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ASCO 2022 World Cancer Congress

Results of the largest study ever conducted to offer tailor-made
tfreatment for breast cancer patients over 70

From June 3 to 7 in Chicago (United States), the world's cancer community will meet for the landmark annual
conference of the American Society of Clinical Oncology (ASCQO). For five days, physicians from across all
areas of oncology, including many from Institut Curie, will share their most promising results to speed up the
fight against cancer.

On June 7, 2022, during ASCO, Dr. Etienne Brain, medical
oncologist at Institut Curie, specidlized in breast cancer
management and in freating older patients, will present the final
results of a groundbreaking and highly anticipated study
sponsored by Unicancer: Aster 70s. This phase 3 clinical trial
addresses the issues of therapeutic optimization and de-
escalation, treatment personalization and access to innovation for
the older population.

In addition, Dr. Etienne Brain will be awarded the B.J. Kennedy
Award for Scientific Excellence in Geriatric Oncology at ASCO on
June 4.

e Nearly 2,000 patients aged 70 and older enrolled in the Aster 70s study

e All patients with hormone-dependent breast cancer, the most common case at this age

e A phase 3 study with a parallel group/cohort

e Clinical study in older patients with a high focus on quaility of life

e Unparalleled data collection (geriatric variables, perception and acceptability of care,
autonomy and independence, side effects, biobank, etc.)

* Key points °

Nearly half of all cancers occur in people aged 65-70 and over. This will continue to increase in the coming
years, raising major challenges in terms of public health. However, the older population is too often excluded
from clinical trials, although so crucial to develop and improve appropriate treatments.

"With near 2,000 women with breast cancer aged 70 and older included according broad eligibility
criteria, Aster 70s is a remarkable study. Recruitment was conducted on fime over 4 years, between
2012 and 2016. In this program, more than half of the patients were randomly assigned to receive
chemotherapy or not after surgery. It's the first time that a study of this magnitude has been
conducted in a population usually excluded from clinical trials ", said Dr. Etienne Brain, medical
oncologist specialized in breast cancer management and in treating older cancer patients at Institut

Curie.
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"added Professor Jean-Yves Blay, President of Unicancer.

Professor Steven Le Gouill, Director of the Institut Curie Hospital Complex, said: "

The benefit of chemotherapy added to hormonal therapy remains controversial in patients with hormone-
sensitive breast cancer over the age of 70. Aster 70s is the first multicenter therapeutic trial which assessed
this question, based on the analysis of a fumor genomic signature (genomic grade index) used as a
biomarker to choose whether to give adjuvant chemotherapy or not in this population. ASTER 70s main
objective was to evaluate the benefit of chemotherapy on overall survival in case of tumor aggressiveness
(with a high genomic grade index): chemotherapy and hormonal therapy versus hormonal therapy alone.

Thus, 1,969 patients (from 140 French and 12 Belgian centers) with hormone-sensitive (i.e. estrogen receptor-
positive ER+) HER2-negative (HER2-) primary breast cancer or local relapse were included in the study,
without restrictive eligibility criteria. Patients with a high genomic grade index (i.e. aggressive) tumor - 1,089
patients in the study - were randomized between receiving chemotherapy and hormonal therapy after
surgery, or receiving hormonal therapy alone. Those with a low genomic grade index (880) did not receive
any chemotherapy. The median follow-up is 5.8 years and the median age is 75 years (70-92).

The main analysis under the intent to treat principle (groups analyzed as assigned to treatment) did not show
any significant benefit for chemotherapy on overall survival compared with hormonal therapy alone. This
does not mean that some patients might not derive a marginal benefit from chemotherapy, as suggested
by secondary analyses per protocol in the context that 10% of patients actually did not receive treatment
as assigned, especially for chemotherapy, with a rate of non-adherence very similar to those found in other
large randomized studies conducted in the younger population (e.g. RPONDER, TAILORx or MINDACT).

With the use of a genomic signature (genomic grade index), ASTER 70s shows no significant survival benefit
of adding adjuvant chemotherapy to endocrine therapy in older women with luminal breast cancer: this is
a first message of caution. If any benefit on survival exists, it is likely marginal, and this is a second message
of caution. Improved with the integration of geriatric factors, such signature could help beftter selecting the
right patients for such strategy.

The large amount of data collected in the Aster 70s program will allow detailed research on tumor or
individual factors to decide whether to give or not chemotherapy after surgery. The information collected
on patients' health status (including geriatric parameters), quality of life, and also the biobank (tissues, blood
tests...), will allow looking for correlations with benefit, time to health status- or quality of life-deterioration, or
ageing acceleration induced by freatment.



