the
National Cancer Institute

Probability of survival

Probability of Event (%)

(1)-82 — TAM 4.5 mo.
087 — TAM + RAD 8.6 mo.
0.7 Hazard Ratio (HR) = 0.53 (95% ClI: 0.35-0.81)
8'2_ Exploratory log-rank: P =.0026
0.47
0.37
0.27
0.17
O'OO 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months
10
HR = 0.36 (95% CI: 0.27-0.47
380 Log rank P value = 3.3 x 10 -
EVE + EXE: 10.6 Months
60 PBO + EXE: 4.1 Months
40
20
Eygofimus + Exemestane (E/N=114/485

Placebo + Exemestane (E/N=104)/239)
0IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII

0O 6 12 18 24 30 36 42 48 54 60 66 72 78

Time (weeks)
[®®]
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Post progression CDK:I trials

postMONARCH MAINTAIN PALMIRA PACE
ARM ABEMA PLAC RIBO PLAC PALBO CONT PALBO CONT
PFS 6.0 mos. | 5.3 mos. | 5.3 mos. | 2.8 mos. | 4.9 mos. | 3.6 mos. | 4.6 mos | 4.8 mos.
A 0.7 mos. 2.5 mos. 1.3 mos -0.2 mos
HR 0.73 0.57 0.84 1.11
P value 0.02 0.006 0.149 0.06

aaaaaaaaaaaaaaaaaaaaa

Kalinsky et al J Clin Oncol 2023:41:4004, ASCO 2024, Mayer et al. J

Clin Oncol 2024:42:2050, Llombart Cussac ASCO 2022
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EMERALD trial: Elacestrant vs en
In HR+ metastatic b

LN cian

* Men and postmenopausal women
with advanced/metastatic breast
cancer

* ER-positive,” HER2-negative

* Progressed or relapsed on or after 1
or 2 lines of endocrine therapy for

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

*=1 line of chemotherapy for
advanced disease

—

Elacestrant
400 mgdaily®

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

reast cancer

docrine therapy

*ECOGPSOor1

PDor Atleast 12mo CDK4/6i
withdrawal
criterion? o
Two Primary |oo.1
e d  Endpoints:e y
Follow U . 3
SR « PFSin all pts :
. i — 1
PFSin ESR1 £ ol
mut S
=
2 o]
-3
[
a
204
[@iacestrant
o Aandard of Care
Stratification Factors: 0 5 10 15 20 25 )
* ESR1-mutation status’ Time (months)

* Prior treatment with

fulvestrant
* Presence of visceral
metastases
All Patients (ITT) Patients With Tumors Harboring mESR1

100" =8ay Elacestrant soc 100—e Elacestrant soc

90 Js N 238 90 N 115 113
— 80 3 Event (%) 144 (60.3) 156 (65.5) S 80 9 Evert (%) 62(53.9) 78(69.0)
% 70 { Median PFS (morths) 1.91 2 707 8 Median PFS (morths) 3.7 1.87

il

T 60| Evaie % 60 Pvalue 0.0005
=]
2 507 Hazard ratio (9% CI) 0.697 (0.552-0.880) 2 507 Hazard ratio (85% Cl) 0.546 (0.387-0.768)
3 404 5 40
Q 2
S 307 S 30
& 204 & o

10— —®©-Elacestrant 10— =—©-Elacestrant

Ctandard of Care o Ctandard of Care
O—IIIIIII]IIIIIIIIIIIIIIIIII rrrrrrrrrererTere T T T T T T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 2% 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Time (months)
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EMBER3: Schema

ER+, HER2- ABC

Primary Endpoints

Imlunestrant , Investigator-assessed PFS for':
Men and Pre-?/Post-menopausal A . . =
women 400 mg QD * A vs B in patients with ESR7Tm?9
Prior therapy: * Avs Bin all patients
* Adjuvant: Recurrence on or e Cvs Ain all" patients
within 12 months of completion ) SOC ETde

of Al £ CDK4/6i
* ABC: Progression on first-line Key Secondary Endpoints
Al + CDK4/6i . Exemestane » OS, PFS by BICR, and ORR

