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Background

Vepdegestrant, an oral PROTAC ER degrader, has a unique 
MOA that directly harnesses the ubiquitin-proteasome 

system to degrade ER8

• Surgery is the cornerstone of treatment for early and 
locally advanced BC
− SOC for HR+ HER2- disease includes 

neoadjuvant chemotherapy to increase surgical 
options1

• Neoadjuvant ET provides an effective and less toxic 
alternative to chemotherapy for patients with localized 
ER+/HER2- disease2

• Vepdegestrant is a selective, oral PROTAC ER 
degrader that targets WT and mutant ER3,4

• Vepdegestrant has demonstrated a favorable 
tolerability profile in previously treated ER+/HER2− 
advanced breast cancer,5-7 supporting evaluation 
earlier in the disease course, including the treatment-
naïve, neoadjuvant setting

1. Cardoso F, et al. Ann Oncol. 2019;30(8):1194-1220. 2. Spring LM, et al. JAMA Oncol. 2016;2(11):1477. 3. Békés M, et al. Nat Rev Drug Discov 2022;21(3):181-200. 4. Gough SM, et al. Clin Cancer Res. 2024;30(16):3549-3563. 5. Campone M, et al. N Engl J Med. 
2025;Epub ahead of print. 6. Hamilton EP, et al. ESMO. 2023; 390P. 7. Hurvitz SA, et al. SABCS. 2023; PO3-05-08. 8. Hamilton EP, et al. Futur Oncol. 2024;20(32):2447–55
BC=breast cancer; ER=estrogen receptor; ESR1m=estrogen receptor 1 gene mutation; ET=endocrine therapy; HER2-=human epidermal growth factor receptor; HR=hormone receptor; MOA=mechanism of action; PROTAC=PROteolysis TArgeting Chimera; SOC=standard 
of care; WT=wild type. 



TACTIVE-N: Open-Label, Noncomparative Phase 2 Study

aRandomization was stratified by size of primary breast tumor (T-stage: ≤2 cm, >2 to <5 cm, or ≥5 cm) and Ki-67 score (<20% or ≥20%). bNo formal statistical comparisons were planned. cBy central assessment in evaluable patients (vepdegestrant, n=100; anastrozole, 
n=48).dESR1m were detected by RNA-seq of tumor tissue in evaluable patients (vepdegestrant, n=92; anastrozole, n=40). BCS=breast conserving surgery; C=cycle; D=day; ER=estrogen receptor; ESR1m=estrogen receptor 1 gene mutation; HER2=human epidermal growth 
factor receptor 2; mPEPI=modified pre-operative endocrine prognostic index; PgR=progesterone receptor; PO=orally; QD=once daily; RNA-seq=RNA sequencing. 

Neoadjuvant treatment (≈5.5 months)
Key eligibility criteria: 

• ER+/HER2- localized BC
• Postmenopausal women
• Clinical T1c-T4c (≥1.5 cm), N0-N2, 

M0 amenable to surgical resection 
• No prior therapy 
• ER expression ≥10% (local IHC) 
• Ki-67 ≥5% (local lab)
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Vepdegestrant 200 mg PO QD 
(n=102)

Anastrozole 1 mg PO QD
(n=50) 

Baseline Week 2
(C1D15 ± 5 days)

~5.5 months
(C6D18 ± 10 days)

Stratified by tumor 
size and Ki-67 scorea

Tumor tissue obtained 
from core needle biopsy

Tumor tissue from 
surgical resection

NCT05549505
Data cutoff: 18 Nov 2024

Timeline:

Study Design
Parameter Vepdegestrant

(n=102)
Anastrozole

(n=50)
Age, years, median (range) 66.0 (50, 88) 66.0 (46, 88)
ECOG PS 0, % 83 90
Ki-67 score <20%, %c 51 50
PgR H score ≥1%, %c 87 77
Primary tumor size, %

≤2 cm 35 32
>2 to <5 cm 52 58
≥5 cm 13 10

Disease stage, %
IA/B 29 20
IIA/B 55 64
IIIA/B 16 16

Lymph node involvement, %
cN0 68 52
cN1 26 44
cN2a/b 6 4

ESR1m positive, %d 2 0

Primary endpointb: Ki-67 expression in tumors at week 2 (C1D15)
Key secondary endpointsb: Safety; clinical and pathological responses; 
mPEPI score at surgery; BCS rate; radiographic response during C6

Baseline Characteristics



Week 2 (C1D15) Surgery (C6D18)
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(n=93) (n=82)

Change in Tumor Ki-67 Expression
Vepdegestrant

aBased on an ANCOVA model with baseline Ki-67 score (assessed centrally: <20% vs ≥20%) and tumor size (≤2 cm, >2 to <5 cm, or ≥5 cm) as covariates for treatment. Geometric mean ratios are back-transformed LSM values from the ANCOVA.
ANCOVA=analysis of covariance; C=cycle; LSM=least square mean.

