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What is the
ASCO meeting?

World's Largest Cancer Conference

Largest clinical cancer research conference in the world.

B

¢

An Overwhelming Firehose of Data

Mearly 3,000-3,400 abstracts at hundreds of sessions — intensely overwhelming!

R

A Focus on the Human Side of Care

Foouses on supportive and survivorship care for patients.



What Is a Why Participate?
Clinical Trial?

A Research Study

‘ Access Cutting-Edge Treatment

Receive therapies years before approval — often at no
Tests new treatments in people, not just a lab. added cost.

Rigorously Protected

Benefit Future Patients
Independent safety boards monitor every step.

Your data shapes guidelines and saves lives for the next
generation.

‘ Close Equity Gaps

Diverse enrollment ensures treatments work for all
Lab discoveries tested safely in real patients. populations.

5-year survival: ~75% (1970s) - 91%+ today — every gain driven by clinical
trials

Voluntary & Informed

You can withdraw at any time — consent is ongoing.

Driven by Science




Common Concerns — and the Facts

CONCERN FACT

In cancer trials, you always receive at least standard of care —

"I might just get a placebo."
ghtjustg P placebos alone are rarely used.

CONCERN FACT

Trials exist at every stage — early, advanced, and metastatic — and
may offer newer options sooner.

"Trials are a last resort."

CONCERN FACT

Informed consent is ongoing. You can withdraw at any time, and all

“I'll'1 ntrol of my care." :
ose control of my care protocol changes must be explained.

CONCERN FACT

Many trials add no extra visits. Coordinators guide you, and many
appointments can be done remotely.

“It's too much extra work."

Ask your oncologist about open trials - Search ClinicalTrials.gov - Ask for a patient navigator




BREAST CANCER SUBTYPES

Three main subtypes, each with different biology and treatment approaches.
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First results from the OPTIMA phase llI
randomized non-inferiority trial of test-directed
chemotherapy in patients with high clinical risk
ER-positive HER2-negative early breast cancer.
a pre-planned time-driven analysis

Robert C. Stein, Andreas Makris, lain R. Macpherson, Luke Hughes-Davies, Andrea
Marshall, Sarah E. Pinder, Abeer Shaaban, Karen J. Taylor, Carmel Conefrey, Mary Rose
Falzon, Bjorn Naume, Belinda Emma Kiely, David A. Cameron, Helena Margaret Earl,
Daniel William Rea, Peter S. Hall, Adrienne Morgan, Stuart Mclntosh, John M.S. Bartlett,
Janet Dunn, OPTIMA Investigators and Trial Management Group

Prof. Robert C. Stein OPTIMA s registered as ISRCTN42400492



Background

* Tumor gene expression assays are widely used to assist
chemotherapy decisions for postmenopausal EBC with up to 3
iInvolved lymph nodes

* Supporting evidence for premenopausal patient use is mixed

* There is no prospective evidence for higher levels of lymph node
iInvolvement

* OPTIMA is an international RCT that recruits high clinical risk patients

* The OPTIMA hypothesis is that the number of involved nodes does
not affect chemotherapy response for low test-score tumors

* The OPTIMA pilot study selected the 50-gene Prosigna test for the
main trial
* Tumors with a Risk of Recurrence Score >60 are categorized high risk if NO

Prof. Robert C. Stein



OPTIMA design

Main eligibility criteria

*Women & men age =240 with excised breast cancer

*ER-pos (IHC>10%) & HER2-neg

*Nodes: »0-9N+,
»minimum T-size requirement if NO/ N1mi

* Neoadjuvant chemotherapy prohibited

informed
consent

Prof. Robert C. Stein
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*Control arm Prosigna testing used for analysis only. U.K. control am testing performed following recruitment completion



OPTIMA: Conclusions

The OPTIMA trial demonstrates that women and men with
ER+ HER2- EBC and ROR score <60 tumors can safely avoid
chemotherapy.

* The OPTIMA trial provides evidence for the utility of test-
directed chemotherapy in premenopausal women treated
with OFS and patients with high levels of nodal involvement.



A lay summary of OPTIMA

* The OPTIMA trial was designed to reduce unnecessary chemotherapy use for people
with newly diagnosed hormone sensitive breast cancer.

 OPTIMA recruited more than 4400 patients over 9 years from 6 countries.

* The trial compared the number of breast cancer recurrences and deaths in patients
treated with standard chemotherapy with those having a chemotherapy decision made
using the Prosigna test. Everybody received hormone therapy.

* Prosigna is a 50-gene test performed on cancer tissue removed at surgery.

* OPTIMA showed that at most 2% of patients with low test-score tumors benefit from
chemotherapy. Everybody gets chemotherapy side-effects.

* This includes premenopausalwomen aged 40 or older and patients with more than 3
involved lymph nodes.

Prof. Robert C. Stein
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Efficacy and safety of giredestrant (GIRE) in patients (pts) with
estrogen receptor-positive, HER2-negative early breast cancer
(ER+, HER2- eBC) in the Phase lll idERA BC clinical trial:
Results by menopausal status.

Peter Schmid, Charles E. Geyer, Jr., Miguel Martin, Sara A. Hurvitz, Kyung Hae Jung,

Mothaffar F. Rimawi, Shigehira Saji, Gustavo Werutsky, Nadia Harbeck, Sherene Loi,

Ernesto Pablo Korbenfeld, Isabel Blancas, Chi-Feng Chung, Rena Desai Callahan, Meilin Huang,
Miranda Craft, Mona D. Shah, Tanja Badovinac Crnjevic, Pablo Diego Pérez-Moreno, Aditya Bardia

Presenting author: Peter Schmid, MD, PhD, FACP
Queen Mary University of London, London, UK

Peter Schmid, MD, PhD, FACP
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Strategies to Inhibit Estrogen-Receptor Signaling in Breast Tumors

What is giredestrant?
Giredestrantis a highly
potent, non-steroidal,
orally bioavailable
selective estrogen
receptor antagonist and
degrader (SERD) that
works through a unique
dual mechanism: it both
degrades ERa protein and
immobilizes the
remaining receptor.

s
Aromatase Inhibitors
(e.g., letrozole, anastrozole,
and exemestane)
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Key eligibility criteria

e N At least 5-year treatment duration 5-year follow-up

/

Participants with ER+, HER2—-eBC

Stage I-lll disease (anatomic) Giredestrant (30 mg PO QD)

o pNO and pT > 1 cm with Grade 3, or Ki67 = 20%,
or high score on genomic assay,* or pT4ANO

o Node-positive SOCET

+ Pre- or post-menopausal Tamoxifen/anastrozole/letrozole/exemestane \

Long-term
follow-up

\

J

BC surgery within 12 months

(Neo)adjuvant chemotherapy if indicated

\ J
Stratification factors Primary endpoint
+ Risk: Medium-Tvs high-risk* Stage I-Ill BC * IDFS (excluding second primary non-BC)
* Region: USA/Canada/Western Europe vs Asia-Pacific vs RoW Key secondary endpoints
* Previous chemotherapy: No vs yes + DFS, DRFI, IDFS (including second primary non-breast invasive cancer, with exception of

+ Menopausal status$: Pre-menopausalvs post-menopausal

Ovarian function suppression with an approved LHRH agonist was required for all men and pre-menopausal women receiving Als or giredestrant

non-melanoma skin cancers and in situ carcinomas of any site), LRRFI, OS, safety

ClinicalTrials.gov number, NCT04961996. Adapted from Geyer CE, et al. ASCO 2023 (TP S616), with permission. Enrollment: August 2021 to September2023. Up to 12 weeks of ET + CDK4/6i were allowed. ER+ was defined as = 1% positive cells by
immunohistochemistry. * Oncotype =26 or high-risk MammaPrint. T Medium risk: pNO and primary tumor > 1 cmwith high-risk biologic features (Grade 3, or Ki67 =20%, or high score on genomic assay [if available]) and pN1 with low-risk biologic features
(Grade 1/2 and Ki67 < 20% and tumor < 5 cm and low score on genomic assay [if available]). ¥ High risk: pT4, or pN2, or pN3 and pN1 with high-risk biologic features (Grade 3, or Ki67 = 20%, or tumor > 5 cm, or high score on genomic assay
[if available]). § Defined as: prior bilateral oophorectomy, or age 260 years, or <60 years and amenorrheic for 12 months or more.Al, aromatase inhibitor; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DF S, disease-free survival; DRFI, distant recurrence-
free interval; (e)BC, (early) breast cancer; ER+, estrogen receptor-positive; ET, endocrine therapy; HER2—, HER2-negative; IDFS, invasive disease-free survival; LHRH, luteinizing hormone-releasing hormone; LRRFI, locoregional recurrence-free interval;

OS, overall survival; PO, orally; QD, once daily; R, randomization; RoW, rest of the world; SOC, standard-of-care.

