
What are some common treatments for 
ER+/HER2- advanced breast cancer? 

Doctors often use hormone therapy (also called endocrine therapy), 
which works by either blocking the body’s ability to produce 

estrogen or blocking the activity of estrogen in cancer cells. This 
may slow or stop cancer growth

•	 Aromatase inhibitors, such as letrozole, anastrozole, or exemestane, 
are endocrine therapies that reduce the production of estrogen

•	 Fulvestrant is an endocrine therapy that attaches to estrogen receptors 
and blocks their activity, which reduces estrogen’s effects on tumors

CDK4/6 inhibitors are another type of treatment and work by blocking 
certain proteins that cause cancer cells to grow

Some people have tumors that develop mutations, or changes in the 
tumor’s DNA, in a gene called the estrogen receptor 1 gene (ESR1). These 

mutations can make certain endocrine therapies not work as well
•	 Some new medicines specifically aim to treat people with ER+/HER2- 

advanced breast cancer whose tumors have developed ESR1 mutations

Patient reported outcomes with vepdegestrant (vep-DEG-eh-strent), 
a PROTAC ER degrader, vs fulvestrant in people living with  

ER+/HER2- advanced breast cancer

What is ER+/HER2- 
advanced breast cancer?  
ER+/HER2- breast cancer is a specific type of breast cancer
•	 Certain types of breast cancer grow in response to 

estrogen, a hormone in the body. This is called estrogen 
receptor–positive (ER+) breast cancer

•	 Some types of breast cancer have high levels of a 
protein called human epidermal growth factor 
receptor 2 (HER2) and are called HER2-positive 
(HER2+). Other breast cancer types have low levels 
or no HER2 and are called  
HER2-negative (HER2-)

Advanced breast cancer is cancer that 
has spread from the breast to nearby 
tissue (locally advanced cancer) or 
from the breast to more distant parts 
of the body (metastatic cancer)

What are PROs and why were they evaluated in this study?
In addition to slowing or stopping tumor growth, it is important for cancer treatments to maintain or improve people’s quality of life, including 
their physical and emotional well-being. Common symptoms experienced by people with advanced breast cancer include pain, fatigue, trouble 
working or doing daily activities, disrupted sleep, and emotional distress. Patient-reported outcomes (PROs) are information people share in 
a questionnaire about their symptoms and how they feel before or during treatment. PROs can help determine how a cancer treatment affects 
quality of life 

•	 Whether quality of life at the start of the study was 
maintained when taking vepdegestrant vs fulvestrant 

•	 How vepdegestrant and fulvestrant impact the overall 
health, the ability to function in daily activities, and 
pain of people receiving these medications 
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The main aim of this 
analysis was to find out

If quality of life changed in people 
who had tumors with ESR1 
mutations who took vepdegestrant 
vs fulvestrant in VERITAC-2
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What is vepdegestrant?
Vepdegestrant, also called ARV-471, is an 
investigational drug taken by mouth as a pill that 
researchers are testing for the treatment of ER+/
HER2- breast cancer. It is a PROteolysis TArgeting 
Chimera (PROTAC) estrogen receptor degrader

•	 PROTAC protein degraders are designed to attach to specific 
proteins in cells that can cause disease, which causes those proteins 
to be marked for elimination by a natural protein disposal system 
in the body

•	 Vepdegestrant works by causing estrogen receptors to be 
eliminated, which blocks the activity of estrogen and may stop ER+ 
breast cancer tumors from growing or cause the tumors to shrink

The phase 3 VERITAC-2 clinical study compared vepdegestrant with 
fulvestrant in people with ER+/HER2- advanced breast cancer who 
had prior treatment with endocrine therapy and a CDK4/6 inhibitor

Vepdegestrant
200 mg by mouth once daily

Fulvestrant
500 mg as an injection into 

muscle every 2 weeks during the 
first month and every 4 weeks 

after the first month

Most people had side effects with vepdegestrant that were mild or moderate

624 people with 
ER+/HER2− 
advanced breast 
cancer who had 
prior treatment 
with endocrine 
therapy and a 
CDK4/6 inhibitor

Randomize 1:1

Treatment with vepdegestrant extended the time people lived without their cancer 
growing or spreading compared with fulvestrant treatment in people living with 
ER+/HER2- advanced breast cancer who had tumors with  mutationsESR1

https://cslide.ctimeetingtech.com/esmo2025/attendee/confcal/presentation/list?q=veritac


