Highlights from Europa Donna's
Metastatic Breast Cancer Advocacy

Webinar 2025

nger Together 23 May 2025

Europa Donna - The European Breast Cancer Coalition held its 8™ annual Metastatic
Breast Cancer (MBC) Advocacy Webinar bringing together 51 passionate advocates from
27 countries, primarily women and advocates living with MBC. International experts helped
them hone their advocacy skills and tools with talks on advances in research and treatment,
guidelines and shared decision-making. A highlight was the workshop session involving
role-play on shared decision-making for three patient-doctor scenarios, where the women
exchanged ideas and got to know other advocates in similar situations. Among the attend-
ees with MBC, most had liver, bone or brain metastases that “turned their world upside
down” at a recurrence of a wide range of cancer subtypes, from hormone receptor positive,
to HER2+, to BRCA mutation carriers, to triple negative. Many said they felt alone, invisible,
a “walking nightmare” for their friends with early breast cancer. Yet some have been living
well on treatment for a decade and beyond. Having MBC has been transformative in many
ways, where many channelled their experience into organisations to support women like
them. Many said that joining the webinar was reassuring: “We are all stronger together”.
Europa Donna President Stella Mastora thanked the women for joining and reiterated the
Coalition’s support of their unique needs.

In her introduction, Europa Donna Executive Director Marzia Zambon said that the webinar
aims to give MBC advocates reinforcement by supplying them with evidence-based infor-
mation and education. The Coalition’s #TheCancerCurrency campaign, launched in 2023
to raise awareness of MBC, features testimony of five women with MBC calling out to be
counted, two of whom actively participated in this year's webinar. Marzia pointed out that
the campaign helped to have MBC included in Europe’s Beating Cancer Plan. Europa Don-
na also has a special website section dedicated to the needs of people with MBC, including
video testimonies “Europa Donna MBC Advocates Speak Out”.
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How Breast Cancer Research and Medical Practice has
Evolved in the Last Decades: From the Discovery of DNA
to the Advent of Biomarkers and Targeted Treatment

Fatima Cardoso, President of the ABC Global Alliance, spelled out the major milestones
achieved in detection and treatment of breast cancer and MBC over recent decades. She
later provided a summary of treatments for each MBC subtype. “Knowledge is power” was
the main mantra of her talk.

The 1990s was the turning point for early breast cancer, when fewer women were found
to be dying of the disease. This was due to a combination of factors, from the screening pro-
grammes introduced in the 1970s and ‘80s, to breast cancer education and advocacy, and bet-
ter treatment options. These benefits cascaded along to MBC, when it was seen that more
women were living beyond 5 years and with a good quality of life, although progress has been
much slower for MBC than for early breast cancer. Over the decades, some of the main milestones that have led to such improve-
ments include population-based screening, multidisciplinary care, guidelines-based therapy, biomarker identification, and
patient-centred care.

Dr Cardoso described overlapping “revolutions” that have shaped breast cancer management. The 1950s-1970s witnessed
changes in scientific and social paradigms and dogmas, widespread screening and information campaigns. Breast cancer
went from being regarded as a local disease (in the breast) to a systemic one (in the whole body) and treatments followed suit
with the development of efficacious and tolerable therapies (e.g., tamoxifen). The concept of de-escalating therapy came into
play with breast-conserving surgery (lumpectomy) and sentinel node biopsy (with less tissue removed from the underarm), and
less radiotherapy. A revolution in imaging, including mammography and magnetic resonance imaging (MRI), led to population-
based screening and earlier detection.

This de-escalation/optimisation trend remains strong today and applies in MBC. In this regard, Dr Cardoso recommended choos-
ing agents and doses according to side effects (for better quality of life and adherence to therapy); including patient-reported
outcomes measures (PROMs) in clinical research and practice; avoiding chemotherapy when possible; and using one chemo-
therapy type rather than a combination (see below for more on therapy recommendations).