)

Peter Schmid, MD, PhD, FACP
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* The lidERA BC trialdemonstrated a statistically significant IDFS (primary endpoint)

and clinically meaningful IDFS improvement with adjuvant

100 {4+ rte———
giredestrant over SOC ET DR — —
—*-_J_ _________
o HR:0.70(95% CI: 0.57,0.87; p=0.0014) 807 «
o 3-year IDFS rates: 92.4% vs 89.6% - I ——
« DRFI was improved vs SOC ET, with a 31% reduction in £ .
- -
risk of developing metastatic disease 1
. . 20 1
* OS trended in favor of the giredestrant arm
» The safety profile was favorable and consistent with the L - i - -
0 & 12 18 24 30 36 42
. . s Time [months)
known prOfIIe Of glredeStrant l‘-._r:"':q-'}ﬁ:l:lar': 2064 2021 1969 1932 1716 1088 M5 F. ]
. . . . - 2085 2016 1958 1654 1683 1048 325 25
o The rate of AEs leading to discontinuation from treatment
was lower with giredestrant vs SOC ET
AE, adverse event; BC, breast cancer; Cl, confidence interval; DRFI, distantrecurrence-free interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; OS, overall survival; SOC, standard-of-care.
1. Bardia A, etal. SABCS 2025 (oral GS1-10).
—_—
m Peter Schmid, MD, PhD, FACP 16
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Pre-menopausal Post-menopausal
Giredestrant n =840 SOC ET n =832 Giredestrant n =1209 SOC ET n = 1231

Arthralgia 177514 46.2/1.6]] Arthralgia 37432 448/2.01] Independent of

Hot flush [02734.0 358704 Hot flush [037222 23.6/0.2] menopausal status:

Headache I | Headache 1T 1 ’

Insomnia 11 Insomnia 11 * Fewer patients

ratigue I — ratigue ] switched to alternative ET
Nausea 1 1 Nausea LT 1 ) ;

COVID-19 . COVID-19 1 in the giredestrant vs. SOC

Back pain 1T 1 Back pain L 11 ET arm (5.7 vs 10.1%),
Hypertension | I Hypertension 1 mainly due to AEs

Radiation skin injury 11 Radiation skin injury 1 1
Osteopenia C 1] Osteopenia 1 Fewer patients
uRTI 11 uRTI ] discontinued treatment
B Asther?la 1] N AstherTla 1T 1 due to AEs in the
Pain in extremity I::I Pain in extremity |::|
UTI 11 UTI 11 giredestrant vs. SOC ET arm
Cough C 1] Giredestrant ~ SOC ET Cough C 11 Giredestrant ~ SOC ET (53 VS 82(%))

Diarrhea |::| |:|Grade1—2|:| Diarrhea |::| |:|Grade1—2|:|
Constipation C 1] W crace <[] Constipation 1] [l crace 34 [l

Dizziness I__l Dizziness l__|

60 50 40 3 20 10 0 10 20 30 40 50 60 60 5 40 30 20 1 0 10 20 30 40 50 60
Patients (%) Patients (%)
Common AEs were comparable across arms and subgroups at any grade.
Arthralgia and hot flush were the most common AEs regardless of menopausal status

Data cutoff: August 8, 2025.
AE, adverse event; ET, endocrine therapy; SOC, standard-of-care; uRTI, upper respiratory tract infection; UTI, urinary tract infection.

)

Peter Schmid, MD, PhD, FACP
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Pre-menopausal

n=1672

TAM

n=269 TAM
Giredestrant + LHRH agonist Giredestrant Al n=48
n =840 n=185/ n=1209 n=1183 (noton
- LHRH agonist LHRH agonist)
Patients, n (%) n=_84
109 (40.5)
All grade 488 (58.1) 445 (53.5) 336 (59.7) 614 (50.8) 660 (53.6) 646 (54.6) 14(29.2)
71 (38.4) / 38 (45.2)
Grade 1 332 (39.5) 304 (36.5) 223 (39.6) ST 419 (34.7) 423 (34.4) 411 (34.7) 12 (25.0)
52 (28.1) /29 (34.5)
27(10.0)
Grade 2 141 (16.8) 126 (15.1) 99 (17.6) 179 (14.8) 210 (17.1) 208 (17.6) 2(4.2)
19 (10.3) /8 (9.5)
1(0.4)
Grade 3 15(1.8) 15(1.8) 14(2.5) 0o 16(1.3) 27(2.2) 27(2.3) 0
Leading to 3(1.1)
discontinuation 13(1.5) 31(3.7) 28 (5.0) 082 20(1.7) 51(4.1) 51(4.3) 0
[ Fewer discontinuations with giredestrant compared with SOC ET, regardless of menopausal status ]

Data cutoff: August 8, 2025. * Includes preferred terms of arthralgia, pain in extremity, myalgia, musculoskeletal chest pain, musculoskeletal pain, limb discomfort, and musculoskeletal discomfort.
Al, aromatase inhibitor; ET, endocrine therapy; LHRH, luteinizing hormone-releasing hormone; SOC, standard-of-care; TAM, tamoxifen.
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Lay summary

Who does this research impact?
* People with atype of breast cancer called estrogen receptor-positive, HER2-negative early breast cancer
What did this research tell us?

» This study (lidERA Breast Cancer) showed that people lived for longer without an invasive version of their breast cancer coming
back after starting treatment with a pill called giredestrant, compared with the current standard endocrine therapy. It did not matter
whether they were pre-menopausal or post-menopausal — both groups of people benefitted from giredestrant

» Pre-menopausal and post-menopausal people also lived longer without their cancer coming back in a distant part of their body with
giredestrant, compared with the current standard endocrine therapy

« Common side effects were similar in people who received giredestrant and people who received the current standard endocrine
therapy, and they were also similar in pre-menopausal and post-menopausal people

» Joint pain and hot flushes were the most common side effects in both pre-menopausal and post-menopausal people

* Fewer people stopped giredestrant treatment overall, and due to side effects to do with pain in their muscles or bones, compared with the
current standard endocrine therapy, regardless of whether they were pre-menopausal or post-menopausal

What does this mean for patients right now?

» Giredestrant can help people live for longer without an invasive version of their breast cancer coming back, or their cancer coming back
in a distant part of their body, regardless of whether they are pre-menopausal or post-menopausal

Peter Schmid, MD, PhD, FACP g
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Neoadjuvant Pembrolizumab or Placebo plus
Chemotherapy Followed by Adjuvant Pembrolizumab
or Placebo for High-Risk Early-Stage Triple-Negative
Breast Cancer (TNBC): Final Analysis Results from
the Phase 3 KEYNOTE-522 Study

Peter Schmid,! Javier Cortes,? Rebecca Dent,3 Heather McArthur,* Lajos Pusztai,® Sherko Kimmel,® Carsten
Denkert,” Yeon Hee Park,® Rina Hui,® Nadia Harbeck,1® Masato Takahashi,'" Seock-Ah Im,2 Michael Untch,'3
Peter A. Fasching,'* Fatima Cardoso,'® Surui Hou,'® Usha Malhotra,'® Francisco Beca,'® Joyce O’'Shaughnessy'’

'Centre for Experimental Cancer Medicine, Barts Cancer Institute, Queen Mary University London, London, UK; “International Breast Cancer Center (IBCC), Pangaea
Oncology, Quironsalud Group, Barcelona, Spain; Medical Scientia Innovation Research (MedSIR), Barcelona, Spain; Faculty of Biomedical and Health Sciences,
Department of Medicine, Universidad Europea de Madrid, Madrid, Spain; 3National Cancer Centre Singapore, Duke — National University of Singapore Medical School,
Singapore; “University of Texas Southwestern Medical Center, Dallas, TX, USA; 5Yale School of Medicine, Yale Cancer Center, New Haven, CT, USA; ®Breast Unit, Kliniken
Essen-Mitte, Essen, Germany and Charité — Universitadtsmedizin Berlin, Department of Gynecology with Breast Center, Berlin, Germany; ’Institute of Pathology, Philipps-
University Marburg and University Hospital Marburg, Marburg, Germany; 8Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of
Korea; *Westmead Breast Cancer Institute, Westmead Hospital and the University of Sydney, Sydney, NSW, Australia and Centre of Cancer Medicine, School of Clinical
Medicine, University of Hong Kong, Hong Kong; '°Breast Center, Dept. OB&GYN, LMU University Hospital, Munich, Germany; ""Hokkaido University Hospital, Sapporo,
Japan; “Seoul National University Hospital, Cancer Research Institute, Seoul National University, Seoul, Republic of Korea; '®Breast Cancer Center, Helios Klinikum
Berlin-Buch, Berlin, Germany; "*University Hospital Erlangen, Comprehensive Cancer Center Erlangen-EMN, Erlangen, Germany; '"Department Medical Oncology,
Centre Antoine Lacassagne, Nice, France and Advanced Breast Cancer (ABC) Global Alliance; '®*Oncology, Merck & Co., Inc., Rahway, NJ, USA; "Baylor University
Medical Center, Texas Oncology, Sarah Cannon Research Institute, Dallas, TX, USA



Background

In KEYNOTE-522, neoadjuvant pembrolizumab (pembro) plus chemotherapy (chemo) followed by
adjuvant pembro led to statistically significant and clinically meaningful improvements in pCR, EFS, and
OS vs neoadjuvant chemo alone in high-risk, early-stage TNBC

First interim analysis: neoadjuvant pembro + chemo significantly increased pCR (ypTO/Tis ypNO)
by 13.6 percentage points (P<0.001)’
Fourth interim analysis (median follow-up, ~39 months): neoadjuvant pembro + chemo followed
by adjuvant pembro significantly improved EFS (HR, 0.63; P<0.001)?

— Seventh interim analysis (median follow-up, ~75 months): the regimen significantly improved
OS (HR, 0.66; P=0.001)3

Based on this study, regulatory authorities globally have approved pembro with chemo as
neoadjuvant therapy and continued as single-agent adjuvant therapy for high-risk, early-stage TNBC, and
the regimen is included in standard treatment guidelines4-°

Here, we report the final analysis (FA) results of KEYNOTE-522 after median follow-up of ~94 months

——
.SeAMNd P, etatt v Engl)Med2020;382:810-21. 2. Schmid P, etal. N Engl) Med 2022;386:556-67. 3. Schmid P, etal. NEngl/ Med 2024;391:1981-91. 4. Cardoso F, etat. Ann Oncol2019;30:1194-1220.
PSTRYH, et al. Ann Oncol2020;31:451-69. 6. Korde LA, et al. J Clin Oncol2022;40:1696-98.




KEYNOTE-522 Study Design (NCT03036488)

< Neoadjuvant Phase
Stratification Factors:
* Nodal status (+ vs -) Neoadjuvant Treatment 1 Neoadjuvant Treatment 2
* Tumor size (T1/T2 vs T3/T4) (cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks)

 Carboplatin schedule (QW vs Q3W)

'Key Eligibility Criteria
Age 218 years

Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0-2

ECOG PS 0-1

Pembrolizumab 200 mg Q3W

Tissue sample for PD-L1
assessment?

