
FUTURE ONCOLOGY 
2024, VOL. 20, NO. 32, 2447–2455 
https://doi.org/10.1080/14796694.2024.2377530 

CLINICAL TRIAL PROTOCOL 

VERITAC-2: a Phase III study of vepdegestrant, a PROTAC ER degrader, versus 

fulvestrant in ER + /HER2- advanced breast cancer 

Erika P Hamilton 
* , a , Cynthia Ma b , Michelino De Laurentiis c , Hiroji Iw a ta d , Sara A Hurvitz e , f , Seth A Wander g , h , 

Michael Danso 
i , Dongrui R Lu 

j , Julia Perkins Smith 
k , Yuan Liu 

l , Lana Tran 
m , Sibyl Anderson 

n and Mario Campone o 

a Breast Cancer Research Prog r am , Sar ah Cannon Research Institute , Nashville , TN 37203, USA ; b Medicine Department , 
Washington University School of Medicine , St Louis , MO 63110, USA ; c Department of Breast & Thoracic Oncology , Istituto 
Nazionale Tumori IRCCS “Fondazione G. Pascale,” Naples , 80131, Italy ; d Department of Medical Research & Developmental 
Strat egy , Nago ya City University , Graduate School of Medical Sciences , Nagoya , 467-8601, Japan ; e Division of Hematology 
Oncology , Department of Medicine , UW Medicine , Seattle , WA 98195, USA ; f Clinical Research Division , Fred Hutchinson Cancer 
Center , Seattle , WA 98109, USA ; g Division of Medical Oncology , Massachusetts General Hospital Cancer Center , Boston , MA 
02114, USA ; h Harvard Medical School , Boston , MA 02115, USA ; i Medical Oncology , Brock Cancer Center , Virginia Oncology 
Associates , Norfolk , VA 23502, USA ; j Biostatistics , Pfizer Inc. , San Diego , CA 92121, USA ; k Clinical Development , Pfizer, Inc. , New 

York , NY 10017, USA ; l Translational Oncology , Pfizer, Inc. , San Diego , CA 92121, USA ; m Clinical Pharmacology , Pfizer, Inc. , San 
Diego , CA 92121, USA ; n Clinical Research , Arvinas Operations, Inc. , New Haven , CT 06511, USA ; o Medical Oncology Department , 
Institut de Cancérologie de l’Ouest Angers-Nantes , Angers , 49055, France 

ARTICLE HISTORY 
Received 7 May 2024 
Ac c ept ed 4 July 2024 

KEYWORDS 
ARV-471; breast cancer; 
ER + ; fulvestrant; HER2-; 
PROTAC; targeted protein 
degradation; 
vepdegestrant 

ABSTRACT 
Vepdegestrant (ARV-471) is an oral PROTAC ER degrader that binds an E3 ubiquitin ligase and ER to 
directly trigger ubiquitination of ER and its subsequent proteasomal degradation. In a first-in-human 
P hase I/II study, vepdegestr ant monother apy was well toler ated with clinical activity in pr etr eated 
pa tien ts with ER + /HER2- advanced breast cancer. T he global, randomiz ed Phase III VERITAC-2 
study compares efficacy and safety of vepdegestrant versus fulvestrant in adults with ER + /HER2- 
advanc ed breast canc er aft er trea tmen t with a CDK4/6 inhibitor plus endocrine therapy. Pr ogr ession- 
free survival by blinded independent central review (primary end point) will be assessed in the 
in ten tion-to-trea t popula tion and ESR1 muta tion-positive subpopula tion. Secondary end poin ts 
include overall survival, tumor response, safety, pharmacokinetics, pa tien t-report ed out c omes, and 
circulating tumor DNA biomarkers. 
Clinical trial r egistra tion: NCT05654623 ( ClinicalTrials.gov ) 