Fulvestrant or

-
No other therapy for ABC - Safety
Stratification Factors: Imlunestrant
- Prior CDK4/6i therapy (Y/N) 400 mgQD + 'C® Exploratory Endpoints
- Visceral metastases (Y/N) abemaciclibe * PFSand OS for Cvs B in
- Regione all" patients
Imiunestrant
Characteristic S‘ZC ET + abemaciclib Characteristic lmlurlestrant
n=330 =213 n=331
Median age, years (range) 61 (28-87) 62 (27-89) 62 (36-87) ) Visceral 57 54 56
Female, % 99 99 99 Site of Liver 32 30 27
metastases, %
Post-menopausal, % 84 86 86 Bone-only 22 26 24
Race, % White 56 58 52 Endocrine Primary 8 11 8
Asian 28 29 resistance, %°
Black or African s R 4 Secondary 92 89 %3
American Most recent Adjuvant 32 34 30
Region, % East Asia 25 26 31 ET, % ABC 63 63 68
North America/ Overall 59 57 65
Westem Europe 38 39 4 Previous Adjuvant 4 5 3
Other 37 36 24 CDK4/6i, % . 55 53 62
PR-positive, % 78 79 74 —
ESR1 mutation, %2 42 36 32 Previous BeshocicR o b &
CDK4/6i Ribociclib 29 27 27
PI3K pathway
mutations, %P 39 39 4 therapy, %= Abemacidlib 10 4 7
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PFS in ESR1-mutated population

EMBERS3: Imlunestrant versus SOC

100 Imlunestrant SOC ET
g n=138 n=118
% 75 No. of events 109 102
a 4a4% Median (95% ClI); 55 38
3 ' Months (3.9-7.4) (3.7-5.5)
T 50 25%
= i HR (95% CI) 0.62 (0.46-0.82)2
o 1
E] | p-value<0.001
£ 25 32%, '
o I
a I
1
) : 7%,
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk Time (months)
- 138 95 74 56 45 35 22 18 15 8 4 4 3 2 0 O
- 118 74 51 33 19 7 5 3 2 1 0 0O O O O ©
100 PFS In ITT pOpU|atI0n Imlunestrant SOCET
= n=331 n=330
E
S 75 5% No. of events 237 253
bl 1 Median (95% CI); 56 55
£ s ! Months (5.3-7.3) (4.6-5.6)
-§ 1 HR (95% CI) 0.87 (0.72-1.04)
8 s . p-value 0.12
2 1
= 1
e I ! [ Prespecified Critical HR < 0.842 ]
0 : 1
6 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk Time (months)
= 331 225 173 135 118 89 62 47 43 30 20 19 13 10 0 O
—— 330 221 165 122 89 63 51 41 38 23 17 14 10 2 0 O
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EMBERS3: Imlunestrant + abemaciclib versus
Imlunestrant

PFS in ITT population

100 Imlunestrant Imlunestrant
S + abemaciclib
%’ n=213 n=213=
=
g ° No. of events 114 149
7] 9 .
42. %o Median (95% CI); 55
g 50 Months (3.8-5.6)
=
% 40%: HR (95% CI) 0.57 (0.44-0.73)
8 ! p-value <0.001
5 25 : 27%
a I
1
1
0 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk Time (months)
213 165 141 122 96 72 48 29 25 13 6 5 3 0 0 O
= 213 140 106 77 67 48 29 20 18 10 3 2 0 O O O
Patients with ESRTm Patients without ESRTm
Imlunestrant Imlunestrant Imlunestrant Imlunestrant
+ abemaciclib + abemaciclib
1004 n=67 n=92 100 n=146 =121
3 No. of events 36 71 9 No. of events 78 78
] Median (95% Cl); 111 55 s Median (95% CI); 91 5%
3 75 months  (7.4-13.7) (3872) 375 months  (7.4-14.4) (36-5.8)
3 3
? HR (95% CI) 0.53 (0.35-0.80) 2 HR (95% CI) 0.59 (0.43-0.81)
# 50+ 1@ 50
c =
S S
w 3
g, 25+ g, 25
[N o
04 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months) Time (months)
No. at risk No. at risk
—67 54 47 39 33 22 14 7 6 3 1 1 0 0 0 0 =146 111 94 83 63 50 34 22 19 10 5 4 3 0 0 0
—92 62 50 35 28 20 12 9 7 3 0 0 0 0O 0 O =121 78 56 42 39 28 17 11 11 7 3 2 0 0 O O 39