Placebo

Primary Endpoints

p == Adjuvant Phase =—p

Adjuvant Treatment
(cycles 1-9; 27 weeks)

Pembrolizumab 200 mg Q3W

* PCR (ypTO0/Tis ypNO) Neoadjuvant phase: starts from the first neoadjuvant treatment and ends

 EFS
Key Secondary Endpoint

after definitive surgery (post-treatment included)

- OS Adjuvant phase: starts from the first adjuvant treatment and includes

)

was®0mg/m2 Q3W. ‘Cyclophosphamide dose was 600 mg/m2 Q3W.

aMubi l!n sistof atleast 2 separate tumor cores from the primary tumor. PCarboplatin dose was AUC 5 Q3W or AUC 1.5 QW. °Paclitaxel dose was 80 mg/m2 QW ¢Doxorubicin dose was 60 mg/m2Q3W. eEpirubi

radiation therapy as indicated (post-treatment included)




Treatment-Related Adverse Events

100 - Grade Pembro + Placebo +
12 3.5 Chemo/Pembro  Chemo/Placebo
90 - All Treatment-Related (N =783) (N =389)
Pembro + Chemo/Pembro .
50 Any grade 98.9% 99.7%
1 Placebo + Chemo/Placebo L] o o
Grade 3-5 77.1% 73.3%
01 sasen Led to death 0.5%3 0.3%®
60.2 . . .
2 60 - 56.6 s Led to discontinuation 27.6% 14.1%
g 54.8 °° of any drug
S 50 A 46.9 476
S 42.3
g 40 - 38.8
30.4
30 1 252 2619252 255 25.326.2 959
22.1
20 - 17.0
10 1
0 L N
> - O
g o < ¢3> XN A QO (bfo
R @ ) D < Y Q & &
é‘b %OQ ?\(\Q) S\‘}OQ <<’$\' O\fg\ \g AO((\ v?;&‘
N <®

Treatment-Related AEs with Incidence 220%
——

ListJ_cwe adverse events attributed by investigators to trial treatment; participants may have had more than one event. @1 participant from sepsis and multiple organ dysfunction syndrome; 1 participant from
pnedmonitis; 1 participant from pulmonary embolism; 1 participant from autoimmune encephalitis. ®1 participant from septic shock. Data cutoff date: October 14, 2025.




Summary and Conclusions

)

\

At median follow-up of ~8 years, the protocol-specified final analysis of KEYNOTE-522 shows that
adding pembro to platinum-containing neoadjuvant chemo, followed by adjuvant pembro, continued
to provide substantial and clinically meaningful survival benefits in participants with high-risk,
early-stage TNBC

The survival benefit with pembro was generally consistent across prespecified subgroups, including
PD-L1 status, nodal status, and tumor size, and was observed regardless of pCR status

The addition of pembro reduced distant recurrence rates, an established predictor of favorable long-
term outcomes

The safety profile remained consistent with prior analyses and the known profiles of pembro
and chemo; no new safety signals were identified

These long-term results further support neoadjuvant pembro plus platinum-containing
chemo, followed by adjuvant pembro, as a standard-of-care treatment option for patients with
high-risk, early-stage TNBC




Plain Language Summary

To find out if people with previously untreated, high-risk, early-stage triple-negative breast cancer who receive pembrolizumab plus
chemotherapy before surgery and then pembrolizumab after surgery live longer without their cancer growing, spreading, or coming
back than those who receive chemotherapy alone before surgery

Pembrolizumab is an immunotherapy that allows the immune system to find and kill cancer cells

* Pembrolizumab plus chemotherapy helped people live longer without their cancer growing, spreading, or coming back

compared with chemotherapy alone
- The percent of people who were alive without their cancer growing, spreading, or coming back after 7 years was higher with

pembrolizumab plus chemotherapy (78%) than with chemotherapy alone (70%)
- The percent of people who were alive after 7 years was higher with pembrolizumab plus chemotherapy (85%) than with

chemotherapy alone (77%)

* People with previously untreated, high-risk, early-stage triple-negative breast cancer who received pembrolizumab plus
chemotherapy before surgery and then pembrolizumab after surgery lived longer without their cancer growing, spreading,
or coming back than those who received chemotherapy alone before surgery

For more information, visit these websites: Clinicaltrialsregister.eu and search with EudraCT number: 2016-004740-11
|
| E

)

Clinicaltrials.gov and search with NCT number: NCT03036488
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Mechanism of Action of Antibody Drug-Conjugates Sacituzumab Govitecan and Trastuzumab Deruxtecan
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ASCENT-04: Analysis of Efficacy by Biomarker Subgroups With
Sacituzumab Govitecan + Pembrolizumab vs Chemotherapy +
Pembrolizumab in Participants With Previously Untreated
PD-L1+ Metastatic Triple-Negative Breast Cancer

Sara M Tolaney', Peter Schmid?, Evandro de Azambuja3, Kevin Kalinsky4, Sung-Bae Kim?®, Clinton Yam®,

Bernardo Rapoport’-8, Seock-Ah Im?®, Barbara Pistilli'®, Wassim Mchayleh', David W Cescon'?, Junichiro Watanabe'3,
Manuel Alejandro Lara Bafuelas'4, Ruffo Freitas-Junior®, Alain Lortholary'®, Catherine Lai'’, Ann Chen'’,
Meghna Das Thakur'’, Yajia Zhang'’, Sherene Loi'8

'Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA; 2Centre for Experimental Cancer Medicine, Bart’s Cancer Institute, Queen Mary University of London,
London, UK; 3Institut Jules Bordet, Hopital Universitaire de Bruxelles (H.U.B), Université Libre de Bruxelles (U.L.B.), Brussels, Belgium; 4Winship Cancer Institute, Emory University,
Atlanta, GA, USA; 5Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea; 6The University of Texas MD Anderson Cancer Center, Houston, TX, USA;
"The Medical Oncology Centre of Rosebank, Clinical and Translational Research Unit (CTRU), Saxonworld, South Africa; 8Department of Immunology, Faculty of Health Sciences,
University of Pretoria, Pretoria, South Africa; °Seoul National University Hospital, Cancer Research Institute, Seoul National University College of Medicine, Seoul National University,
Seoul, Republic of Korea; '%Gustave Roussy, IHU-National PReclSion Medicine Center in Oncology, Villejuif, France; ""AdventHealth Cancer Institute, Orlando, FL, USA; "2Princess
Margaret Cancer Centre/UHN, Toronto, ON, Canada; '®Juntendo University Graduate School of Medicine, Tokyo, Japan; “SCIENTIA Investigacién Clinica, Chihuahua, Mexico;
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Introduction

SN-38 cytotoxic payload

pembro (HR, 0.65; 95% ClI, 0.51-0.84; P <.001) in participants with
previously untreated PD-L1-positive advanced TNBC'

Direct Killing

« The ASCENT-04 study demonstrated significant, clinically 3(
meaningful improvementin PFS with SG + pembro vs chemo + Trop-2 antibody —
i 3

=R

/ N

« SG targets Trop-2, a surface protein overexpressed in many
solid tumors, particularly in TNBC?4

¢ Mutations in BRCAT and BRCA2 and HER2 amplification or
overexpression are associated with altered efficacy of some
mBC treatments, although the role of these biomarkers is less
established in PD-L1-positive TNBC?®-°

Systemic
Release

Prespecified retrospective exploratory analyses evaluated the impact of Trop-2, BRCA, and HER2 biomarkers on

efficacy of SG + pembro vs chemo + pembro in ASCENT-04

Chemo, chemotherapy; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; mBC, metastatic breast cancer; PD-L1, programmed cell death ligand 1, pembro, pembrolizumab; PFS, progression-free survival; SG, sacituzumab govitecan;
TNBC, triple-negative breast cancer.

1. Tolaney SM, et al. N Engl J Med. 2026;394.354-66. 2. Goldenberg DM, et al. Oncotarget. 2015;6:22496-512. 3. Jacot W, et al. Cancer Med. 2025;14:¢70615. 4. Zhao W, et al. Oncol Rep. 2018,40:759-66. 5. Godet |, et al. Integr Cancer Sci Ther.
2017;4:10.15761/ICST.1000228. 6. Stoppa-Lyonnet D. Eur J Hum Genet. 2016;24:S3-S9. 7. Bardia A, et al. Ann Oncol. 2021;32:1148-56. 8. McCann KE, et al. Drugs Context. 2018;7:212540. 9. Chen W, et al. Cancer Discov. 2026;16:235-49.
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Methods

Subgroups Analyzed

* Participants with previously untreated, locally advanced
unresectable or metastatic PD-L1-positive (PD-L1 CPS2=10) TNBC
were randomized 1:1 to receive SG + pembro or chemo + pembro; the
primary end point was PFS by BICR * Characterized by H-score, as determined by IHCP

Trop-2 Expression

* This prespecified exploratory analysis was performed using central * Participants grouped by Trop-2 expression quartile

testing of fresh or archival (formalin-fixed paraffin-embedded) tumor

samples; 48% from metastatic sites in the Trop-2 biomarker analysis tBRCA Status

set * Measured by WES as local testing was uncommon
* Biomarker status was analyzed descriptively for association with PFS * Participants grouped by tBRCA WT or mut status

by BICR * Mutindicates mutation in BRCA1, BRCA2, or both
* At the primary data cutoff (March 2025), median follow-up was 14.0 genes

months (range, 0.1-28.6)’

. _ , _ _ HER2 Expression
* Participants from the ITT population were included in the biomarker

analysis set if they had = 1 evaluable biomarker measurement * Measured by ISHand IHC
available at baseline * Participants grouped as HER2 IHC 0 or HER2 low

* HER2low includes IHC 1+ or IHC 2+/ISH-

aMeasured per the 22C3 assay. *Scoring as follows: 0, negative or no staining of tumor cell; 1, weak or faint staining; 2, moderate staining; 3, strong staining. H-score determined by (% of 1+ tumor cells) + (2x% of 2+ tumor cells) + (3x% of 3+ tumor cells).
BICR, blinded independent central review; chemo, chemotherapy; CPS, combined positive score; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ITT, intent-to-treat; mut, mutation; PD-L1, programmed cell death ligand 1;
pembro, pembrolizumab; PFS, progression-free survival; SG, sacituzumab govitecan; TNBC, triple-negative breast cancer; WT, wild-type.