PL AIN L ANGUAGE SUMMARY 
VERITAC-2 is a clinical trial comparing vepdegestrant, a new drug that degrades estrogen 

recept ors, t o an existing treatment called fulvestrant in patients with ER + /HER2- advanced 

breast cancer: Estr ogen r ec ept or-positive (ER + )/human epidermal g rowth fact or rec ept or 2- 
negative (HER2-) breast cancer grows in response to estrogen, a hormone in the body, and has low 

levels or no HER2 protein. People living with ER + /HER2- advanced breast cancer that has grown, 
spread to another part of the body, or cannot be removed by surgery are often treated with cyclin- 
dependent kinase (CDK) 4/6 inhibitors and endocrine therapies, but their cancer may get worse on 
these trea tmen ts and new trea tmen ts ar e needed . Fulv estr ant, an endocrine ther apy tha t a ttaches 
to estrogen rec ept ors, lowers estrogen’s effect on tumors and can slow or stop cancer growth. 
Vepdegestrant, a new medicine being t est ed for ER + breast cancer, is a PROt eoly sis TArgeting 
Chimera (PROTAC) protein degrader that attaches to estrogen rec ept ors and causes them to be 
tagged for removal by the cell’s natural protein disposal system. By r emoving estr ogen r eceptors, 
vepdegestrant may cause tumors to stop growing or shrink. 
This paper describes the Phase III VERITAC-2 clinical study comparing v epdegestrant v ersus 
fulvestrant in people living with ER + /HER2- advanced breast cancer previously treated with a CDK4/6 
inhibitor and endocrine therapy. 
Pa tien ts will be randomly assigned to r eceiv e v epdegestrant (a pill taken once daily by mouth) or 
fulvestrant (a shot given into the muscle). The purpose of the study is to find out how long people 
live without their cancer getting worse with vepdegestrant or fulvestrant. VERITAC-2 will also look 
at how long people live during the study, side effects people may experience, and the overall well- 
being of people throughout the study. 
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. Background 

.1. Background & rationale 

R + /HER2- breast cancer is the most common subtype
f all breast canc ers [ 1 ]. ER-mediat ed sig naling is a key
river of ER + breast cancer pathogenesis. When estrogen
inds its rec ept or, the ER dimerizes and translocates

o the nucleus where it forms an active complex to
nduce expression of genes that promote tumor cell
r owth and pr oliferation [ 1 , 2 ]. ER + br east cancer ther-
pies have focused on disrupting the ER-mediated sig-
aling pa thw ay, including r educing estr ogen pr oduction,
odulating estrogen signaling through the ER, and/or

ntagonizing/degrading the ER itself [ 1 ]. 
The current preferred first-line therapy for ER + /HER2-

dv anced/metasta tic breast cancer is endocrine therapy
ET) with an aromatase inhibitor in combination with
 CDK4/6 inhibitor [ 1 , 3 ]. Unfortunately, despite initial
fficacy in most pa tien ts, the acquisition of muta tions in
he estr ogen r ec ept or gene ESR1 and alt er ed gene expr es-
ion often lead to the development of ET resistance [ 1 ],
nd out c omes r emain poor [ 4–6 ]. Appr oximately 40%
f pa tien ts who r eceiv ed ar omatase inhibitors as tr eat-
ent for metastatic breast cancer have ESR1 mutations,

r imar ily in the ligand-binding domain of ER [ 7 ]; the
ost common ESR1 mutations are D538G and Y537S [ 7 ].

here is no clear standard of care in the second-line
etting, with trea tmen t based upon a number of factors,
ncluding agents previously used and consideration of
argeted agents based on tumor genomics [ 8–11 ]. How-
ver, sequential ET is generally recommended in pa tien ts
ith disease pr ogr ession and presumed endocrine sen-

itivity [ 8–11 ]. Thus, targeting ER remains a c ornerst one
f disease management, and the development of novel
Ts that can ov er come r esistance is an area of growing

nterest. 
Fulvestrant is a first-in-class selective ER degrader

SERD ) initially appro ved b y the U.S. Food and Drug
dministration (FDA) in 2002 for patients with ER + /HER2-
dv anced/metasta tic breast cancer [ 12 ]. SERDs pr imar ily

mmobilize ER in the cytoplasm limiting ER-directed
ene transcription, and they have also been shown to

ndirectly lead to ER degradation secondary to con-
ormational changes and/or immobilization of ER [ 13–
5 ]. Fulvestrant is a standard therapy for pa tien ts with
R + /HER2- adv anced/metasta tic br east cancer; how ev er,