Jhaveri et al N Engl J Med 2025
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Giredestrant + everolimus versus SOC endocrine
therapy + everolimus in pretreated HR+ MBC

7’

Key eligibility criteria*
ER+, HER2- aBC (1-3L of therapy)
< 2 prior lines of ET in the aBC setting
» PD or relapse during/post-CDK4/6i + ET
» No prior chemotherapy in the aBC setting

bone metastases

Measurable disease per RECIST v1.1 or evaluable

Giredestrant +

\

Enrolment period: August 2022 to October 2024

SOCET ~

Glredestrant -

SOCET -

everolimus everolimus everolimus everolimus
n= 183 n=130 n=183 n=1%0

Median age, ysars (range) 62.0 (27-83) 60.0 (28-84) Post-menopausal at screening (eCRF). n (%) 156 (85.2) 159 (83.7)

Female sex, n (%) 182(995) 187 (93.4) ESR1m detectsd at bassline 102 (55.7) 105 (55.3)

Race, n (%) (central assessment), n (%)

White 103 (56.3) 119 (62.6) PIK3CAm detectsd at bassiine 64 (35.0) 51 (26.8)
Aslan 66 (36.1) 57 (30.0) (conksat ssessement). » (%)
Black 9(4.9) 9(47) Prior lines of therapy In aBC, n (%)*

Region, n (%) 1 140 (76.5) 132 (69.5)
Asla-Pacinc S8(31.7) 49 (25.8) 2 40 (21.9) S2(27.4)
North America 69 (37.7) 75 (39.5) Prior fulvestrant treatment (CRF), n (%) 86 (47.0) 89 (46.8)
Westem Europe 36(19.7) 43 (22.6) Prior CDK4/6l, n (%) 183 (100) 130 (100)
Other 20(10.9) 23 (12.1) Abemaciclid S3(29.0) 49 (25.3)

Visceral disease (CRF), n (%)* 126 (68.9) 131 (68.9) Palbocicib 104 (56.8) 113 (62.6)
Disease Involvement In liver 89 (48.6) 100 (52.6) Ribocicid 52 (28.4) 54 (28.4)

Bone-only Involvement at screening, n (%) 24 (13.1) 22 (11.6) Prior PI3KI, n (%) 6(3.3) 7(3.7) 40

A Cancer Center Designated by the
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Giredestrant + everolimus versus SOC endocrine
therapy + everolimus in pretreated HR+ MBC: PFS

100 4
Events, n (%)
204 Median, mo (85% CI)
E o Stratified HR
id (95% CI)
g “ |
! |
E +—+
o- E -
6 24 27 30
No. at rick
Giredestrant + everolimus 183 -3 70 a7 23 14 3 3 1
S80C ET + everoimus 190 s8 S0 27 = 7 3 3 1

A Cancer Center Designated by the
National Cancer Institute

. at rick
Giredestrant + everolimus 102
80C ET + everoimus 105

ESR1mutant population

Events, n (%)
Median, mo (85% CI)
Stratified HR

(95% CI)
|
|
|
|
|
|
|
: .
3 ¥ 24 27 30
Time (mo)
&1 2 28 13 3 2 2
3s 25 10 2 1 1 1

Giredestrant +

Mayer et al ESMO 2025

SOCET +
everolimus
n = 105

89 (84.8)

everolimus
n =102

63 (61.8)
999 (8.08,. 12.94) 545 (3.75.5.62)