1. Tolaney SM, et al. N Engl J Med. 2026,394:354-66.
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ASCENT 04: Conclusion

* Sacituzumab Govitecan + pembro demonstrated longer PFS vs
chemo + pembro across all Trop-2, tBRCA, and HER2 subgroups.
These analyses strengthen support for the significant, clinically
meaningful benefit of SG + pembro as first-line treatment for mTNBC
across subgroups.




Conclusions

* Consistent with the results of the primary analysis of ASCENT-04, median PFS was longer across
all key participant subgroups with SG + pembro vs chemo + pembro’

— All Trop-2 expression quartiles
— Participants with both tBRCA WT and tBRCA mut status
— HER2 IHC 0 and HER 2 low expression subgroups

* Theresults of these analyses are consistent with results from the ASCENT study, in which
participants with metastatic TNBC treated with SG had longer PFS versus chemotherapy across
all Trop-2, BRCA, and HER2 categories?3

 Sample sizes in many subgroups were small and the analyses were descriptive, so caution should
be used in interpreting these results

The results of this analysis reinforce the significant, clinically meaningful benefit of SG + pembro as a first-

line treatment option for patients with previously untreated advanced PD-L1-positive TNBC across key Trop-
2,tBRCA, and HER2 biomarker subgroups

Chemo, chemotherapy; HER2, human epidermal growth factor receptor 2; mut, mutant;, PD-L1, programmed cell death ligand 1, pembro, pembrolizumab; PFS, progression-free survival; SG, sacituzumab govitecan; tBRCA, tumor BRCA; TNBC, triple-negative
breast cancer; WT, wild-type.

1. Tolaney SM, et al. N Engl J Med. 2026;394:354-66. 2. Bardia A, et al. J Clin Oncol. 2024;42:1738-44. 3. Bardia A, et al. Ann Oncol. 2021;32:1148-56.
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Giredestrant (GIRE) + palbociclib (PALBO) vs letrozole (LET) + PALBO
as first-line (1L) therapy in patients (pts) with estrogen receptor-
positive, HER2-negative locally advanced or metastatic breast cancer
(ER+, HER2- LA/mBC): Primary analysis of the Phase lll persevERA
BC trial.

Nicholas C. Turner, Komal L. Jhaveri, Aditya Bardia, Naoki Niikura, Meritxell Bellet Ezquerra, Carlos H. Barrios, Véronique
Diéras, Seock-Ah Im, Volkmar Muller, Erwei Song, Jorge Luis Martinez Rodriguez, Igor Bondarenko,
Mabel Mardones, Ching-Wei Chang, Maria Louka, Miranda Craft, Pablo D. Pérez-Moreno, Monika Patre, Sherene Loi

Presenting author: Nicholas C. Turner, MD, PhD
Royal Marsden Hospital and Institute of Cancer Research, London, UK
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Strategies to Inhibit Estrogen-Receptor Signaling in Breast Tumors

s @
Aromatase Inhibitors

(e.g., letrozole, anastrozole,
and exemestane)

( Selective ER Modulators
(SERMs)

(e.g., tamoxifen)

Selective ER Degraders
(SERDs)

(e.g., fulvestrant, elacestrant
and imlunestrant)
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Background

The combination of ET with a CDK4/6i is the current SOC for the
1L treatment of patients with ER+, HER2- LA/mBC"

Giredestrant is a potent next-generation oral SERD and full ER
antagonist, designed to drive deep and sustained inhibition of ER

signaling?

In Phase lll clinical trials, giredestrant has demonstrated superior
efficacy compared with SOC ET
— Asadjuvant monotherapy (lidERA BC)3
— Incombination with everolimus post-CDK4/6i for
LA/mBC (evERA BC)*#

Here we report the primary analysis of persevERA BC, evaluating
the efficacy and safety of 1L giredestrant + palbociclib in patients
with ER+, HER2- LA/mBC

Giredestrant + CDK4/6i mechanism of action

Extracellular space

@» @ Growthfactors
= )

|

CDK4/6 w | Giredestrant

P mTOR P Cyclin D

ER degradation

P

CDK2
Cyclin E

Adapted from Bardia A, et al. SABCS 2025 (GS1-10), with permission

1L, first line; AKT, protein kinase B; CDK2, cyclin-dependent kinase 2; CDK4/6(i), cyclin-dependent kinase 4/6 (inhibitor); ER(+), estrogen receptor(-positive); ET, endocrine therapy; G1/2, gap 1/2 phase; HER2—, HER2-negative;
(LA/m)BC, (locally advanced/metastatic) breast cancer; M, mitosis phase; mTOR, mammalian target of rapamycin; P, phosphorylation; PI3K, phosphoinositide 3-kinase; Rb, retinoblastoma; S, synthesis phase;

SERD, selective estrogen receptor antagonist and degrader; SOC, standard of care.
1. Gennari A, et al. Ann Oncol 2021; 32:1475-1496; 2. Liang J, et al. J Med Chem 2021; 64:11841—-11856; 3. Bardia A, et al. SABCS 2025 (GS1-10); 4. Mayer EL, et al. ESMO 2025 (LBA16).
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persevERA BC study design

A Phase lll, randomized, double-blind, placebo-controlled, multicenter trialin 1L LA/mBC

4 )
Key eligibility criteria: p N p N
@ ULESS, RERP=Ladime Giredestrant 30 mg PO QD
* Locally confirmed histologic/cytologic diagnosis + placebo PO QD
e _ N =992 + palbociclib 125 mg PO QD Day 1-21
¢ No prior treatment for advanced disease on each 28-day cycle Treatment until
e No prior treatment with a SERD PD or SURVIVAL
« Disease recurrence > 12 months from completing unacceptable FOLLOW-UP
prior (neo)adjuvant tamoxifen/Al Letrozole 2.5 mg PO QD toxicity
« Disease recurrence < 12 months for patients + placebo PO QD
receiving (neo)adjuvant tamoxifen (protocol v1) + palbociclib 125 mg PO QD Day 1-21
) i ) ) on each 28-daycycle \_ ) \_ )
e No active cardiac disease or history of
cardiac dysfunction

- J

* Patients with de novo mBC were capped at20%

Stratification factors:

Primary endpoint:
* Investigator-assessed PFS (INV-PFS) per RECIST v1.1

e Site of disease: Visceral vs non-visceral

* Menopausal status: Post-menopausal vs pre-menopausal/male

Secondary endpoints:
* Region: North America vs Western Europe vs Asia—Pacific vs other - 0S, ORR, CBR, DoR, safety, PROs (TTD of pain, physical functioning, role
» TFlsince the end of prior (neo)adjuvant therapy: De novo metastatic vs < functioning, GHS/Qol)

12 months vs > 12 months

Enroliment: October 9, 2020, to March 27, 2023. ER+ was defined as = 1% positive cells by immunohistochemistry. Pre-menopausal women, and men, also received ovarian function suppression with an approved luteinizing hormone-releasing
hormone agonist. 1L, first line; Al, aromatase inhibitor; CBR, clinical benefit rate; DoR, duration of response; ER+, estrogen receptor-positive; GHS/QoL, global health status/quality of life; HER2-, HER2-negative; (LA/m)BC, (locally advanced/metastatic)
breast cancer; ORR, objective response rate; OS, overall survival; PD, progressive disease; PO, orally; PRO, patient-reported outcome; QD, once daily; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumours;

SERD, selective estrogen receptor antagonist and degrader; TFI, treatment-free interval;, TTD, time to deterioration.

ClinicalTrials.gov number, NCT04546009. Adapted from Tumer NC, et al. ASCO 2021 (TPS1103), with permission.

)
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Pl‘lma I’y endeIntZ INV‘PFS Giredestrant Letrozole

+ palbociclib + palbociclib
n =495 n =497

1001
90+ Events, n (%) 300 (60.6) 323 (65.0)
80 -
Median, months 331 28.2
707 (95% Cl) (30.2, 38.3) (25.0, 33.1)
_ Stratified HR 0.89
e 5 (95% ClI) (0.76, 1.05); p = 0.1553
&
40
Median follow-up
30+ Giredestrant arm: 52.2 months (range: 0.4-63.5)
Letrozole arm: 52.1 months (range: 0.3-62.6)
20-
10
0- 1 1 1 1 1 1 I 1 1 1 1 1 I 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64
Time (months)
No. at risk

Giredestrant + palbociclib 495484 461429422 399 375353 347 325 310298 285 276 261255236217195190170 149 142130108 88 86 65 42 27 14 1
Letrozole + palbociclib 497 484 449 424 422 394 369 349 338 311295 286 271248 236230217 200186 176 156 141139119103 78 75 62 36 27 11

Giredestrant + palbociclib demonstrated a numerical improvement in INV-PFS vs
letrozole + palbociclib, despite the lack of statistical significance

) Data cutoff: January 30, 2026. The boundary for statistical significance was HR 0.85; 2-sided p < 0.0456.
Nicholas C. Turner, MD, PhD Clconfidence-interval-HR -hazard-ratio (INV-)PFS (investigator-assessed)-progression-free-survivak

)
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Key takeaway points/conclusions

1L giredestrant + palbociclib

resulted in a numerical improvement ) -
P Giredestrant + palbociclib was well

tolerated, with a manageable safety
profile and no unexpected findings

Further exploration is needed to
assess which patients may benefit
from giredestrant in the 1L setting

in INV-PFS vs letrozole + palbociclib
in ER+, HER2- LA/mBC, though it
did not meet pre-defined
statistical significance

1L, first line; BC, breast cancer; ER+, estrogen receptor-positive; HER2—, HER2-negative; PFS, progression-free survival; LA/mBC, locally advanced/metastatic breast cancer.