[D)
unicancer institut
S Curie

"Our results are first a cautfious message on the use of adjuvant chemotherapy in older
patients with luminal breast cancer, in favor of a therapeutic de-escalation, stressing the
considerable bias in our attitudes, relying much too often and without any demonstration or
good level of evidence to the same standards as in our younger patients. The vast amount
of information collected in Aster 70s will enable us to consider the necessary adjustments
and adaptations of these treatments, which are often over-prescribed like chemotherapy.
More specifically, data related to quality of life, autonomy, independence, occurrence of
side effects, acceptability of care, etc., will be crucial to forge new adequate and relevant
recommendations, which will certainly include innovation in oncology, will also focus on
quality of life and health parameters meaningful to all patients, but even more so fo the
older ones," concludes Dr. Etienne Brain.

All this work underlines the essential need for specific clinical research in this large segment of our patients’
population, older women with luminal breast cancer, where quality and perception of care are key
elements in the conversation with the patient and freatment choice.

Final results from a phase lll randomized clinical trial of adjuvant endocrine therapy + chemotherapy in women = 70
years old with ER+ HER2- breast cancer and a high genomic grade index: The Unicancer ASTER 70s frial. Session “Breast
Cancer — Local / Regional / Adjuvant”. Oral presentation on June 7 at 6:33 pm (CET)
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{ O The ASCO B.J. Kennedy Geriatric Oncology Award 2022 awarded to
)

= = Etienne Brain
- InstitutCurie
SR 22t b cancar, Named after ASCO Past President B.J. Kennedy, MD, the award

recognizes a physician for outstanding contributions to research,
diagnosis, and treatment of cancer in older patients, and in recognition
of his or her international educational and policy leadership in the field.
This year, the award was received by Dr. Etienne Brain on June 4 at
ASCO.

"l am very proud of this award, which | have received today, as it is the result of many years of work on the
freatment of older patients with cancer, particularly those with breast cancer. We must develop further
specific clinical research for this older population. This must be done with persistence, relying on the creativity
of new generations of oncologists and geriatricians, and encouraging international collaborations fo
innovate together, for the greater benefit of our older patients who are already our most frequent patients,"
says Dr. Etienne Brain.

Dr. Brain is the former chairman of the Breast Cancer Group of the European Organization for Research and
Treatment of Cancer (EORTC). He chairs the DIALOG Intergroup (GERICO/UCOG) dedicated to clinical
research for older patients. He is also a past president of the International Society of Geriatric Oncology
(SIOG).

Learn more about the Institut Curie's promising innovations and clinical advances at ASCO 2022 :
https://institut-curie.org/page/asco-2022-highly-promising-clinical-innovations-and-breakthroughs-
institut-curie

And Dr. Etienne Brain's explanations in video (in French): https://youtu.be/XHPtJ4Ifq4c
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About Institut Curie

Institut Curie, France's leading cancer center, combines an internationally-renowned research center with a cutting-
edge hospital group, which treats all types of cancer, including the rarest. Founded in 1909 by Marie Curie, Institut Curie
employs 3,700 researchers, physicians, and health professionals across three sites (Paris, Saint-Cloud, and Orsay), all of
whom contribute to its three missions of freatment, research, and teaching. As a private foundation recognized as a
public utility, Institut Curie is authorized to accept donations and bequests, and thanks to the support of its donors, is
able to accelerate discoveries and improve patient freatment and quality of life. For more information: curie.fr

About Unicancer

Unicancer is the only French hospital network dedicated 100% to the fight against cancer and the only national hospital
federation dedicated to cancer research. It brings together 18 private, non-profit cancer centers (CLCCs) at 20 hospital
sites in France, as well as two affiliated member institutions. The CLCCs provide care for nearly 530,000 patients per year
(in short stay, HAH and outpatient procedures).

Unicancer is also the leading European academic sponsor of clinical frials in oncology, with 106 active clinical frials
supported in 2020 and nearly 7,600 patients included. Unicancer also supports flagship programs that use real-life data
to improve knowledge and the evaluation of therapeutic strategies, notably through the ESME platforms, which gather
data from more than 76,000 cancer patients.

Recognized as a research leader in France, the Unicancer network boasts a global reputation by producing one third
of French publications of international scope in oncology (source: bibliometric study/Thomson Reuters). In 2020, the
Unicancer network sponsored up fo 700 clinical trials (inclusion or follow-up), more than 14% of CLCC patients are
included in clinical frials and more than half of the hospital-based clinical research programs (PHRC) are dedicated to
CLCC:s.

The 18 CLCCs and Unicancer's R&D department are ISO 9001:2015 certified for their clinical research.

>> Follow us: www.unicancer.fr

About GERICO Group

The GERICO group (Unicancer) is a multidisciplinary group dedicated to clinical research in Geriafric Oncology. If is
associated with the SOFOG/UCOG network (INCa) in DIALOG, the French intergroup for academic clinical research in
Onco-Geriatrics labeled by the INCA since 2014; labeling recently renewed associating them with the PACAN platform
(League).
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