t must be administered intramuscularly [ 16 ], and at its
abeled dose, ER prot ein deg radation is 40–50% [ 17 , 18 ].
ec ently, several target ed therapies for pa tien ts with
dv anced/metasta tic breast cancer have been approved
y the FDA, such as elacestrant for patients with ESR1 -
utated ER + /HER2- disease [ 19 ], capivasertib in com-

ina tion with fulvestran t for pa tien ts with one or more
PIK3CA/AKT1/PTEN alterations [ 20 ], and alpelisib, a PI3K
inhibitor appr ov ed in combination with fulv estrant for
pa tien ts with PIK3CA muta tions who pr ogr essed on
ET [ 21 ]. Alpelisib also demonstrated efficacy among
pa tien ts who pr ogr essed on CDK4/6 inhibitors [ 22 ], but
those with ESR1 mutations show resistance to PI3K
inhibitors [ 23 ]. Ov erall , ther e r emains an unmet need
for therapies with distinct mechanisms of action that
can effectively target ER and overcome mechanisms of
resistance, particularly in the second-line setting. 

1.2. Vep degestra nt (ARV-471) 

PROt eoly sis TArgeting Chimera (PROTAC) protein
degraders are small molecules that harness the cell’s
natural protein disposal machinery, the ubiquitin-
prot easome sy st em, t o induc e deg radation of a target
prot ein of int erest [ 24 , 25 ]. Vepdegestrant is an oral
PROTAC ER deg rader that induc es deg radation of
wild-type ER and clinically relev an t mutan ts [ 26 ].
Vepdegestrant has a half-maximal degradation
c onc en tra tion (DC 50 ) of approximately 1 nM in ER +
breast canc er c ell lines and induc es a similar level of
degradation of wild-type and mutant ER [ 26 ]. 

Unlike SERDs, which indirectly lead to ER degradation
sec ondary t o c onformational changes and/or immobiliza-
tion, v epdegestrant cr eates a trimer complex with the
E3 ubiquitin ligase and ER to directly induce ubiquitina-
tion of ER and its subsequent prot easomal deg radation
( Figure 1 ) [ 25 ]. Vepdegestrant has iterative activity and
can be r ecy cled to bind additional ER target proteins,
leading to their degradation. 

In preclinical studies of ER + breast cancer models,
vepdegestrant induced ≥90% degradation of wild-type
ER and multiple forms of mutant ER in cell lines and
inhibited ER-dependent breast cancer cell line prolifera-
tion [ 26 ]. In vivo , vepdegestrant at doses ranging from 3
to 30 mg/kg daily resulted in 85 to 120% tumor growth
inhibition (TGI) in an MCF7 orthotopic xenograft model.
In this same model, the 30-mg/kg vepdegestrant dose
achieved c omplet e TGI (105%) compared with 46% TGI
for fulvestrant (200 mg/kg biweekly for 2 weeks and
weekly for 2 weeks). In the hormone-independent ER
Y537S pa tien t -derived xenogr aft br east cancer model ,
vepdegestran t a t doses of 10 and 30 mg/kg daily demon-
strat ed tumor reg ression (99 and 107% TGI, r espectiv ely)
and r educed ER lev els by 79 and 88%, r espectiv ely [ 26 ].
Fulvestr ant demonstr ated 62% TGI and reduced ER levels
by 63% in the same model in contrast [ 26 ]. 

1.3. First-in-human Phase I/II clinical study 

Based on the pr omising pr eclinical data, a first-in-
human Phase I/II study (NCT04072952) of vepdegestrant
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Figure 1. Mechanism of action of vepdegestrant. a 
a General PROTAC protein degrader, cereblon E3 ligase, and ER target protein are shown in the schematic. The chemical structure of 
vepdegestrant is shown in the inset. 
PROTAC: PROteolysis TArgeting Chimera. 
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onotherapy and in combination with the CDK4/6
nhibitor palbociclib was initiated in patients with
R + /HER2- breast cancer; initial results have been
resen ted a t several scien tific c onferenc es [ 27–31 ].

n the Phase I dose escalation portion of this study,
epdegestr ant demonstr ated antitumor activity and was
ell t olerat ed at t otal daily doses rang ing from 30 t o

00 mg, with no dose-limiting toxicities [ 27 ]. Based on
he results of the dose escalation study, vepdegestrant
00 mg once daily (QD) and 500 mg QD w er e further
v alua ted in VERITAC, the Phase II expansion cohort of
he Phase I/II study. Pr eliminary r esults show enc ourag ing
linical activity and a well-t olerat ed safety profile [ 28–30 ].
epdegestrant 200 mg QD was selected as the Phase III
onotherapy dose based on comparable efficacy and

avor able toler ability in heavily pr etr ea ted pa tien ts with
R + /HER2- advanced breast cancer versus 500 mg QD as
ell as robust ER degradation in the VERITAC study [ 28 ]. 