038
(0.27. 0.54); p < 0.0001

Giredestrant + SOCET +
everolimus everolimus
n =183 n = 190
126 (68.9) 163 (85.8)

8.77 (6.60, 9.59)

0.56
(0.44,0.71); p < 0.0001

549 (4.01.5.59)
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persevERA BC: Schema

(Key eligibility criteria: 3
e 1L ER+, HER2- LA/mBC* & o e Ry
Giredestrant 30 mg PO QD
* Locally confirmed histologic/cytologic + placebo PO QD
diagnosis + palbociclib 125 mg PO QD Day 1-21
* No prior treatment for advanced disease on each 28-day cycle Tre.atmont
= No prior treatment with a SERD u::::::aflo FZ{?;'V:AJP
» Disease recurrence > 12 months from toxici
completing prior (neojadjuvant tamoxifen/Al Le‘?::: :t;i ';g Z?: QD v
» Disease recurrence s 12 months for patients + palbociclib 125 mg PO QD Day 1-21
I'ece'v‘ng (neo’ad‘uvanl tamoxifen (pramd V1) on each 28_day cyc[e \ ) k )
« No active cardiac disease or history of
\_ cardiac dysfunction J
* Patients with de novo mBC were capped at 20%
Stratification factors: Primary endpoint:
= SR ofdissse. VISCEIN Y8 icx)-Visoer] - Investigator-assessed PFS (INV-PFS) per RECIST v1.1
« Menopausal status: Post-menopausal vs pre-menopausal/male Secondary endpoints:
« Region: North America vs \Western Europe vs Asia—Pacific vs other . 0S, ORR, CBR. DoR, safety, PROs (TTD of pain, physical functioning
« TFl since the end of prior (nec)adjuvant therapy: De novo metastatic role functioning, GHS/Qol.)

vs =12 months vs > 12 months
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persevVERA BC: PFS

Letrozole
+ palbociclib
n =497

Giredestrant

+ palbociclib
n =495

100+ Events, n (%) 300 (60.6) 323 (65.0)
20+ Median, months 331 282
77.8% (95% CI) (30.2.38.3) (25.0,33.1)
80+ 2 Stratified HR 0.89
I7.3%: (95% Cl) (0.76, 1.05); p = 0.1553
704 :
60 g 59'7% gier:d::um@?:n-:PSZZ menths (range: 0 4-63.5)
Letrozole arm: 52.1 months (range: 0.3-62.6)
;"E S7.3%
o 07
a
40
304
20..
104
0- : : :
0 2 4 6 8 1012 14 18 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64
Time (months)
No. at nsk
Giredestrant + p 495 4684 461429 422399375353 3 76 26 42 27 14 1

Latrazi + pabos

E

A Cancer Center Designated by the
National Cancer Institute
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SERENA 6: Camizestrant versus Al upon detection of
ESR1 mutation

Camizestrant + CDK4/6i (N=156)

Al + CDK4/61 (N=155)

Camizestrant (75 mg qd) + : : TofalGrach 2) (S G E) Grade | Grato 23/ Toa
i i continuing CDK4/6i Primary endpoint Any adverse event, 145 (94%) Any adverse event, 135 (87%)
+ Female/male patients with | g it Nedropenia 55/ 45 DI I [ o4 4
¥ |
ER+/HER2- ABC* PIELFA0 I PFS by investigator i 7 s T W 7

assessment (RECIST v1.1)

« All patients that have Stratification factors Leukopenia 1710 [N D38 Hematological adverse events
received Al + CDK4/6i + Visceral vs non-visceral Secondary endpoints Photopsia 2011 Jors Non-hematological adverse events
(palbociclib, ribociclib, or + ESR1m detection at first test vs at a Athralgia 16/ 0 [T I 1 /17
abemaciclib) as initial — R subsequent test » PFS2** Fatique 1510 1
endocrine-based therapy for N=315 + Time from initiation of Al + CDK4/6i to Dry eye 120 20 o7 Exposure time-adjusted incidence
ABC for at least 6 months randomization: <18 vs 218 months » OS** Natsea 10/ 0 T W1 e UL