Nicholas C. Turner, MD, PhD
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Breast Cancer Survivorship

-YOCAS
-DEDICA study
-OASIS 4 study
-GLP1 studies
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YOCAS®® Yoga, Mood Disturbance, and Insomnia:
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Background

“*Up to 95% of cancer survivors experience mood disturbance,
anxiety, fatigue, or insomnia.

*» Greater than 50% of survivors experience more than one of
these side effects at the same time.

“* These side effects increase survivors’ morbidity, interfere with
resumption of normal daily activities, and reduce QOL.

** Most of the existing evidence on yoga for cancer survivors has
been limited to phase | and |l trials.

2026 ASCQ #ASCO26 prResenTep By: Yuri Choi, PhD, RN 11 l I ‘ ( UR ‘ ILMOT ASCO
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org \\/ MEDICINE CANCER INSTITUTE

NCORP Research Base E KNOWLEDGE CONQUERS CANCER



Specific Aims

% To assess the effect of YOCAS®® on
mood disturbance, anxiety, and
fatique

*» To assess whether improvements in
mood disturbance, anxiety, and
fatigue explain YOCAS®®-associated
improvements in insomnia

2026 ASCO #ASCO26 preseNTED BY: YUri Choi, PhD, RN
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org




YOga for CAncer Survivors (YOCAS©®) It

* Yoga Types
= Gentle Hatha
= Restorative
s Components
= Postures

) Br.eathmg < Prescription
= Mindfulness

» 4 Weeks
» 2 Sessions/Week (75 Minutes)
* Home Practice
s Standardization
* Yoga Alliance-Certified Instructors
= YOCAS®® Kit

2026 ASCO #ASCO26 prResenTep By: Yuri Choi, PhD, RN == URCC UR ‘ ILMOT ASCO
Presentation is property o f the author and MEDICINE CANCER INSTITUTE

ASCO. Permission required for reuse; contact permissions@asco.org NCC)RI) RESE"(II'Ch BSSC NNNNNNNNNNNN QUERS CANCER
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e 7 CAS
Eligibility

‘*Participants MUST: ‘*Participants MUST NOT:
= Have a confirmed diagnosis of = Have a confirmed diagnosis of
cancer sleep apnea
= Have completed treatment 2 to » Have metastatic cancer
24 months prior = Have regularly practiced yoga in
= Experience persistent moderate the past 3 months

to severe sleep disturbance
= Be able to read English
* Be > 21 years of age
= Give written informed consent

2026 ASCO PRESENTED BY: YUuri Choi, PhD, RN == URC H(}% ‘ W(ILI;M“(?[T ASCO

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.or NCORP Research Base E KNOWLEDGE CONQUERS CANCER



Y CAS

Clinical Trial Schema

Baseline Intervention Post-Intervention

<+ Eligibility &

Consent <+ Assessments

*»+ Assessments YOCAS®® o Mood

o Mood Disturbance
Disturbance o Anxiety

o Anxiety o Fatigue

o Fatigue o lInsomnia

o Insomnia Standard o Stop Daily

o Start Daily Care Diary
Diary

el T R I 88 URCC BUR WILMOT ASCO s




N 9CAS
Attendance, Adherence & AEs

‘*Average Attendance of Prescribed Sessions:
= 6.5 out of 8 sessions (81%)

“*Total Yoga Dose (FITT):
* Frequency: 3x’s/week
= RPE: 3.4
= Time: 182 minutes/week
» Type: Gentle Hatha & Restorative yoga

*Adverse Event:
= One serious grade 2 adverse event, unrelated to study procedures or yoga

participation

2026 ASCO - prResenTep By: Yuri Choi, PhD, RN ‘ \X /
#ASCOZG Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org .. URC C &JI& JAT I LMOT ASCO
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YOCAS®® Improves Mood Disturbance, N{SCAS
Anxiety, and Fatigue

- ""'I!!!l‘—ﬁf%—""'Il!ll' S Sp—
T \
*P < 0.05 |
** P < 0.001
" YOCAS®®
|

. Standard Care

Adjusted Mean Change
&n

* P < 0.001 BETTER

Mood Disturbance Anxiety Fatigue

ANCOVA model adjusted for baseline values and baseline-by-group interaction

2026 ASCO  JPIYSIY  reesereoer: Yuri Choi, PhD, RN ss URCC BUR 'WILMOT ASCO
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. . L N (CVASS
Conclusions & Clinical Implications

+YOCAS®® effectively treats mood disturbance, anxiety, fatique, and
iInsomnia among cancer survivors.

+YOCAS®® improves insomnia because it reduces mood disturbance and
fatigue.

*Clinicians should recommend Gentle Hatha and Restorative Yoga for
survivors.

“*Clinicians should familiarize themselves with credible yoga resources in
their communities for patient referral.

2026 ASCO  IYTTITY  reesevreosy: Yuri Choi, PhD, RN 2 URC
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Key Takeaway Points

1 2 3

YOCAS®? js effective Part of the reason Clinicians should
for treating mood YOCAS®® improves recommend Gentle
disturbance, anxiety, iInsomnia is because it Hatha & Restorative
fatigue, and insomnia reduces mood Yoga for survivors
among cancer disturbance and experiencing mood
survivors. fatigue. disturbance, anxiety,
fatigue, or insomnia.
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The effect of Mediterranean diet, physical activity and
vitamin D on breast cancer recurrence and
cardiometabolic health: a multicenter randomized trial

Livia S. A. Augustin*', Vincenzo Di Lauro?, Massimo Libra3, Paola Rocco', Elvira Palumbo®, Sara Vitale'!, Giuseppe Porciello!, Maria Grimaldi', Rosa Pica’,
Anna Crispo!, Assunta Luongo', Melania Prete’, Anita Minopoli4, Ernesta Cavalcanti4, Jerry Polesel%, Davide Gatti®, Gabriele Riccardi?, David J. A. Jenkins8-11,
Egidio Celentano', Michelino De Laurentiis?.

Livia S. A. Augustin, PhD, DPH
Epidemiology and Biostatistics Unit,
National Cancer Institute "Fondazione G. Pascale" Napoli (Italy)

" Epidemiology and Biostatistics Unit, Istituto Nazionale Tumori IRCCS “Fondazione G. Pascale”, Naples, Italy; 2 Division of Breast Oncology, Istituto Nazionale Tumori—IRCCS “Fondazione Giovanni Pascale”, Naples, ltaly; 3
Department of Biomedical and Biotechnological Sciences, Oncologic, Clinical and General Pathology Section, University of Catania, Catania, Italy; * Laboratory Medicine Unit, Istituto Nazionale Tumori—IRCCS “Fondazione
Giovanni Pascale”, Naples, Italy; 5 Unit of Cancer Epidemiology, Centro di Riferimento Oncologico (CRO) IRCCS, Aviano, Italy. ® Rheumatology Unit, University of Verona, Verona, ltaly; 7 Department of Clinical Medicine and
Surgery, Federico Il University, Naples, ltaly; 8 Department of Nutritional Sciences and Medicine, Temerty, Faculty of Medicine, University of Toronto, Toronto, Canada; ° Clinical Nutrition and Risk Factor Modification Centre, St.
Michael's Hospital, Toronto, Canada; '° Division of Endocrinology and Metabolism, St. Michael's Hospital, Toronto, Canada; ''Li Ka Shing Knowledge Institute, St Michael's Hospital, Toronto, Canada.
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L International Lifestyle Recommendations

LIMIT CONSUMPTION LIMIT CONSUMPTION + L Occasional
OF RED AND OFSUGAR consumption
PROCESSED MEAT SWEETENED DRINKS Peiales v
5
Discretionary Weekly
LIMIT CONSUMPTION B rorsct A0 consbp
OF 'FAST FOODS' AND
LIMIT ALCOHOL
OTHER PROCESSED
FODDS HIGH IN FAT, World CONSUMPTION
STARCHES OR SUGARS Cancer

Research
Fund International

N

i
EAT A DIET RICH D0 KOTUSE
' ouR py |
FRUIT AND BEANS CANCER PREVENTION PREVENTION . ; _-—
RECOMMENDATIONS ‘4‘\ & @ £28 41 § S
S Waste Conwviviality Exercise Weight control
Mot smoking and awoiding other exposure to tobacco and - -
seSEALY i s nporat g caner BRERTIED i Mediterranean lifestyle
intakes of salt, saturated and trans fats, which together BABY, IFYOU CAN
will help prevent other non-communicable diseases.
AFTER A CANCER
BEA DIAGHOSIS: FOLLOW OUR
HEALTHY WEIGHT RECOMMENDATIONS,
IFYOU CAN

oyr survival rates for BC in Italy: 88%

“
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LIVING WITH AND BEYOND BREAST CANCER

(HEALTH AND HEALTH-RELATED QUALITY OF LIFE OUTCOMES)

2022

STRONG EVIDENCE

STRONG
EVIDENCE
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H-‘

Physical activity W HR quality of lifely Body fatness? All mortality
interventions BC mortality
2nd BC
Healthy dietary [ ALl mortality Body fatness* Recurrence
patterns® Mon-cancer MNon-BC mortality
mortality CVD mortality
Soy foods All mortality
BC mortality
Recurrence
Dietary fibre All mortality
Vitamin D statuss | ALl mortality
BC mortality
Recreational ALl mortality
physical activity §BC mortality