. VERITAC-2 

.1. Study design 

ERITAC-2 (NCT05654623) is an open-label , randomized ,
lobal, multic ent er, Phase III study c omparing the efficacy
nd safety of vepdegestrant with fulvestrant in adult
a tien ts with ER + /HER2- advanced breast cancer after
rior combination CDK4/6 inhibitor therapy and ET
 Figure 2 ) [ 32 ]. 
2.2. Eligibility criteria 

Eligible pa tien ts have a c onfirmed diag nosis of
ER + /HER2- loc oreg ional r ecurr en t or metasta tic breast
cancer not amenable to surgical resection or radiation.
Pa tien ts must have had one line of prior trea tmen t with
a CDK4/6 inhibitor therapy in combination with ET and
no more than one additional line of ET wherein the
most recen t ET w as given for ≥6 mon ths before disease
pr ogr ession, and radiological disease pr ogr ession was
during or after the last line of therapy ( Table 1 ). 

2.3. Objectives & outcome measures 

The primary objective is to ev alua te the efficacy of
v epdegestrant compar ed with fulv estrant in both the
in ten tion-to-trea t popula tion and ESR1 mutation-positive
subpopulation, which will be assessed by pr ogr ession-
free survival (PFS) based on blinded independent cen-
tral review (BICR). Secondary objectives are to further
ev alua te the efficacy of vepdegestrant compared with
fulv estrant, including ov erall survival (OS) and objective
response rate (ORR) by BICR assessment, as well as to eval-
uate safety and tolerability, the effect of vepdegestrant
on QTc, pharmacokinetics (PK) of vepdegestrant and its
epimer, ARV-473, pa tien t quality of life, and changes in
tumor biomarkers. The primary and secondary end points
of the VERITAC-2 study are summarized in Table 2 . 
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Stratification factors 
• ESR1 mutation (yes vs no) 
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Vepdegestrant

200 mg orally daily
n≈280
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500 mg intramuscularly 
days 1 and 15 of cycle 1 and
day 1 of subsequent cycles

n≈280 

28-Day Treatment Cycles 

Figure 2. VERITAC-2 study design. 

Table 1. VERITAC-2 key eligibility criteria. 

Key inclusion criteria Key exclusion criteria 

– Women or men aged ≥18 years 
◦ Women must be post-menopausal or if pre- or peri-menopausal, 

must agree to initiate or continue use of an LHRH agonist 
◦ Men must agree to initiate or continue use of an LHRH agonist 
◦ WOCBP and men must agree to use c ontrac eption 

– Confirmed ER + /HER2- locoregional recurrent or metastatic breast 
cancer 

– Prior therapies for locoregional r ecurr ent or metastatic disease 
must fulfill all the following criteria: 
◦ 1 line of CDK4/6 inhibitor therapy in c ombina tion with ET (only 1 line 

of CDK4/6 inhibitor in any setting) 
◦ ≤1 ET (in addition to CDK4/6 inhibitor with ET) 
◦ Most recent ET given for ≥6 months prior to disease progression a 

◦ Radiological pr ogr ession during or after the last line of therapy 
– ECOG performance status of 0 or 1 
– Measurable disease evaluable per RECIST v1.1 or nonmeasurable 

bone-only disease 

– A ctiv e brain metastases 
– Inflammatory breast cancer 
– A dvanced , symptoma tic visc eral spread a t risk of life-threa tening 

c omplica tions in the short-term 

– Impaired cardiovascular function or clinically significant cardiovascular 
disease 