Week 2 (C1D15) Surgery (C6D18)
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Anastrozole

Geometric mean ratio 
(95% CI)a

0.286 
(0.207, 0.394)

0.155 
(0.098, 0.244)

% change from baseline 
(95% CI)

-71.4 
(-60.6, -79.3)

-84.5 
(-75.6, -90.2)

Primary Endpoint Exploratory Endpoint Primary Endpoint Exploratory Endpoint

Geometric mean ratio 
(95% CI)a

0.271 
(0.174, 0.422)

0.172 
(0.091, 0.0326)

% change from baseline 
(95% CI)

-72.9 
(-57.8, -82.6)

-82.8 
(-67.4, -90.9)



Secondary and Exploratory Endpoints
Secondary Endpoints Vepdegestrant (n=102) Anastrozole (n=50) 

Pathological complete response, % 1 0

mPEPI score 0 at surgery, % (95% CI)a 21 (14, 29)b 20 (11, 33)c

Breast-conserving surgery at C6D18, % (95% CI)a 70 (60, 78)b 54 (40, 67)c

Radiographic responsed, % 41 42

Complete response 5 8

Partial response 36 34

Stable disease 37 32

Exploratory Endpoints
PgR H score, % change from baseline, median (range)

Week 2 -100.0 (-100.0, 10.5) -78.1 (-100.0, 1185.7)

Surgery -100.0 (-100.0, 268.4) -97.5 (-100.0, 1542.9)
a95% Wilson CI. b90 patients (88%) received surgery as scheduled; 7 (7%) did not undergo surgery; 5 (45%) had unscheduled surgery. c40 patients (80%) received surgery as scheduled; 9 (18%) did not undergo surgery; 1 (20%) had unscheduled surgery. dComplete response or 
partial response per mRECIST during C6. 
C=cycle; mRECIST=modified Response Evaluation Criterion in Solid Tumors; mPEPI=modified pre-operative endocrine prognostic index.
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Baseline (n=93) Week 2 (C1D15; n=89) Surgery (C6D18; n=73)

Percent change from baseline,
median (range) -76.1 (-99.4, 5.5) -94.4 (-99.7, -33.9)

Vepdegestrant Pharmacodynamic Results 
Tumor ER Protein Levels

aRNA-seq data was only available in a subset of participants with sufficient biopsy tissue remaining. The n values reflect the number of patients with paired biopsies at baseline and the post-baseline timepoint. Statistical significance between time points was calculated using 
pathway scores (FDR by adjusted p value) for selected KEGG, REACTOME and HALLMARK pathways.
AQUA=automated quantitative analysis; ER=estrogen receptor; FDR, false discovery rate; FGSEA, fast gene set enrichment analysis; KEGG=Kyoto Encyclopedia of Genes and Genomes; PgR=progesterone receptor; RNA-seq, RNA sequencing.

RNA-seq Gene Expression Analysesa

Vepdegestrant led to robust reductions in ER and PgR protein levels, 
reduced activation of ER and cell-cycle pathways, and increased activation 

of immune response pathways at both timepoints

Hormone 
signaling

Immune 
response and 
inflammation

-3 -2 -1 0 1 2 3

Reactome antigen processing cross presentation
Reactome PD1 signaling

KEGG graft versus host disease
KEGG allograft rejection

KEGG cytokine cytokine receptor interaction
Hallmark interferon gamma response

Hallmark interferon alpha response
Hallmark inflammatory response

Hallmark MYC targets v2
Hallmark MYC targets v1

Hallmark mitotic spindle
Hallmark G2M checkpoint

Hallmark E2F targets
KEGG progesterone-mediated oocyte maturation

Hallmark androgen response
Hallmark estrogen response late

Hallmark estrogen response early

FDR ≥ 0.05 FDR < 0.05

Cell cycle and 
proliferation

-3 -2 -1 0 1 2 3

FGSEA normalized enrichment score vs baseline

Week 2 (C1D15; n=42) Surgery (C6D18; n=43)Pathway Activationa
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Baseline (n=93) Week 2 (C1D15; n=85) Surgery (C6D18; n=84)
Percent change from baseline,
median (range) -100.0 (-100.0, 10.5) -100.0 (-100.0, 268.4)

Tumor PgR Protein Levels



aGrade 3 TRAEs in the vepdegestrant group were hypertension (n=2) and QT interval prolonged (n=1). bGrade 3 TRAEs in the anastrozole group were ALT and AST increased in 1 patient. 
ALT=alanine aminotransferase; AST=aspartate aminotransferase ;TEAE=treatment-emergent adverse event; TRAE=treatment-related adverse event.

Event, % of patients Vepdegestrant 
(n=101) 

Anastrozole 
(n=48) 

TEAE
Any grade 81 77
Grade ≥3 12 15
Serious 4 10
Leading to:

Treatment discontinuation 3 8
Treatment interruption 15 4
Dose reduction 7 NA

TRAE
Any grade 64 48
Grade 3 3a 2b

TRAEs (≥5%), %

Vepdegestrant 
(n=101) 

Anastrozole
(n=48) 

Any grade Grade ≥3 Any grade Grade ≥3

Hot flush 24 0 19 0

Asthenia 19 0 6 0

Constipation 14 0 0 0

Arthralgia 13 0 23 0

Nausea 11 0 2 0

Fatigue 9 0 4 0

• Most TEAEs were grade 1/2; no grade 4 TEAEs occurred with 
vepdegestrant

• No deaths occurred during the study

Safety



Conclusions
• Neoadjuvant vepdegestrant demonstrated biological and clinical activity in this treatment-naïve, 

predominantly ESR1 WT population of postmenopausal women with ER+/HER2- localized BC

• Robust ER protein degradation and suppression of ER signaling was observed in tumor tissue 
from patients treated with vepdegestrant, supporting the pharmacodynamic effect and MOA of a 
PROTAC ER degrader in patients with BC

• Neoadjuvant vepdegestrant was well tolerated in patients with treatment-naive localized BC, as 
evidenced by low rates of discontinuation and grade 3 TRAEs

BC=breast cancer; ER=estrogen receptor; ESR1=estrogen receptor 1 gene; HER2=human epidermal growth factor receptor 2; MOA=mechanism of action; ; PROTAC=PROteolysis TArgeting Chimera; TRAE=treatment-related adverse event; WT=wild type.
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