Palbociclib vs ribociclib vs abemaciclib Back [ il e
- i 1011 TN 10

« ESR1m detected in ctDNA + Safety ;C ”Tm 0 CH -101 .
with no evidence of disease Continuing Al (anastrozole/ . iy ‘
progression letrozole) + CDK4/6i + Patient-reported Headache 61 20 o3

+ placebo for camizestrant outcomes 6 %0 4 N N 0 00 0 2 N H N 0 0
Patients (%)
Treatment continued until disease progression,
Hnarrantahia tnvieity natiant withdrawal Ar Aaath
Camizestrant + Al +
100 CDK4/6i (n=157) CDK4/6i (n=158)
90 Events, n (%) 99 (63.1) 124 (78.5)
80 Median PFS (95% Cl); months  16.8 (14.7—19.4) 9.2 (7.2-9.7)
70 HR (95% CI): 0.45 (0.34-0.59); nominal p<0.00001
g 60 -
%] 50 -
a o
40 - HARK 30.4% . ,
30 4 Camizestrant + CDK4/6i
20 14.2%
10 4 Median follow-up: 23.5 months _L—u_l_
0,
g 2 . Al+CDKA4/E
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Number of Time from randomization (months)

patients at risk

7l EEEl s sl Sl R A T A 5 2 2 0 44

goell 7 ol I EE I T T 2 i 1 0 0 0 0
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Final second progression-free survival (PFS2)

Camizestrant + CDK4/6i significantly extended time to second progression or death,

demonstrating PFS benefit is sustained beyond first progression P E—— e
100 CDK4/6i (n=157) | CDK4/6i (n=158)

%0 Events, n (%) 80 (51.0) 90 (57.0)
80 - Median PFS2 (95% CI); months 25.7 (20.4-30.3) 19.1 (16.8-21.0)
25 o HR (95% Cl): 0.63 (0.46—0.86); p=0.00373
< 60 - 50.8% -
8 50 | . 0
L
0 40 -
30 - :;'_;,Z"'-u_._. Camizestrant + CDK4/6i
N A supplementary analysis of PFS2 per RECIST v1.1 29.7%
20 criteria was consistent: HR 0.64 I_L.
10 S (95% ClI: 0.46-0.90), nominal p=0.0094 :
0 Al + CDKA4/6i
0 3 6 9 12 19 18 21 24 2 30 33 36 39 42 45 48
Number of Time from randomization (months)

patients atrisk

157 150 145 138 127 113 8 63 42 32 24 10 5 5 4 0
158 149 129 120 102 8 60 40 30 17 12 8 3 2 0 0

DCO3 (Jan 02, 2026). PFS2, defined in a standard manner (assessed by the investigator according to local standard clinical practice) as the time from randomisation to the earliest of disease progression after first subsequent therapy or death
in the primary analysis. The p value is based on the stratified log-rank test, stratified by disease site (visceral vs non-visceral), timing of ESR1m detected (first vs subsequent test), and time from initiation of Al+CDK4/6i to randomization
(<18 months vs =18 months).

2026 ASCO #ASCO26 PRESENTED BY: Frangois-Clément Bidard ASCO CUINICAL ONCOLOGY

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER



VERITAC-2: Vepdegestrant versus fulvestrant

A Cancer Center Designated by the
National Cancer Institute

Vepdegestrant is a selective, oral PROTAC ER
degrader that targets WT and mutant ER>®

In a first-in-human, phase 1/2 study
(NCT04072952), vepdegestrant was well
tolerated and demonstrated encouraging clinical
activity in heavily pretreated patients with
ER+/HER2- advanced breast cancer’

Key Eligibility Criteria
* Age 218 years old
+ ER+/HER2- advanced or metastatic
breast cancer
* Prior therapy:
— 1line of CDK4/6i + ET
— <1 additional ET
— Most recent ET for 26 months