The 2000s ushered in the “omics” and translational medicine era. Revealing the cancer genome and genomic tools led to
breast cancer subtyping, individualised treatment, discovery of biomarkers (characteristics of a tumour or a person’s biology that
can guide therapy, prognosis, etc.), and faster therapy development. Effective use of biomarkers helps to identify those who
will benefit most from a therapy. If the biomarker is missing and the patient will not benefit, then the treatment can be avoided.
Examples Dr Cardoso cited included selecting patients who can benefit from endocrine therapy (ET) alone without targeted
therapy; those who can use HER2-targeted therapies alone (without chemotherapy); and selecting those who will benefit from
immunotherapy. Importantly, she pointed out that many people do not know their breast cancer subtype and so cannot ad-
equately discuss their care with physicians. Patients must know the type of cancer (e.g., status of hormone receptors, HER2) so
they know what tests they need and which treatments are options for them.

This leads to another ongoing revolution which is patient-centred medicine, where the care team tailors therapy according
to the patients’ wishes, in addition to the disease characteristics. Finally, another revolution is underway and still to come with
artificial intelligence (Al) and Big Data.

Approaches to Tackle MBC

This brings us to the current issues in therapy for MBC. One of the main hurdles is resistance to treatment. Dr Cardoso explained
that tumour cells are smart and know how to escape therapy, grow and become more complex, so we need to outsmart them by
changing to a treatment that the tumour is not expecting. For patients, this often leads to a therapeutic rollercoaster, where all
is well and then the disease progresses, treatment needs to be changed and adapted to; then the process repeats itself. She said
this is very stressful for patients: “Just know that it is not your fault that a treatment stops working. If anything, it is the fault of
the tumour or the treatment, but it is certainly not the fault of the patient. It's normal, there is no treatment that will last forever”.
In the effort to outsmart the tumour, it is crucial to re-test (i.e., biopsy) any metastases in case its characteristics (i.e., biomark-
ers) have changed. Possibilities for liquid biopsies (testing the blood, urine or other body fluid) are growing. Having a picture of
the tumour or disease over time can also help navigate against resistance. Above all, having various treatment options at our
disposal is fundamental to be able to change therapy.

For precision-targeted therapy in MBC, in routine clinical practice, tumour cells should be evaluated for oestrogen receptor
status (e.g., ER+); PIK3CA mutation status in ER+/HER2-; PD-L1 status in triple-negative breast cancer (TNBC); and individuals
for BRCA gene mutation status. She urged advocates to fight for high-quality pathology that is covered and not paid for out of
pocket. We should only test for biomarkers if we have access to a drug for it, which is important for regulators and policymakers
to be aware of.

Dr Cardoso described three mechanisms that are used in different MBC subtypes to try and outsmart the cancer. One is im-
munotherapy that enlists the body’s own immune system to attack the cancer. She explained how cancer cells gain the ability
to hide from the immune system. To address this, immunotherapy helps place “a light” or a marker on the cancer cell so that
the immune system detects it and knows to kill the cell. An example of this is checkpoint inhibitors that block the PD-L1 protein
(pembrolizumab, atezolizumab). These are used in TNBC.

PARP inhibitors are used in tumours with BRCA mutations. Presence of these mutations compromises the cell’s ability to repair
DNA. PARP is a protein that repairs DNA and drugs that block PARP interfere with this repair and cause the cells to die.

An antibody drug conjugate (ADC) is a form of chemotherapy that uses an antibody-based therapy to deliver the chemotherapy
inside the tumour cell. For example, the chemotherapy latches on to the trastuzumab antibody which transports it “like a bus”
into the tumour cell. This therapy is more highly targeted and less toxic than systemic chemotherapy that travels through the
blood. There are different ADCs approved for use in the three types of MBC (HR+/HER2-; HER2+; and TNBC).

Therapies for HER2+ MBC

HER2+ MBC is the subtype that has seen the greatest advances over time. Dr Cardoso said that unless there are contraindications,
patients should be offered anti-HER2 therapy early and it should be continued, evenif thereis disease progression. Thisis contrary
tousual practice where treatments tend to be stopped. For therapies, she said that trastuzumab is a must-have, pertuzumab is very
important to have, the ADCs trastuzumab emtansine (T-DMT1) and trastuzumab deruxtecan (T-DXd), and tucatinib are good to have.
She said that people should be aware of the side effects of therapy. For example, T-DXd can cause lung damage, as well as nau-
sea, vomiting, hair loss in some patients (she recommends use of an ice cap), and dry cough, which, like other side effects, should
be reported to doctors because it can be treated.