– Prior treatment with 
◦ Vepdegestrant 
◦ Fulvestrant 
◦ Elacestrant 
◦ mTOR, PI3K, or AKT pathway inhibitors 
◦ PARP inhibitors 
◦ Other investigational agents, including novel ET (SERDs, SERCAs, CERANs) 
◦ Chemotherapy for advanc ed/metasta tic disease 

a The most recent ET may be the ET component of the CDK4/6 inhibitor line of therapy. 
CERAN: Complete estr ogen r eceptor antagonist; ECOG: Eastern Cooperative Oncology Group; ET: Endocrine therapy; RECIST: Response Evaluation Criteria in 

Solid Tumors; SERCA: Selective estrogen receptor covalent agonist; SERD: Selective estrogen receptor deg r ader; WOCBP: Women of childbearing potential. 
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.4. Sample size/recruitment 

n total, VERITAC-2 will enroll approximately 560 patients
ho will be randomized 1:1 to r eceiv e v epdegestrant or

ulvestran t. Pa tien ts will be stratified by the presence or
bsence of mutation(s) in the ESR1 gene (determined by
lood sample), and the presence or absence of visceral
isease, defined as lung, liver, br ain, pleur al, or peritoneal

nv olv ement. 

.5. Assignment to interventions 

his is an unblinded, open-label study. Specific study
n terven tion for each pa tien t will be assigned using
nteractiv e r esponse technology (IRT). Str atified r andom-
zation will be centrally allocated using the IRT system.
epdegestrant will be administered as a 200-mg oral dose
D continuously in each 28-day cycle. Vepdegestrant
ust be taken with food at approximately the same

ime every morning. Fulvestrant will be administered
s a 500-mg dose intramuscularly on days 1 and 15
f cycle 1, then on day 1 of each cycle starting from
day 1 of cycle 2. Pa tien ts will con tinue to r eceiv e their
assigned trea tmen t un til objectiv e disease pr ogr ession
as determined by the investigator, global deterioration
of health status requiring disc ontinuation, unac c eptable
toxicity, pa tien t refusal of further trea tmen t, pregnancy,
sig nificant prot oc ol devia tion, or dea th. 

The study began March 3, 2023, and the estimated
study c ompletion dat e is May 15, 2028. Enrollment is
ongoing globally; countries with currently enrolling and
planned sites as of February 16, 2024, are shown in
Figure 3 . 

2.6. Data collection & management 

All data pertaining to an individual patient will be logged
in a case report form. For all pa tien ts, baseline ev alua tions
to assess efficacy will include c omput erized t omog raphy
(CT) or mag netic resonanc e imag ing (MRI) scans of the
chest, abdomen, and pelvis; pa tien ts will also r eceiv e
a full-body bone scan. Scans will be repeated every
8 weeks for the first 48 weeks from the randomization
date and then every 12 weeks thereafter (CT/MRI) and
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Table 2. VERITAC-2 study end points. 

End points 

Primary PFS in the ITT population and ESR1 mutation-positive subpopulation 
– Time interval from the date of randomization to the date of first documented tumor pr ogr ession determined by BICR assessment 

as per RECIST v1.1 or death due to any cause, whichever comes first 
Secondary OS 

– Time from date of randomization until the date of death due to any cause 
ORR 
– Proportion of patients with confirmed complete CR or PR by BICR 
DOR 
– Time from first documented evidence of CR or PR until pr ogr essiv e disease by BICR 
CBR 
– Proportion of patients with confirmed CR, PR, or SD ≥24 weeks by BICR 
Incidence of AEs, SAEs, and ECG and laboratory abnormalities 
QT interval (QTc) 
Plasma c onc entr ations of vepdegestr an t and its epimer, AR V-473 
Patient disease-, health-, and treatment-related QOL, assessed by: 
– EQ -5D -5L a 

– EORTC QLQ - C30 b 

– EORTC QLQ-BR23 c 

– BPI-SF d 

Cir cula ting tumor DNA changes 
a The EQ -5D -5L assesses patien ts’ curren t state of self-care , usual activities , mobility, pain/disc omfort , and anxiety/depression. The visual analog scale score 

r ecor ds the respondent’s self-rated health status [ 33 ]. 
b The EORTC QLQ - C30 c ontains 1 global QOL sc ore and 5 multi-item functional subscales , including ph ysical , r ole, emotional , cognitiv e, and social . Higher 

scores on QOL/functional domains are indicative of higher levels of functioning. Onc ology-rela t ed sympt oms are assessed using 9 symptom scales, where 
higher scores are reflective of a greater presence of symptoms [ 34 ]. 

