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A randomized, phase 3, double-blind, placebo-controlled
trial of elacestrant plus everolimus versus elacestrant in
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ER+/HER2-advanced breast cancer (aBC) patients with

ESRT-mutated tumors progressing on endocrine therapy
(ET) plus CDK4/6i

IMPORTANT:

e The document contains the summary of a clinical trial,
and its sole purpose is to communicate the results of it
to the general public.

e This document is not intended to promote recruitment
or provide medical advice.

e The results reflected in this document may contradict
those of other trials.

e |t is not recommended to make decisions based on the
information collected in this document; it should always
be consulted with a medical professional beforehand.
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ABOUT THIS SUMMARY

SPONSOR: MEDICA SCIENTIA INNOVATION
RESEARCH S.L. & THE STEMLINE
INC., A MENARINI GROUP
COMPANY
CANCER TYPE: ER+/HER2- aBC
ESRI-mutated tumors

PHASE: PHASE Il
MEDICINE(S) STUDIED: elacestrant, everolimus
DATES OF STUDY: 2024- On going

TITLE OF THIS STUDY: ADELA: A randomized, phase 3,
double-blind, placebo-controlled
trial of elacestrant plus
everolimus versus elacestrant in
ER+/HER2-advanced breast
cancer (aBC) patients with
ESRI-mutated tumors
progressing on endocrine
therapy (ET) plus CDK4/6i

PATIENTS NUMBER: 240 (planned)
DATE OF THIS REPORT: May 5th, 2025
CLINICAL TRIALS.GOV: NCT06382948

The content for this document was finalized by Medica
Scientia Innovation Research (MEDSIR) on May 5th,
2025. The information in this summary does not include
additional information available after this date.
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What was the purpose of this study?

Estrogen is a natural hormone that plays an important role in
the healthy growth and function of female reproductive
organs. However, in abnormal situations, it can also fuel the
growth of certain types of breast cancer. One common type
of breast cancer is called ER-positive, HER2-negative
(ER[+1/HER2[-D). In this type, the cancer cells have estrogen
receptors that allow estrogen to attach and send signals that
help the tumor to grow. To block these signals, patients are
usually treated with hormone therapy (also known as
endocrine therapy or ET), which blocks estrogen’s effect on
the cancer. The current standard therapy for this type of
cancer combines ET with another type of drug called CDK4/6
inhibitors, which help slow down the cancer by stopping the
cells from dividing and multiplying.

While this treatment works well for many patients at first,
over time, it can become less effective. This is often due to
changes (called mutations) in a gene known as ESRI] that
make the cancer cells less sensitive to ET. These mutations
are especially common in advanced breast cancers, where the
disease has spread to other parts of the body, and they occur
in about 40-50% of patients after a long-term treatment with
ET. When this happens, the cancer becomes harder to treat
and may grow despite treatment.

The ADELA study is evaluating a new treatment approach for

patients in this situation, with the goal of helping them
manage their cancer more effectively.
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What do the researchers want to find out?

A previous study called EMERALD found that the medication
elacestrant was better at slowing down cancer growth than
standard ET when patients have ESRI-mutated tumors. This
medication works by binding to the estrogen receptor and
breaking it down, reducing its ability to help the cancer grow. In
patients who had already been on ET and CDK4/6 inhibitors for
12 months or more, subsequent treatment with elacestrant
delayed the progression of their disease for an average of 8.6
months, compared to just 1.9 months with other ET as
secondary treatment.

Researchers are now also looking into whether combining
elacestrant with other medications could enhance its
effectiveness. One promising partner is everolimus, a drug that
helps stop tumor growth and is typically used when other ETs
no longer work.

The ADELA study will test whether the combination of
elacestrant with everolimus can lead to better outcomes for
ER[+]/HER2[-] patients with ESRI-mutated tumors whose
cancer has progressed after receiving standard ET and CDK4/6
inhibitors. The main goal of the study is to evaluate how well
the treatment works in terms of delaying cancer progression
(progression-free survival, PFS). Secondary goals include
measuring how long patients live without their cancer
worsening (overall survival, OS), how long the treatment
remains effective (duration of response, DoR), how quickly
patients respond to the treatment (time-to-response, TTR),
how safe the treatment is, and any changes in their quality of
life. The study plans to enroll 240 patients.
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When and where is the study going to take

place?

This study began recruiting participants in December 2024. The
enrollment is taking place in more than 100 hospitals across
nine countries, including Spain, Italy, France, Austria, the Czech
Republic, Greece, Germany, the United Kingdom, and Brazil.

Who is taking part of this study?

This study is for adult women and men previously treated with
standard ET and a CDK4/6 inhibitor for advanced breast
cancer for at least six months, and with their cancer getting
worse during or after that treatment. Patients who received a
CDK4/6 inhibitor as part of an earlier stage of treatment—
before the cancer became advanced—may also be eligible, as
long as they were on that treatment for at least 12 months and
their cancer came back within 12 months after finishing it.
However, individuals cannot participate in this study if they
have received chemotherapy for advanced breast cancer or if
their cancer has aggressively spread to the brain or to the
leptomeninges, which are the thin tissues covering the brain
and spinal cord.

What are the main social implications?

The combination of elacestrant + everolimus may provide a
novel and effective therapeutic option for patients with
ER[+]/HER2[-] advanced breast cancer with ESR/-mutated
tumors who progressed on ET and CDK4/6 inhibitors that can
potentially improve clinical and patient outcomes
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Where | can find more information?

Your doctor can help you understand more about this study
and the results. Speak to your doctor about the treatment
options available in your country. You should not make
changes to your care based on the results of this or any single
study. Keep taking your current treatment unless instructed by
your doctor.

For more details, please visit:
https://www.medsir.org/adela-clinical-trial

The full scientific report of this study is available online at:
https://clinicaltrials.gov/

Thank you who took part in the study

If you took part in this study, Medica Scientia Innovation
Research (MEDSIR) and the Stemline Inc., a Menarini Group
Company, as the sponsors, extends its gratitude for your
participation. This overview will outline the findings of the
study. If you have any queries regarding the study or its
outcomes, please reach out to the doctor or staff at your study
location.

ABOUT MEDSIR

Founded in 2012, MEDSIR works closely with its partners to drive innovation in
oncology research. Based in Spain and the United States, the company manages all
aspects of clinical trials, from study design to publication, utilizing a global network of
experts and integrated technology to streamline the process. The company offers
proof-of-concept support and a strategic approach that helps research partners
experience the best of both worlds from industry-based clinical research and
investigator-driven trials. To promote independent cancer research worldwide, MEDSIR
has a strategic alliance with Oncoclinicas, the leading oncology group in Brazil with the
greatest research potential in South America. Learn how MEDSIR brings ideas to life:
www.medsir.org

www.medsir.org_ Barcelona, Spain | Boston, USA
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