Therapies for ER+/HER2- MBC

In ER+/HER2- tumours, endocrine therapy should be given for as long as possible before chemotherapy, unless it is needed due
to severe organ dysfunction or no other ET options are possible. The standard of care is a combination of ET and a CDK4/6
inhibitor, which increases overall survival and at least maintains quality of life. The ABC guidelines recommend this combina-
tion for newly occurring or recurrent MBC, as first- or second-line therapy for post-menopausal women, and in combination
with ovarian suppression for pre-menopausal women, and men. If these stop working, other options are available and under
investigation. Dr Cardoso said to look out for results of a study of a PIK3CA inhibitor combined with palbociclib and fulvestrant
in tumours with PIK3CA gene mutations. Findings presented after the webinar showed this combination increased overall sur-
vival and delayed the need for chemotherapy. In summary, ABC guidelines recommend that several ETs (tamoxifen, aromatase
inhibitors and fulvestrant) are must-haves; CDK4/6 inhibitors are very important to have. For second-line, mTOR inhibitors (e.g.,
everolimus) and capivasertib (an AKT inhibitor) are good to have; elacestrant (an oral selective oestrogen receptor downregula-
tor) and the ADCs T-DXd and sacituzumab govitecan are good to have; and several chemotherapy agents are must haves. It is
important to balance between side effects and decreasing symptoms.

HER2-low MBC

HER2-low tumours contain HER2 but not enough to be classified as HER2+. Dr Cardoso highlighted that this is considered a new,
primarily predictive, biomarker and it is not considered a subtype of MBC. The ADC T-DXd is EU-approved in HER2-low MBC
based on studies showing that patients on this therapy survived some 6 months longer than on other standard therapies.

Therapies for Triple Negative MBC

Chemotherapy remains the main treatment in TNBC, with a single agent being better than a combination. There are now three
types of targeted therapy in TNBC, pembrolizumab (an immune checkpoint inhibitor targeting PD-L1), PARP inhibitors for BRCA
mutations, and the ADCs sacituzumab govitecan and T-DXd (in HER2-low). For this reason, Dr Cardoso said that ER, PR (proges-
terone receptor), HER2, PD-L1 and BRCA gene mutations are useful biomarkers in TNBC. High-quality pathology is always impor-
tant but is crucial in TNBC to confirm that it is indeed triple-negative. She added that immunotherapy (e.g., pembrolizumab) is
usually well tolerated but that the immune system can attack the body (like an autoimmune disease), with inflammation of the
thyroid gland being the common event of this type. Nonetheless, these therapies can lead to increased survival. Sacituzumab
govitecan, which targets Trop-2, also improves survival in TNBC.

What to do About Brain Metastases

Brain metastases can occur in all MBC types, but are most common in HER2+ and TNBC. Dr Cardoso said that multidisciplinary
team care is key. The best treatment is surgery on the tumour, if possible, followed by stereotactic radiotherapy, which is always
preferred over whole-brain radiotherapy. Some treatments, such as tucatinib and T-DXd, have been shown to enter the brain to
treat metastasis.

Addressing Questions

The question session brought up the topic of when to stop therapy because some patients are experiencing complete remission,
such as those on anti-HER2 therapy. Dr Cardoso recommended only stopping therapy if the health system allows you to go back
on a therapy if it is needed. She reminded the participants that more information, campaigns and guidelines on MBC are available
through the ABC Global Alliance (www.abcglobalalliance.org). Europa Donna representatives are on the Board of Directors of this

important international organisation.