PRO Analysis ​
4 questionnaires were completed before the 
study, every 4 weeks during the first 6 months, 
and every 8 weeks after the first 6 months

EORTC QLQ-C30

Symptoms
Scored from 0 (best) 

to 100 (worst)

Daily function
Scored from 0 (worst) 

to 100 (best)

Fatigue Pain Nausea/
vomiting

Dyspnea

Insomnia Appetite
loss

DiarrheaConstipation

Physical Role Emotional

Cognitive Social
functioning

Global health status/
quality of life

Overall perception of 
health and well-being 

Scored from 0 (worst) to 100 (best)

EORTC QLQ-BR23 (breast cancer-specific)

Symptoms
Scored from 0 (best) 

to 100 (worst)

Body
image

Sexual
functioning 

Future
perspective

Sexual
enjoyment

Systemic therapy
side-effects 

Breast
symptoms 

Effect of
hair loss

Arm
symptoms

Daily function
Scored from 0 (worst) 

to 100 (best)

EQ-5D-5L Visual Analog Scale

General measure of
quality of life

Overall health

Scored from 0 (worst) to 100 (best)

BPI-SF

4 questions rating pain over the 
last 24 hours at its “worst,” 

“least,” “average,” and “right now”

Pain severity domain

Pain at its worst in 
the last 24 hours

Worst pain domain Pain interference domain

General
activity

Walking
ability

Normal
work

Relations
with others

Mood Sleep Enjoyment

0 10
No pain As bad as you 

can imagine

0 10
Does not
interfere

Completely
interferes

0 10
No pain As bad as you 

can imagine

 

Results
WHAT WERE THE RESULTS OF THIS STUDY? 
PROS were shared by people with ESR1 mutations and advanced breast cancer, 
including 127 who were assigned to receive vepdegestrant and 129 who were 
assigned to receive fulvestrant. Baseline PRO scores were similar between groups

Quality of life scores for the overall health, daily functioning, and pain 
questionnaires showed no major change from the start until the end of the study in 
people taking vepdegestrant or fulvestrant

People taking vepdegestrant had a significantly longer time before their 
quality of life, daily functioning, or pain levels worsened compared with those 
taking fulvestrant 

Reduced risk of worsening 
with vepdegestrant 

than with fulvestrant 

Overall perception of health and well-being
Patients had a 40% reduced risk of
perceiving their health and well being as worse

Overall health
Patients had a 41% reduced risk of 
rating their overall state worse

Role functioning
Patients had a 36% reduced risk of having a 
limited ability to work and carry out daily activities

Emotional functioning
Patients had a 43% reduced risk of experiencing 
feelings of anxiety and/or depression

Cognitive functioning
Patients had a 47% reduced risk of having 
worsening cognitive function (brain fog)

Social functioning
Patients had a 43% reduced risk of having to 
limit their social functions and interactions

Body image
Patients had a 58% reduced risk of 
feeling worse about their body

Reduced risk of worsening 
with vepdegestrant 

than with fulvestrant 

Worst pain
Patients had 51% reduced risk of having their 
worst pain get worse

Pain severity
Patients had a 45% reduced risk of having 
worsening pain severity

Pain interference
Patients had a 43% reduced risk of having 
their pain interfere with daily tasks

Reduced risk of worsening 
with vepdegestrant 

than with fulvestrant 

Overall health status

Daily function

Pain

Not shown are symptoms of dyspnea and constipation which also had a reduced risk of worsening with vepdegestrant than with fulvestrant.

In patients with ESR1-mutated ER+/HER2- advanced breast cancer, the quality of life for 
people taking vepdegestrant was maintained throughout the study 

Vepdegestrant helped people maintain their quality of life for longer and delayed 
worsening of overall health, daily functioning, and pain compared with fulvestrant
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Who sponsored the study? This study is sponsored by Pfizer, Inc., in collaboration with Arvinas Estrogen Receptor, Inc.
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Pfizer and Arvinas thank the people who volunteered to participate in this study 
and their caregivers, as well as the investigators, researchers, and coordinators who 
contributed to this study
Writing and editorial support for this summary was provided by Red Nucleus, and was 
funded by Arvinas Operations, Inc.
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