c The female and male versions of the EORTC QLQ-BR23 contain 4 functional scales to assess body image, sexual functioning, sexual enjoyment, and future 
perspective and 4 symptom scales to assess systemic therapy side effects, breast symptoms, arm symptoms, and being upset by hair loss. Higher scores 
r epr esent gr eater sev erity [ 35 ]. 

d The BPI-SF assesses pain levels and their effect on daily life [ 36 ]. 
AE: A dv erse ev en t; BICR: Blinded independen t cen tral r eview; BPI-SF: Brief Pain Inv en tory -short form; CBR: Clinical benefit rat e; CR: Complet e response; 

DOR: Duration of response; ECG: Electrocardiog r am; EORTC QLQ-BR23: European Or ganization f or Resear ch and Tr ea tment of Canc er Quality of Life 
Questionnair e Br east Cancer Module; EORTC QLQ - C30: EORTC Quality of Life Questionnair e Cor e; EQ -5D -5L: 5-level EQ-5D; ITT: In ten tion-to-treat; ORR: 
Objectiv e r esponse rate; OS: Ov er all surviv al; PFS: Prog ression-free surviv al; PR: Partial r esponse; QTc: Corr ect ed QT int erval; QOL: Quality of life; RECIST: 
Response Evaluation Criteria in Solid Tumors; SAE: Serious AE; SD: Stable disease. 

Currently enrollinga

Planned

Austria

Puerto Rico

United States

Canada

Australia 

China

Japan

Mexico

South Africa

Taiwan

United Kingdom

Brazil

Argentina

Spain

France

Belgium

Czech Republic

Finland

Germany

Italy

Greece

Hungary

Republic of Korea

Sweden
Poland

Slovakia

Turkey

Switzerland

India
Israel

Bulgaria

Figure 3. Countries with VERITAC-2 study sites. 
a Countries with active study sites as of June 27, 2024. 
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4 weeks (bone scan) until r adiogr aphically and/or clin-
cally documented disease pr ogr ession as defined by
esponse Ev alua tion Cr iter ia in Solid Tumors v1.1, study
rea tmen t discon tinua tion, discon tinua tion from overall
articipa tion by pa tien t pr efer enc e, loss t o follow-up, or
eath. All imaging studies will be objectively verified
y BICR, and all tumor-based efficacy analyses will be
erformed using BICR tumor assessments as the primary
ata source. All adverse events (AEs) and serious AEs

SAEs) will be r ecor ded for each pa tien t through a t
east 28 calendar days after the last administration of
tudy in terven tion. AEs/SAEs will be coded using the
edical Dictionary for Regulatory Activities classification

y st em. Aft er trea tmen t discon tinua tion, all pa tien ts will
e followed for survival every 3 months until the date
f death from any cause. Patient-reported outcome
uestionnaires will be administered at screening, on day
 of cycles 1–6 and then on day 1 of subsequent even-
umber ed cy cles, at end of trea tmen t or withdraw al, and
t the 28-day posttreatment follow-up. 

.7. Planned statistical analyses 

ll efficacy analyses will be performed using the full
nalysis set, which includes all enrolled pa tien ts who
 er e randomized . All saf ety analyses will use the saf ety

nalysis set, which includes all randomized pa tien ts who
 eceiv e at least one dose of study intervention. Patients
ill be analyzed ac c ording t o the trea tmen t they w er e

andomized to r eceiv e. 
Statistical hypothesis testing of the primary end point

PFS by BICR) and key secondary end point (OS) will
e performed in two populations: 1) all randomized
a tien ts and 2) pa tien ts with ESR1 mutation. PFS and OS
ssociated with each treatment will be estimated using
he Kaplan-Meier method. The median PFS and OS (calcu-
ated in months) and associated 95% CIs will be presented
y trea tmen t arm. A stra tified log-rank test will be used
 o c ompar e PFS and OS betw een the tw o tr ea tmen t
rms. 

All safety analyses will be summar ized descr iptively;
ummaries of AEs and other safety parameters will
e provided as needed/appropriate. The number
nd percentage of patients who experience any AE,
AE , trea tmen t-rela ted AE , and trea tmen t-rela ted
AE will be summarized ac c ording t o worst t oxicity
rades. 