The Lancet Breast Cancer
Commission: An Overview

The final report of the Lancet Breast Cancer Commission, pub-
lished in April 2024, calls for change to raise breast cancer
care standards and close gaps in equity around the world. Its
recommendations to improve care for MBC are an important
advocacy tool to use in approaching policymakers. Tanja
Spanic, ED past President and secretary general of ED Slove-
nia, was one of six patient representatives on the Commission.
Fatima Cardoso, also a member of the Commission, was a co-
author on the final report. In a joint presentation, they informed
webinar participants about the more than 2-year undertaking
and its conclusions to improve care for MBC. Tanja highlighted
the hidden and not-so-hidden costs of breast cancer and MBC: the toxicities, the personal, psychological, social and financial
costs of this disease, to name a few. The report suggests that exposing and reducing these costs and suffering is an incentive
for policymakers to invest in solutions. Tanja pointed out that the Lancet Commission report was launched at a policy event
involving Stella Kyriakides, EU Commissioner for Health and Food Safety at that time and an ED past president. Dr Cardoso pre-
sented the four main areas of the report pertaining to MBC: 1) addressing the insufficient data collection on MBC and the need
for registry data to include recurrences and gather high-quality data, 2) individualised treatment of MBC with equal access to
evidence-based therapies (e.g., access to trastuzumab and more affordable biosimilars), 3) multidisciplinary management
driven by guidelines because this improves survival, quality of life and is cost-effective, and 4) targeting stigma and turning
around negative attitudes towards MBC. There is a growing belief that some subtypes of MBC will soon be treated as chronic
diseases. Dr Cardoso said we need to believe we can change things by aiming higher. In this light, the report proposes measur-
able indicators for change that advocates can present to policymakers. For example, having at least 70% and a goal of 100% of
global cancer registries registering people with MBC. Then with this in mind, record the number of people with MBC and double
the median overall survival in a decade. The 55-page report is a roadmap for change based on an exhaustive effort involving
literature reviews, brainstorming, pilot research that provided new data, plus regular Lancet Commission meetings. Dr Cardoso
recommended reading the executive summary and tables in the document to pull out the main messages for advocacy. See the
Lancet Commission publication: https:/www.europadonna.org/wp-content/uploads/2024/04/LancetBreastCancerCommis-
sionReport_4.2024.pdf
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Shared Decision-Making in MBC

Bettina Mglri Knudsen, a PhD student at the Centre for Shared Decision Making in Denmark, as
well as Project Manager of the EU-funded 4D PICTURE project (which Europa Donna is involved in
at an advisory level), shared her insight on how to promote shared decision-making between the
patient and the doctor regarding management of a disease like MBC. It is an ongoing cooperation
in which doctors, as the experts in the disease, inform the patient about options, benefits, disad-
vantages, and risks of a therapy. In turn, the patient tells the doctor about their life circumstanc-
es, experiences, and life priorities. The treatment decision is made together by balancing the
medical perspective and the patient’s preferences. Informed consent does not qualify as shared
decision-making. Doctors may voice the concern that there is not enough time, yet a recent study
showed that consultations involving shared decisions were about 4 minutes long vs 1.5 minutes without them.

Accepting this interactive form of healthcare requires a change in culture and attitudes from doctors and from patients -
patients need to know that their voice is important and that expressing it can bring benefits. There is a fear among patients
that because of their decision they may be denied treatment or the chance to change their mind. In consultations for MBC,
treatment discussions dominate and often patients have little time to speak. “Please don’'t despair, because as patients you
have the power to help drive a stronger culture of shared decision-making forward,” she said.

Patients can be proactive so that their voice is heard: they can prepare questions in advance (e.g., about side effects, daily
life impact, prognosis if they so wish, and alternatives), tell doctors about personal goals (e.g., being able to work part-time
or attend a special event in the future), and priorities, such as living longer, feeling better, avoiding being hospitalized. They
can have a family member or friend accompany them to appointments as support. They can request time to think about the
options. Bettina added that reflection time is important: “If you take the time to reflect on things like this, they may stay on
the top of your mind and you may feel more confident and empowered to say them the next time you see your doctor.”

Workshops and Roleplay on Shared Decision-Making

Participants could then put this advice into practice in three separate workshops analysing different real-life scenarios and
the doctor-patient conversation, where the doctor’s response did not invite the patient to express herself. The scenarios
covered side effects, sexual difficulties and next treatment options. The participants engaged in lively discussions about how
to feel empowered to turn the table in the conversation and ask for other options. Many participants described their personal
stories, and a bond became apparent in this shared experience.

MBC is an advocacy priority for Europa Donna, which began holding annual MBC conferences and training in 2017 to address
the unmet needs of people with MBC. There is a special MBC section on the Coalition website which houses key advocacy
information on this topic (https:/www.europadonna.org/metastatic).
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