Post diagnosis BMI change or weight change

Low-fat diet, predefined healthy dietary and Lifestyle patterns (for breast
cancer-specific mortality and cardiovascular dizease death), data-driven

ietary patterns, high-fat dietary pattern, alcoholic drinks, fruit and vegetables,
cruciferous vegetables, dietary fibre (for breast cancer-specific mortality

and recurrence), wholegrains, red and processes meats, fish, eggs, milk and
dairy products_ nutrients (fats, carbohydrate, animal protein, plant protein),
supplements (multivitamins, antioxidants, vitamins, carotenocids), vitamin D
{blood levels on recurrence)
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DEDiCa study: multicentric RCT in 7 Italian oncologic centres ‘
(Eudract 2015-005247-14; NCT02786875) t

Participants: 506 Breast Cancer Survivors (230=75y), stages I-lll, without metastasis EXCLUSION CRITERIA
within 12 months from histelogical diagnosis 1. Patients with sarcoidosis or other granulomatous diseases or with
‘ ‘ hypercalcemia (Ca>11 mg/dL).
2.  Patients with any previous or with current concomitant other malignant
253 Low Intensity treatment 253 High Intensity treatment cancer.
4 randomized in error 10 randomized in error 3. Pregnant or lactating women.
due to presence of due to presence of 4. Patients with AIDS diagnosis
exclusion criteria exclusion criteria 5.  Patients with severe renal insufficiency
] 6. Patients with kidney stones (nephrocalcinosis or nephrolithiasis)
‘ l 7.  Patients participating in other lifestyle clinical trials
249 Low Intengity treatment (ITT) 243 High Intensity treatment (ITT) . L 0 "
Traditional Mediterranean dist Traditional Med-diet with low Gl carbohydrates (=55) Power CaIcuIat|on.. Considering etl) 29 Yo recurrence ralte within 3 years forBC
Avoidance of sedentary behaviour 30 min daily brisk walking cases and a prgdlcted rate of 10% in the hlgh intensity group, with power of
Serum 25(0H)D: 30 ng/mL Serum 25(0H)D: 60 ng/mL 80% and two-sided alpha of 0.05, the subject number required was 506 (n =

253 in each arm).

T x After 33 months
o
|

ﬁ; Main outcome: Breast cancer recurrence/DFS
Secondary outcomes: cardiometabolic rizk factors

Statistical Analysis
Within-group changes (baseline to month 12): paired t-test.

Ra—
Léy Between-group differences: ANCOVA, baseline adjustments.

Maln outcome (incidence of recurrences) for intention-to-treat.

Disease-free survival (DFS) between groups: two-sided log-rank test with a =
0.05; HR (95% CI) by Cox models adjusted for recruitment centre and
hormonal receptor status.

Low Gl foods Observational analysis of recurrence based on treatment adherence changes

Mediterranean diet

5 serve fruit/vea/d W - — for the entire cohort (both groups together). Comparisons were made between
whole grainsg — -~ - two categories of adherence (medium-high vs. low) with a log-rank test and
20g nuts/d S %@ B ofe & subsequently the HR were estimated using a Cox model adjusted for

recruitment center, hormonal receptor status and BMI categories.
3 serve/week legumes

3-4 tbs/d extra virgin olive oil
<8%E saturated fatty acids

B 6y ¥ %
= W -
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Key Takeaway Points/Conclusions

 Low quality diets

Mediterranean diet (MD), § A safe and low-cost lifestyle
» Physical inactivity low glycemic index (Gl) program of low-GI MD +

: : .. ) ) daily brisk walking + oral
 Vitamin D deficiency foods, exercise and vit. D vit{lamin D resultged in:

have been associated affect metabolism, weight loss

with unfavorable breast inflammation and
cancer (BC) outcomes immunity thereby MetS remission
conditions (6.g. crabetes, | Potentially affecting in women with HR+BC.
metabolic syndrome, BC prognosis and recurrence risk reduction

MetS, and obesity) cardiovascular health \évcijtrf]\efr\iegnhceer treatment

improved CVD risk factors
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Effect of elinzanetant on sleep disturbance and
aspects of quality of life in women with breast
cancer experiencing vasomotor symptoms:
OASIS-4 subgroup analysis by type of endocrine

therapy

Claudio N. Soares,! Kaisa Laapas,? Christian Seitz,3* Gilbert Donders,%>¢ Paula Briggs,’
Shani Paluch-Shimon,® Sukhbir S. Singh,® Claudia Haberland,? Lauren Wahyudi,'? Fatima Cardoso1:12

on behalf of the OASIS-4 study investigators
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"Liverpool Women’'s Hospital, Liverpool, United Kingdom; 8Hadassah University Hospital, Jerusalem, Israel; °Department of Obstetrics and Gynecology, Faculty of Medicine, University of
Ottawa, Ottawa, Canada; '°Bayer CC AG, Basel, Switzerland; ""Department Medical Oncology, Centre Antoine Lacassagne, Nice, France; '2Advanced Breast Cancer (ABC) Global

Alliance, Lisbon, Portugal
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Introduction

Elinzanetant is the first and only dual neurokinin (NK)-targeted therapy (NK1 and NK3 receptor
antagonist) approved in several countries for the non-hormonal treatment of VMS associated
with menopause and in the EU for VMS caused by endocrine therapy for breast cancer

In the Phase Il OASIS-4 trial, elinzanetant demonstrated rapid, significant, and sustained
improvements in VMS, sleep disturbance, and menopause-related quality of life in women
taking endocrine therapy for breast cancer

This subgroup analysis evaluated the effect of elinzanetant on sleep disturbance and quality
of life by type of endocrine therapy in OASIS-4

EU, European Union; NK, neurokinin; VMS, vasomotor symptoms.

. ) " AMERICAN SOCIETY OF
2026 ASCO #ASCO26 PRESENTED BY: ASCO arisisesss
Presentation is property of the author and ASCO. Permission required for reuse; contact permission: SC0.0rg.
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Key takeaways

Elinzanetant demonstrated rapid and sustained improvements in sleep disturbance compared with
placebo irrespective of type of background endocrine therapy

Improvements were also seen in vasomotor, psychosocial, physical, and sexual aspects of
menopause-related quality of life

Taken with previous data, findings support the efficacy of elinzanetant in reducing VMS frequency
and severity, as well as sleep disturbance, and improving menopause-related quality of
life independently of the type of endocrine therapy

VMS, vasomotor symptoms.
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= Post-mastectomy lymphedema (PML) is a
commen and debilitating complication after
breast cancer treatment—especially following
axillary lymph node dissection—leading to
infections, chronic pain, and reduced quality of
life.

= Although weight optimization is central to PML
management, the role of GLP-1 receptor agonists
in primary prevention of PML remains poorly
defined, with prior evidence limited to small
retrospective studies and case reports. (1)

+ This study represents the first large-scale, multi-
center, real-world analysis evaluating the
effectiveness of GLP-1 receptar agonists for the
primary prevention of PML in breast cancer
patients.

+ Retrospective cohort study using the TriNetX
Global Collaborative Network (150M patients, 108
healthcare organizations; Jan 2000-Jan 2025).

+ Breast cancer patients undergoing mastectomy
were stratified by GLP-1 receptor agonist
exposure vs no exposure; 1:1 propensity score
matching balanced demographics, BMI,
comorbidities, medications, and labs.

= Over a median 650-day follow-up, PML incidence
was evaluated using Kaplan—Meier survival
analysis and Cox proportional hazards models to
calculate hazard ratios and 95% confidence
intervals.

+ After 1.1 propensity score matching, 61,630
patients were analyzed (30,815 per cohort);
mean age 62.1 + 10.8 years, 99.2% female,
with excellent covariate balance (all
standardized mean differences < 0.1)

= GLP-1 RA use was associated with a 63%
reduction in incident post-mastectomy

lymphedema compared with controls
(HR0.37; 95% Cl10.32-0.43; p < 0.0001)

= Absolute PML incidence was 0.88% in the
GLP-1 RA cohort vs 2.58% in controls, yielding
an absolute risk reduction of 1.7% and a
number needed to treat (NNT} of 59,

Conclusion

* In a large, real-world cohort, GLP-1 receptor
agonist use was associated with a 63% reduction
in post-mastectomy lymphedema risk, supporting
a strong protective effect.

+ Benefits may extend beyond weight loss,
potentially involving anti-inflammatory and
lymphatic disease-madifying mechanisms,
highlighting a novel role in breast cancer
survivorship care.

» With a NNT of 59, GLP-1 RAs could meaningfully
reduce chronic lymphedema burden in high-risk
patients; prospective randomized trials are
needed for confirmation.

GLP-1 RA for Primary Prevention of Post-Mastectomy Lymphedema
|n Breast Cancer patlents A Multl-center real-world analysus

Abstract Number: 533112

Cohort Patients with Qutcome*

In Numbers By < 0.0001

percentage
Mastectomy + GLP-1 258/29,259 0.88%
RA
ftastectomy not on 779/30,237 2.58%
GLP-1 RA

*Outcome: Post-mastectomy Lymphedema
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Background

Glucagon-like peptide-1 receptar agonists (GLP-1 RAs) are
increasingly used for weight management and
cardiometabolic risk (CMR) reduction, yet their association
with breast cancer (BC) incidence and survival in non-
diabetic women with elevated BMI remains unclear. We
evaluated the relationship between GLP-1 RA exposure and
incident BC, as well as overall survival {OS), in a large real-
world (RWY) cohort of women without laboratory-defined
diabetes.

We conducted a retrospective cohort study using the TriNetX
US Collaborative Network including female patients (pts)
with BMI 25-35 kg/m?. Age <50 vs 250 years served as
proxies for pre- and postmenopausal status, with a 250
sensitivity analysis to assess age/menopause confounding.
Pts with HbA1c 26.5% or prior BC were excluded. Cohorts
were propensity score matched (PSM) on age at index, BMI,
metformin and statin exposure, BRCA mutation status,
hormonal contraceptive use, parity, breastfeeding history,
and smoking status. The primary endpoint was incident
HR+/HER2- BC, summarized as incidence proportion and
risk reduction estimates; secondary analyses evaluated
HR+/HER2+, HR-/HER2+, and triple-

negative breast cancer {TNBC). OS was evaluated using
Kaplan—Meier and Cox regression.