. Conclusion 

epdegestrant, a nov el , oral PROTAC ER degrader, is
 bifunctional small molecule that induces robust ER
egradation by harnessing the ubiquitin-proteasome
y st em [ 26 ]. In the first-in-human Phase I/II study,
vepdegestr ant monother apy was well t olerat ed and
showed evidence of clinical activity in heavily pr etr eated
pa tien ts with ER + /HER2- advanced breast cancer
[ 27–30 ]. 

The global, Phase III VERITAC-2 study is the first head-
t o-head study c omparing the efficacy and safety of
vepdegestrant with the intramuscular SERD fulvestrant
in pa tien ts with ER + /HER2- advanced breast canc er aft er
combination CDK4/6 inhibitor therapy and ET. 

In addition, vepdegestrant is being investigated
as a monotherapy and in combination approaches
across multiple trea tmen t settings for ER + breast
cancer, including a Phase III study comparing
vepdegestrant in combination with palbociclib versus
letro z ole in combination with palbociclib (VERITAC-
3; NCT05909397), a Phase II noncomparative study
ev alua ting vepdegestran t or anastro z ole as neoadjuv an t
monotherapy (TACTIVE-N; NCT05549505), a Phase Ib
study ev alua ting vepdegestran t in combina tion with
ev er olimus (TAC TIVE-E; NC T05501769), and a Phase
Ib/II study ev alua ting vepdegestran t in combina tion
with the CDK4-selective inhibitor PF-07220060
(TAC TIVE-K; NC T06206837). Vepdegestrant is also
under ev alua tion in an umbrella study (TACTIVE-U) in
combination with other anticancer treatments (ribociclib,
NC T05573555; samuraciclib, NC T06125522; abemaciclib,
NCT05548127) in pa tien ts with pr eviously tr eated ER +
adv anced/metasta tic breast cancer. 

Article highlights 

VERITAC-2 study rationale 
• ER-mediated signaling is a key driver of breast cancer pathogenesis 

in ER + /HER2- breast cancer, which accounts for the majority of all 
breast cancers. 

• Despite the initial efficacy of first-line treatments that use 
endocrine therapies (ETs), the acquisition of mutations in ESR1 
often leads to the development of ET resistance, leading to disease 
pr ogr ession and poor outcomes; there is no clear standard of care 
in the second-line setting. 

• Vepdegestrant is a small-molecule PROteolysis TArgeting Chimera 
(PROTAC) ER deg r ader that has a unique mechanism of action that 
harnesses the ubiquitin-proteasome system to induce direct 
ubiquitination and subsequent deg r adation of ER, unlike selective 
ER deg r aders, which lead to c onforma tional changes in ER tha t 
may indirectly result in ER deg r adation. 

• In preclinical studies, vepdegestrant demonstrated potent ER 
deg r adation and robust tumor growth inhibition and regression. 

• In a first-in-human Phase I/II dose escalation and cohort expansion 
clinical study, vepdegestrant was well t olerat ed and demonstrated 
antitumor activity; the 200-mg once-daily dose of vepdegestrant 
was chosen as the recommended Phase III monotherapy dose. 

VERITAC-2 study design 
• VERITAC-2 is an open-label, randomized, global, multicenter, Phase 

III study comparing the efficacy and safety of vepdegestrant with 
fulvestrant in adults with ER + /HER2- advanced breast cancer. 

• Eligible patients have a confirmed diagnosis of ER + /HER2- 
locor egional r ecurr ent or metastatic breast cancer not amenable to 
surgical resection or radiation. 

• Patients must also have had one line of prior treatment with 
CDK4/6 inhibitor therapy in c ombina tion with ET and no more than 
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one additional line of ET wherein the most recent ET was given for 
≥6 months before disease progression. 

• The primary end point is pr ogr ession-fr ee survival in both the 
in ten tion-to-trea t popula tion and ESR1 muta tion-positive 
subpopulation, and key secondary end points include overall 
survival , objectiv e r esponse r ate, dur ation of response, clinical 
benefit rate, and safety and tolerability end points. 

• This study plans to enroll 560 patients; enrollment is ongoing at 
the time of publication. 
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