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Objective

 To report subgroup analyses of progression-free survival (PFS) assessed by blinded
independent central review (BICR) from the phase 3 VERITAC-2 trial comparing
vepdegestrant vs fulvestrant in previously treated patients with estrogen receptor
(ER) 1 gene-mutated (ESR1m), ER+/human epidermal growth factor receptor 2
(HERZ2)- advanced breast cancer

Key Findings

* Among 270 patients with ESR7m tumors randomized to vepdegestrant (n=136) or
fulvestrant (n=134), 21% were pre/perimenopausal, 80% and 61% had received
prior cyclin dependent kinase 4/6 inhibitor (CDK4/6i1) therapy for 212 and =18
months, respectively, 45% had liver metastases, and 42% had a PIK3CA, AKT1, or
PTEN alteration at baseline

*PFS by BICR was prolonged with vepdegestrant vs fulvestrant across all evaluated
subgroups, including:
— Pre/perimenopausal (hazard ratio [HR; 95% CI] 0.48 [0.24-0.95]) and
postmenopausal patients (0.60 [0.43-0.85])

— Patients treated with prior CDK4/6 inhibitor therapy for <12 months (0.94 [0.48—
1.84]), 212 months (0.51 [0.37-0.73]), and 218 months (0.45 [0.30-0.69])

— Patients with (0.50 [0.33-0.75]) and without liver metastases (0.60 [0.38-0.94])

— Patients with (0.70 [0.44-1.12]) and without PIK3CA/AKT1/PTEN alterations
(0.54 [0.36-0.80])

Conclusions

*Vepdegestrant was associated with PFS benefit compared with fulvestrant across
clinically relevant subgroups of previously treated patients with ESR1m, ER+/HER2-
advanced breast cancer

* These findings were consistent with the primary analysis of VERITAC-2, which
demonstrated statistically significant (HR [95% CI1] 0.57 [0.42-0.77]; P<0.001) and
clinically meaningful improvement in PFS by BICR with vepdegestrant vs fulvestrant
in patients with ESR1m ER+/HER2- advanced breast cancer’

* These analyses provide further information in key prognostic patient subgroups that
may inform clinical treatment decisions for patients with ESR7m breast cancer
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Background

*Vepdegestrant is an oral PROteolysis TArgeting Chimera (PROTAC) ER degrader that directly harnesses the ubiquitin-

proteasome system, the primary intracellular protein-disposal machinery?

* In contrast to selective ER degraders (eg, fulvestrant, elacestrant, imlunestrant), which are ER antagonists that indirectly lead
to ER degradation, vepdegestrant simultaneously binds ER and an E3 ligase, resulting in ubiquitination of the ER protein and

its degradation by the proteasome??

* The phase 3 VERITAC-2 trial is comparing vepdegestrant vs fulvestrant in patients with ER+/HER2- advanced breast cancer

previously treated with endocrine therapy plus a CDK4/6i’

—The primary endpoint of VERITAC-2 was met among patients with ESR7m tumors, showing statistically significant and
clinically meaningful prolongation of PFS by BICR with vepdegestrant vs fulvestrant (median: 5.0 vs 2.1 months; HR [95%ClI]

0.57 [0.42-0.77]; P<0.001)

—Vepdegestrant was well tolerated, with low rates of gastrointestinal adverse events (AEs), grade 23 AEs, discontinuations,

and dose reductions due to AEs

* Here, we report the results of subgroup analyses of PFS among patients with ESR7m disease in VERITAC-2

Results

Patients

« Among 270 patients with ESR1m tumors randomized to vepdegestrant (n=136) or fulvestrant (n=134), 21%
were premenopausal or perimenopausal, 80% and 61% had received CDK4/6i for 212 and =218 months,
respectively, 45% had liver metastases, and 42% had PIK3CA/AKT1/PTEN alterations at baseline (Table 1)

Methods

Figure 1: VERITAC-2 (NCT05654623) study design

Study Design

* VERITAC-2 is a global, open-label, randomized phase 3 trial Key Eligibility Criteria
(Figure 1) - Age 218 years old

- ER+/HER2- ad d tastatic breast
* The primary endpoint, PFS by BICR, was assessed across can+cer AEVANORE OT MEtas o Dress
clinically relevant subgroups without adjustments for multiplicity