— No prior SERD (eg, fulvestrant,
elacestrant)
— No prior chemotherapy for
advanced or metastatic disease
+ Radiological progression during or
after the last line of therapy

\

|
[ Randomization (1:1) ]

28-day Treatment Cycles

Vepdegestrant (n=313)
200 mg orally (once daily)

Fulvestrant (n=311)

500 mg IM
(days 1 and 15 of cycle 1; day 1 of
subsequent cycles)

Stratification Factors:
* ESR1 mutation? (yes vs no)
» Visceral disease (yes vs no)

Vepdegestrant

ER-binding
domain

Oﬁu

Iterative
activity

Primary Endpoint:
* PFS by BICR in

— ESR1m population
— All patients

Secondary Endpoints:
* OS (key secondary)

E Proteasome

* CBR and ORR by BICR

* AEs
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VERITAC-2: Vepdegestrant versus fulvestrant

NCI Cancer Center

A Cancer Center Designated by the
National Cancer Institute

PFS (%)

No. at risk

Vepdegestrant
Fulvestrant

Patients With ESRTm All Patients Patients With ESRTm All Patients
Vepdegestrant Fulvestrant  Vepdegestrant  Fulvestrant Vepdegestrant  Fulvestrant  Vepdegestrant  Fulvestrant
Characteristic (n=136) (n=134) (n=313) (n=311) Characteristic, % (n=136) (n=134) (n=313) (n=311)
Median age (range), y 60 (26-87) 60 (34-85) 60 (26-89) 60 (28-85) | |Measurable disease® 71 75 71 71
Female, % 99 100 99 100 — - —
Prior lines of therapy in advanced/metastatic setting®
Postmenopausal, % 79 79 78 78
Race, % 1 82 80 82 76
White 43 51 47 46 2 18 20 184 23
Black or African American 3 4 2 2
Prior endocrine therapy 100 100 100 1002
Asian 45 37 39 41
Unknown/NR 9 7 12 9 Aromatase inhibitor 929 100 99 99
ECOG PS, % SERM 15 16 16 20
0 57 a7 61 64 i s
Prior CDK4/6 inhibitor 100 100 100 100
d 43 43 39 36
ESRTm, % 100 100 43 43 Palbociclib 50 54 46 52
Sites of disease, % Ribociclib 38 28 36 31
Visceral disease 68 68 63 63 o
Abemaciclib 16 25 20 21
Liver metastasis 46 44 40 36
Bone-only disease 18 18 18 20 Othert 1 5 4 4
100 Vepdegestrant 100 Vepdegestrant Fulvestrant
— \epdegestrant n=136 — Vepdegestrant n=313 n=311
90+ — Fulvestrant Median follow-up, months 74 904 — Fulvestrant Median follow-up, months 7.4 72
80 Events, n (%) 79 (58) 80 Events, n (%) 186 (59) 198 (64)
70 Median PFS, months 5.0 241 70 Median PFS, months 3.7 3.6
6-month PFS (95% CI): (95% ClI) (3.7-7.4) (1.9-3.5) 60 (95% Cl) (3:6-5.9) (22-3.8)
60+ 45.2% Stratified HR (95% CI) 0.57 (0.42-0.77) 9 Stratified HR (95% Cl) 0.83 (0.68-1.02)
(38:1=53) @ 50 2-sided P=0.07
50-| 2-sided P<0.001 @ 2
o 1
404 40
30+
30+
5 20
gl 22.7% 1 AL 104
104 (15.1-31.2)
0 —— 77— 77— T—T—T—T— 17—
i | I —— — 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 i
) Na: abrigk Time (Months)
Time (Months) Vepdegestrant 313 306 189 168 113 108 74 72 46 46 28 24 15 12 6 4 4 2 0
136 134 87 78 55 53 38 37 22 22 15 14 10 8 4 ) 0 Fulvestrant 311 292 162 143 101 98 58 54 36 36 23 12 7 7 4 3 2 0 0
134 126 62 52 30 29 15 12 8 8 7 2 1 1 1 0o 0 o0
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