Conclusions

In a large non-diabetic cohort of women with BMI 25-35
kg/m? and no prior BC, GLP-1 RA exposure was associated
with a modest reduction in incident HR+/HER2- BC and
improved OS. Despite limited follow-up and age-hased
menopausal proxies, these findings provide RW evidence
supporting prospective validation with standardized
exposure definitions and longer follow-up. Future studies
should clarify whether GLP-1 RAs confer direct antitumor
effects or indirect benefits mediated through weight loss and
CMR reduction and identify pts most likely to derive BC risk
and survival benefit.

GLP-1 therapy and hormone receptor—positive breast
cancer risk and survival: A real-world analysis.

Zunairah Shah, Jasmin Hundal, Safa Saadat Afridi, Sumbal
Aziz, Trie Ami Djunadi, Vaishali Deenadayalan, Song Yao,
Sheheryar Kairas Kabraji, Neil M. lyengar, Shipra Gandhi

WOMEN WITH BMI 25-35 kg/m? (REAL-WORLD COHORT)

1. INCIDENT BREAST CANCER (36-MONTH FOLLOW-UP)

Incidence Proportion (%)

B GLP-1RA (n=74,354) B Controls (n=74,355)

0.5% HR+/HER2— (Primary Endpoint)
RR 0.88 Absolute Difference: —-0.04%
(95% C1 0.77-0.99) (95% C1 —0.081 to —-0.001%)
P=0.046 Risk Ratio: 0.88 (95% C1 0.77-0.99)
P70 4 e
3 P=0.046
& 0.33%
8 0.29%
£ 03%- o RR 0.98
= (95% C10.86-1.12)
g P=0.78
£ 0.2% 4 ; ' RR 0.83
§ (95% CI 0.55-1.23) RR 0.68
2 0.12% 0.12% P=0-38 (95% C1 0.41-1.12)
g 0.1% P=0.12
- Ragkladt 0.07% !
o 0.06%
- 0.04% 2.06%
0.0% -
HR+/HER2- HR+/HER2+ HR-/HER2+ TNBC
(Primary Endpoint) (HR-/HER2-)

PSM on age, BMI, metformin and statin use, BRCA status, hormonal contraceptive
use, parity, breastfeeding, and smoking. Excluded HbA1c 26.5% or prior BC.

A — = E— B \.

Hazard Ratio (HR) for Overall Survival
(GLP-1 RA vs Controls)

B GLP-1RABetter [l Controls Better

GLP-1 RA EXPOSURE AND BREAST CANCER OUTCOMES IN NON-DIABETIC

2. OVERALL SURVIVAL

R 5 10.65-0.
(IS0 ; P<0.0001
]
Premenopausal Proxy E 0.71
Age <50 years - : (95% Cl 0.58-0.86)
(n=57,132) | P=0.0004
Postmenopausal Proxy : 0.87
Age =50 years (95% C1 0.81-0.94)
(n=91,577) P=0.0003
I 1 ] ; Ll ] 1
0.00 0.25 0.50 0.75 1.00 1.25 1.50

Hazard Ratio (HR)

<

Favors GLP-1 RA Favors Controls

OS analyzed using Kaplan—Meier and Cox regression.
HR <1 favors GLP-1 RA.
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Impact of GLP-1 Receptor Agonists in Hormone Receptor-Pos
Breast Cancer Patients Receh-'ing CDK4/6 Inhibitors

WINSHIP
CANCER
INSTITUTE

Background

Harmane receptor-positive [HR+), human epidermal growth fectar
receplor 2-negative (HERZ-) breasl cancer is most common subbype.’
Three cyclin-dapendent kinase 456 inhikbitors (COR4/61), abemaciclib,
palbociclib, and rinociclib, are FDA-approved as first-line treatment for
advencad or metestatic HR+, HERZ- brasst cencar. Abemeciclib and
ribociclib arg also approved in the carly-stage adjuvant satting. =%
Obesity and type 2 dizhetes, present in ~30% of LL3, adults, are
associated with incressed Dreast canoer risk, ragurrence, and

o Lalily. ©¥

Glucagan-like peptide-1 receptar agonists (GLP-1 BAs), including
aemaglutides, tirrepatide, dulaglutide, exenatide, and Tragluticde, are
inaressingly presaribad far thesa comorbiditias dua to their efficacy in
wiaight reduction, glycomic control, and cardiawascular risk mitigaticn. ™
Beyond metabolic effects, GLP-1 RAs delay gastric emptying, which may
affect absamption of arsl agents such as CDKEAGi end modulata
inllarmmalory patbeeays relevanl Lo cancar pragression. Bolh drog
clazses share gastrointastinal adverse effects (e.g., diamhea, decreased
appetite, nauseafomiting, abdaminal paing, patentially impacting
tolarability snd clinical outaamas. B0

Objective

e prirnary abjective of thiz study is to characterize the safety of
oncamitant GLP-1 RA and COR4/6T use in patients with HR+, HERZ-
Ireant cancer.

Methods

Frimary Cutcome
Salely, characlarizad by
Advarse drug reacticns (A0DR)
Dose reductions
Adharanze
Disconlinualions

Secondary Qutcomes

Owerall Survival [0S}
Progression-free Survival [PFS)

Inclugion Criteria Exclugion Criteria

Adulks prescribad COELG
[abemaciclb, palbaciclib, or
rbnaiclib) far HR=, HER2- hreast
cancer

Fatients treated for non-breast
cancer indications, by outside
providers, or through clinical trials

Aatched critaria {1:11
CLOR4/Si
Aeljrvant or matastatic setting

Matehed case-control,
retrospactive chart review

A (208 yuars, 45-84 yoors, and =45 you s fram 2/1/14 10 5/31/25

Hara

CIEAMg + GLEA
Foi group {n=41;

DKM alons
graup in=4A1;

Tabla 1. Baselina Charactaristics

Results

Figure 1, Time to First ADR Figure 2, Any CDK4/6i-related ADR

COK4/EI + COKAEL s ™
GLP-1 RA alanc Pvaluc . -
(=41} n=41) i
3
Age, median [IQR], years Fd [A5-Gd) RAd2.65] M.GR5E i ,
17 B
Farmale sex, mi%) ERTRI 41 {10 - En g o
g’ *
EMI, mean = SD kgfm’p 327275 7E=ED | 0002 F s ,
Race, 0 (%) : .
Wit 25 (57} -
Black 12 (20,58 L . —
e i LR [rrad 1) MR 1R P Rbfeed 1] RS phane [red )
ECOG PS0-1, m (Y} mEETa) 22 7R n.oo2 :
Table 2. Primary Dutcomea: Safety
Metastatic diseaze, ni%! 20 1A E 21151.2) 0.825 i X
L ! : CDK""':; BLPT | eDK4/6i alone _—
De nove matastatic breast - reig . =41 -
cancar, 1{sh ANk 10024.4) {n=d41} [n=41}
Eirzanirin o DR Any CDKA/Gi-ralated ADR, n {% 36 (67,6 33 (527 0.457
ER+/FR- 32178.0) aaiens; | oves [ rratate w6 R - e
ER /PR~ 3 (ZE.0! B 19.5) ; . ; g
SOk p s-::rlhod ) Gastrointastinal ADR, n [35) 19¢44.2) 24 [55.8) 0.260 |
1 [R1.7% (LGS
10244} AR Hematologic ADR, n [36) 10(24.4) 11 [26.8) £.500
Fibesz izl b q0024.4% : . . |
GLPA FA therapy, n®) Tima to first ADR, median {(IQR), 15¢11-28] 14 18211 0,035
Earmaglutics days d : ' :
Tiizepatide - -
Crulaplutide CDK4/6i dose reduction, n (%) 15¢44.1) 19 [dA.3) 0.47R
Lirsgluzida
C“;:g;’:‘;'*% i [%) ain3) Therapy imterruption, n [3) 11 {28.8) 11 (25.8) — |
Prediabetes 1024 --- : -
bty ai2,8 Therapy discontinuation, n (%) 142.4) 3073 —
o raig Tt 16 i21.8)
- .- o — Conclusions
ura 3. Progression-free Survival h o
'i o * Goncurrent GLP-1 BA use was not assaciated with increcsad
’ : :ﬂi‘:‘f::l_m" COK4/Gi-related ADRs (2.5., gastraintestinal and hematologic
N \ taxiaitias).
o » Palienls receiving CORAM alone had earlior and numuerically morg
g‘ ADRs, though differences were not statistically significant,
] + Daee reductions, interruptions, and discontinuation rates wers
‘__5 1.E | sirmilarwilh orwilhool GLP-1 BA Lheragn.,
% * PF2 outcomes were not campramised by GLP-1 RA use.
2 + DS will be reported at a later date,
;:": ' . Lﬂrgﬂr, multi-center gtudias ara warrantad to further charscterize
Lhu salely and polential pharmacologic inleraclions bebween GLP-
n2 Rz and GDRAMSL
AETRETT
T oon References
acd i HREC
p " an 4 L
PFE
Traatmant Group CDKA4/Gi alona GLP-1 RA + CDEASE]