* Prior therapy:
o — 1 line of CDK4/6i + ET
* These analyses were not statistically powered to detect group — <1 additional ET
differences and interpretation is limited by the small sample
size within some subgroups

— Most recent ET for 26 months
* All subgroups reported here were prespecified analyses,
except for prior CDK4/6i therapy duration threshold of 18

line of therapy

— No prior SERD (eg, fulvestrant, elacestrant)
— No prior chemotherapy for advanced disease
» Radiological progression during or after the last

28-day Treatment Cycles Primary Endpoints:

* PFS by BICR in:

Vepdegestrant (n=313) _ ESR1m population

200 mg orally QD — All patients

Randomization (1:1)

Fulvestrant (n=311)

Secondary Endpoints:

* OS (key secondary)

« ORR, DOR, and CBR by
BICR

 AEs

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

Stratification Factors:
« ESR1m (yes vs no)
» Visceral disease (yes vs no)

months

* The data cutoff date for these analyses was Jan 31, 2025

QD=once daily, SERD=selective ER degrader.

AE=adverse event; BICR=blinded independent central review; CBR=clinical benefit rate; CDK4/6i=cyclin-dependent kinase 4/6 inhibitor; DOR=duration of response; ER=estrogen receptor; ET=endocrine therapy;
ESR1m=ESR1m=estrogen receptor 1 gene-mutated; HER2=human epidermal growth factor receptor 2; IM=intramuscularly; ORR=0bjective response rate; OS=overall survival; PFS=progression-free survival;

Figure 3: BICR-assessed PFS by duration of prior CDK4/6i therapy among patients with ESRTm tumors

Table 1: Baseline characteristics of patients with ESR7m tumors

Vepdegestrant (n=136) Fulvestrant (n=134)

Median age (range), years 60 (26-87) 60 (34-85)
Female, n (%) 135 (99)2 134 (100)
Menopausal status, n (%) Premenopausal or perimenopausal 28 (21)2 28 (21)
Postmenopausal 108 (79) 106 (79)
Duration of prior CDK4/6i <12 months 31 (23) 22 (16)
therapy, n (%) >12 months 105 (77) 112 (84)
=18 months 77 (57) 87 (65)
Liver metastases, n (%) Yes 63 (46) 59 (44)
No 73 (54) 75 (56)
PIK3CA, AKT1, or PTEN Yes 58 (43) 55 (41)
alteration, n (%) No 78 (57) 79 (59)
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aThe 1 male in the vepdegestrant group was assigned a status of “premenopausal or perimenopausal.”

CDKA4/6i=cyclin-dependent kinase 4/6 inhibitor; ESR 7Tm=estrogen receptor 1 gene-mutated.

BICR=blinded independent central review; CDK4/6i=cyclin-dependent kinase 4/6 inhibitor; ESR1m=estrogen receptor 1 gene-mutated; HR=hazard ratio; PFS=progression-free survival.

Subgroup analyses of BICR-assessed PFS

* PFS by BICR was prolonged with vepdegestrant vs fulvestrant across all evaluated subgroups, including
pre/perimenopausal and postmenopausal patients (Figure 2), patients treated with a CDK4/6i for <12, 212,
and 218 months (Figure 3), patients with and without liver metastases (Figure 4), and patients with and
without PIK3CA/AKT1/PTEN mutations (Figure 5)

Figure 4: BICR-assessed PFS by presence or absence of liver metastases at baseline among patients with ESRTm tumors

Figure 2: BICR-assessed PFS by menopausal status in patients with ESRTm tumors

Patients without liver metastases

Median PFS,
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BICR=blinded independent central review; ESR1m=estrogen receptor 1 gene-mutated; HR=hazard ratio; PFS=progression-free survival.

Figure 5: BICR-assessed PFS by PIK3CA/AKT1/PTEN alteration status at baseline among patients with ESR7m tumors
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aThe 1 male in the vepdegestrant group was assigned a status of “premenopausal or perimenopausal.”
BICR=blinded independent central review; ESR71m=estrogen receptor 1 gene-mutated; HR=hazard ratio; NE=not estimable; PFS=progression-free survival.

No PIK3CA/AKT1/PTEN alteration detected
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BICR=blinded independent central review; ESRTm=estrogen receptor 1 gene-mutated; HR=hazard ratio; PFS=progression-free survival.
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