1848 2P (5 GLP-1 Receptor Agonists for Primary Prevention of Breast Cancer in High-Risk Women with Obesity: A Real-World Analysis of Efficacy and Safety
San Antonio Colton Jones MD', Nico P. Gotera DO', Daisy Kwok MS2, Jonathan Gelfond PhD?, Vanessa Velazquez MD?, Ariana N. Neely MD4, Jonathan Dao MS5, Yajur Arya MD®, Arshi Syal MD?, UT Health
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BACKGROUND “
+ Therapeutic options for breast cancer (BC) prevention for STUDY POPULATION Figure 3. Sensitvity anc Subgroup Aralyss

high-risk women remain limiled. 4o st ol A003 onsort e Figure 2. Breast Cancer Incidence (anary Endpoint) A imaunn | ot (TR R L

vad szl is e shaaky, Wit 40290 coigrael i | JSLPARA Usirs s Menddsans)

AMakbng Carcer Himey™

PRI

e < Follow- Hazard Ratio [HR): . 4T 6T
+ Obesity is a known risk factor for postmenaopausal BC. Figure . Flow Diagram o Rariemt Selzetion Median 4 35+ 0 844[.““ :‘ pens il ] i i -
SR I D ; ™
. TriutX Dutidsse — 2.95% 3.07% {36% Ck: 0.779-0.915) <Shyeers SN T 2438 . QEE LT 1080 2
+ GLP-1 receptor agonists (GLP-1RA) are used for the 100000001 e ﬂ g 20 ) pris i wney o P il .-
manzgement of diabeles and ohesily. § 254 ; By Wus b
e 2,790 taps 8 e | L.
+  Their role in BC primary prevention (PP) in high-risk women d Waheicks B ooty ! ¥ g 204 SO lCey BUMES 0T . 0F A 08 <30
with obesity has not been evaluated. f——t— GLP-1RA Users s 15 Toe 2Cibes
f GLPRA1zers e 1 (-] hr A?P'z.'f.*% ff.:e‘t'/‘-' - 134 E: :.’J‘Imn ._'5.2[1
METHODS it e 7 Z 101 H: AR KD . QeI 00 3ol
. . J Oodwr 54
»  Retrospective study using TriNetX research network 2973 days g | 123 e o st —_— DEY AN 1w
P Yy using Non-U S 05
+ De-identified data across 150 million patients from 108 health [ ‘ Do ; S R - e i
systems J,_;_J’ GLP-1RA Users Non-Users Foib Hee s s - d <
Study population PR R T Moo ikses ] In = 40.240) (n=40240} Sf:‘;;:-;,\wm e sEmn - a0
= 30240 n= 4020 ‘ » . . A
+ Women 18-80 years with obesity (BMI = 30) o o GLP-1RA use was associated with 2 modest reduction i el - K54 s
+ High risk defined as 21 of the following: genetic predisposition ol e PopetubrE BB in incident breast cancer. f""f toia z i 0 <]_ 2
i u rplasia . lobu i in situ, . I ' : : : :
P yperpiasia, : Baseline Characteristics After Matching GLPARAUsers | Nonlsers | e T
: : Adverse Event [n = 40,240) (n = 40,240 HR {95% Cl) ¢ KEY FINDINGS
+ Grouped by GLP-1RA exposure vs. non-use Characterstic El’~:'_ P" fmfs m‘f:;:“ '?;"::f'::f” Caros | Paﬁe:'rts Cases / Patiers :
+ Patients with use of endocrine therapy were excluded ' - * GLP-1RAuss was associated with a modest racuction in BC incidance
Analysis A e D] e 208D B30 it \TE W1z 228140,158 171097127 0400 among high-risk women with obesity
Pheal S i B T NGRS oF + In subgroup analysis. the effect was seen in the postmenopausal, but not
. (] AT 01714, ; 1 . = "
den‘»}ographics comorbidit?esy social dete'rminants of health Mo Sl el b N Nousaa and Vomiting ~ 10,864/37,069 SOWBHIT LAOIMILE <000 premenopausal patients
lifestyle factors, BMI, HbA1c, and prior breast imaging i, e S0}, 4 N g 1239 . Gahstrmr,:ltest!na!radveirse events were S'Qb“"'ca’;”flgh'\??g in the GLP-TRA
+ Cox proportional hazards models were used to assess = Avdorind Pein 3,506/39,309 LRSS B0HLEY Q0 O s DO
R Faza v ] + Additional sensitivity analyses found that endometrial cancer and
+ Subgroup and sensitivity analyses were performed Wi DS WA LON| Dizrrhea 7,769/38,270 4 75135412 1,500 (1.446-1.535; <0001 osteoporosis associations were no longer significant
Endpoints i s e © e , . : .
P'::]ar,r Breast Cancer incidence stz VR i i Corstpaton 1,608:3,502 N30 145(1365-1467, <0001 + GLP-1RAs may offer a potential strategy to reduce BC risk in high-risk
+ Primary: inci = o v , ; : : : )
. Soconday it oitsomas b libem 13104 51133 10 Endometrial Cancer and Osteoporasis: No Significant Association on Sensitivity Analysis women with obesity, particularly in postmenopausal patients
% y 3 ; TS o Primary andlysss thowed rominally higher incidence of endometrial cancer and astecporass amang + Prospective studies are needed to validate these associations
Smesen(¥| R FAL|SH 0G0} (GLP-1RA usirs. Howeve, resuits ware not robust to sensitity analyses.
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H# 535490

Real-World Survival Benefit of Glucagon-like Peptide-1 Receptor Agonists (GLP-1 RAs) Concomitant with Cyclin-dependent Kinase 4/6 Inhibitors
(CDK4/6i) and Endocrine Therapy in Hormone Receptor-pomtwe (HR+)/HER2- Metastatic Breast Cancer: A Large Propensity-Matched Analysis

. Akl

Background

Cbesity increases hormone receptor-positive {(HR+)
breast cancer risk through adipose-derived estrogens
and inflammation. In metastatic HE+~HERZ2- disease,
endocrine therapy (ET) combined with cyclin-dependent
kinase 4/6 inhibitors (CDK4/6i) is standard first-line
therapy, improving survival. The widespread use of
glucagon-like peptide-1 receptor agonists {GLP-1 RAs)
for diabetes and obesity management induces
meaningful weight loss and may enhance ET efficacy by
reducing body fat mass, which meodulates estrogen
levels and cancer-related inflammation, albeit their
impact on mBC survival in patients receiving ET plus
CDK4/6i remains unclear.

Using the TriNetX Global Collaborative Network, we
retrospectively identified two cohorts of patients with
mBC receiving endocring therapy (ET) plus a CDK4/6I;
26 683 patients treated with ET+CDK4/8i alone and 604
patients who also received a GLP-1 RA initiated within 3
months of CDK4/6i start. Propensity score maltching
{FSM) was applied to balance cohorts for age, race,
body mass index, heart failure, hypertension, diabetas
mellitus, fulvestrant use, and type of CDKR4/GI. Overall
survival (OS) was estimated using the Kaplan—Meier
method, and hazard ratios (HRs) were calculated to
compare OS between cohorts.
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Parhan1s ecaiARp Nanzand
ET + COR il wesa | Feniins
w11 MBI Gkl

ol ks el Bamada. Pra-motehing Calhart Sibe

Erpresd
“wiita bt badasewe] rndorie IET § CORHE] IET 4 GOS4E§ GLPT )
-'“-.‘"l'}:_f::ﬂ?;;"m““ M=604 N= 604
ot Cohoet N=EI'D4 Wlm lzm
JET + LI
N=26,689
- GLP-1 RA maive GLP-1 RA enposed
| Characteristics {N = B0 {N = 604} p-valua
Age at Index {(Mean * S0) G149+ 113 G1.8=z 11.8 0534
Body mass index (BMI), kg/m? E
(Mean + SO} 33.8+76 335+ 8.0 0484
Lung metastasis {n [%]) BB (94i%) Q6 [15.5%) n.oe
Aromatase inhibitors (n [%]} 530 (87 7%} ABZ [B1.0%5) o.oe

Abbrsviations: BAY, body mazs indes S50, siendsno demahion

Tabkle 1. Baseline Patient Characteristics After Propensity Soore Matching.

Conclusions

This is the largest real-world, propensity-matched analysis demonstrating
a significant OS5 benefit with GLP-1 RAs added to ET+CDK4/Gi in
HR+/HERZ- mBC. These provocative findings warrant prospective
validation to elucidate underying mechanisms—such as metabolic
reprogramming or immune modulation—and explore GLP-1 RAs as a
novel therapeutic strategy in this setting.

After PSM, 604 matched pairs of ET plus CDKA4/Bi-treated patients
were identified in GLP-1RA-sxposed and -naive groups. Both groups
showed well-balanced baseline characteristics, including age {GLP-1
RA-naive and -exposed mean age +/- standard deviation were
614+11.3 and 61.8 £11.8 years, respectively) {Table 1). Similar
median follow-up was documented: 18.8 months {interguartile range,
IQR 27.9) in the non-exposed cohort and 15.8 months {(IOR 24.5) in
the expoased cohort. Patients receiving GLP-1 RA showed longer
median OGS (67.9 months) compared to GLP-1 RA- naive cohort (49
months), with HR 0.70 (95% CI, 0.56-0.89; p = 0.003} {Figure 1).
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Figure 1. Kaplan-teier overall survival analysis.
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GLP1-RA’s and Breast Cancer

*These are observational studies, so they show association but not causation. They cannot
prove that GLP-1 RAs reduce risk of breast cancer.

*The effects appear consistent across subgroups, suggesting potential broad applicability, but
more research is needed to confirm mechanisms and benefits.

*GLP-1 RAs may exert effects beyond glucose control, possibly through anti-inflammatory,
immune-modulatory, and metabolic effects that influence tumor progression

Next steps:
*Prospective clinical trials are needed!

*Current guidance is that GLP-1 RAs should be used for approved indications (diabetes,
obesity) and not prescribed solely for breast cancer prevention or treatment.

*ASCO 2026 data are promising but preliminary, showing that GLP-1 RA use is associated
with lower breast cancer incidence and better survival in some populations.

*While these findings warrant excitement, they also underscore the need for rigorous
prospective trials before any preventive recommendations can be made.
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