£DNCO

NOUVELLE-AQUITAINE

Dispositif spécifique régional du cancer

@ Centre Aquitain du Sein

Scoops de I'année 2025 en sénologie

Jeudi 29 janvier 2026

Palais de la Bourse - Bordeaux
. Dr Laura POETSCH PB NA

OnCOIOg ue méd |Ca Ie Polyclinique Bordeaux Nord Aquitaine

- Les scoops 2025 en oncologie médicale en Nouvelle-Aquitaine



f) Cancer du sein RH+ stade précoce

11dERa NATALEE




Improving Overall Survival in HR+ Early Breast Cancer
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A. Tamoxifen vs No Treatment'
30% reduction in risk of death
Breast cancer mortality A at 15 years: 9.2%

B. Aromatase inhibitor (Al) vs Tamoxifen?
15% reduction in risk of death
Breast cancer mortality A at 10 years: 2.1%

C. 5years ET vs extended Al®
10% reduction is risk of death
Breast cancer mortality A at 15 years: 0.6%

D. Exemestane + Ovarian Function Suppression
(OFS) vs Tamoxifen*

26% reduction in risk of death
Breast cancer mortality A at 12 years: 5.6%

Stephen Johnston, MD, FhD

Content of this presentation is copynight and responsibility of the author. Permizsion is required for re-use.
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Early Breast Cancer Tralists” Collaborative Group. Lancet 2011 378(9793):771-784.

1
2
3
4

Early Breast Cancer Trialists” Collaborative Group. Lancet. 2015:386(10001):1341-1352.
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Early Breast Cancer Trialists’ Collaborative Group. Lancet. 2025:406(10503):603-614.

Francis PA. J Clin Oncal. 2023:41(7):1370-1375.
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0S rate (S-year)
OS rate (12-year
93.7 — {12-year)

94.1 - 531 4

91.9 78.8
N=1257

T T+OFS E+OFS
Patients (n) 423 423 411
Deaths (n) &5 76 61
HRwvs T - 0.86 0.74

(95% CI) (0.63—1.17) (0.53-1.03)

5 10 12
Time since random assignment (years)

E, exemestane; OF3, ovanan function suppression; RR, rate ratio; T, tamoxifen
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monarchE: Primary overall survival results of
adjuvant abemaciclib plus endocrine therapy for
HR+, HER2-, high-risk early breast cancer *

Stephen Johnston, Miguel Martin, Joyce O'Shaughnessy, +
Roberto Hegg, Sara M. Tolaney, Valentina Guarneri, Lucia
Del Mastro, Mario Campone, Joohyuk Sohn, Frances Boyle,
Javier Cortes, Hope S. Rugo, Matthew P. Goetz, Erika P.
Hamilton, Chiun-Sheng Huang, Elzbieta Senkus, Irfan Cicin,
Laura Testa, Patrick Neven, Jens Huober, Zhimin Shao,
Ran Wei, Maria Munoz, Belen San Antonio, Ashwin Shabhir,
Priya Rastogi, Nadia Harbeck
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monarchE Trial Design (NCT03155997)

ITT population*
{includes both Cohort 1 and Cohort 2)

COHORT 1 h { On-study treatment period

High-risk based on clinical 2 years

pathological features

Abemaciclib
(150mg twice daily)
L ~ 31% * 24 ALN + _
HR+, HER2-, OR Endocrine Therapyt Follow-up period
Node-Positive, « 1-3 ALN and at least 1 of:
High-Risk COHORT 1 — Grade 3 disease Endocrine Therapy T
EBC .~ [lumorsize 25 cm ) 3-8 years as clinically
" J indicated
Endocrine Therapy T
e N
- COHORT 2
High-risk based on Ki-67 g .
U -
o « 1-3 ALN and Ki-67 =20% Stratified for: * Primary Objective: IDFS
Grade <3 and t 76 <5 » Priorchemotherapy |, gecondary Objectives: IDFS in high Ki-67
- ofade <2 and tumor size <o cm » Menopausal status :
COHORT 2 _ populations, DRFS, 08, safety, PK, PROs
~ / = Region L ’ o Y )

*Recruitment from July 2017 to August 2019. TEndocrine therapy of physician's choice (2.9. Al, Tamoxifen, GnRH). Data for the monarchE Cohort 1 population that forms the basis of multiple global approvals is in the supplement.
Al: aromatass inhibitor: ALMN: axillary lymph nodes; DRFS: distant relapse-free surnvival: EBC: Early Breast Cancer; GnRH: gonadotropin-releasing homone; HER2-: human epidermal growth factor receptor 2 negative; HR-+: homone receptor posifive;
|DFS: invasive disease-free survival; [TT: Intent-to-treat population; 0F: overall survival; PK: pharmacokinetics; PRO: patient-reported outcome; R: randomized.

Stephen Johnston, MD, PhD 025



4. . - IDFS benefit : HR 0-664 (3a% Cl 0-278-0-762,
Key Secondary Endpoint: Overall Survival in ITT il pe 00, At 41 mars, thesbenlt

difference in invasive disease-free survival betweer

100 == ‘ the groups was 5-4%

91.2
90- w
90.2 |
' 87.9 |
80 I i ' 85.0
70- I i |
| I |
—~ 60+ | l | Number of OS events
= | | |
~ 50 | | | Abemaciclib + ET ET
= ' i ' 301 360
O 40- I i |
: | : HR (95% Cl): 0.842 (0.722, 0.981)
307 i i : P=0.0273
20+ | | . At primary OS testing, OS in ITT met the critical boundary
10- : I I of 0.0434 (2-sided)? for statistical significance
: : : *Calculated using O'Bren-Fleming type stopping boundary based on the obeerved number of events
n L) L) L) L) Il Il ; 1
0 12 24 36 48 60 72 84 96
No. at risk Time (months)
Abemaciclio + ET 2808 2614 2518 2407 2342 2236 1967 425 0
ET 2829 2664 2546 2443 2338 2215 1908 433 0

At a median follow-up of 6.3 years, abemaciclib + ET reduced the risk of death by 15.8% compared to ET alone

Stephen Johnston, MD, PhD 2025
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Consistent OS Benefit Across Prespecified Subgroups

Abemaciclib + ET ET Favours Abfmaciclib +ET Favours ET ,
n Events n Events HR (95% Cl) Interaction p-value

Overall* 2808 301 2829 360 ——i 0.842 (0.722, 0.581)

Age, years 0.788
<65 2371 233 2418 283 — — 0.825 (0.694, 0.982)

265 437 68 413 77 ——— 0.870 (0.628, 1.205)

Menopausal status 0.163
Premenopausal 1221 91 1232 123 — 0.716 (0.546, 0.939)
Postmenopausal 1587 210 1507 237 —e— 0.907 (0.753. 1.082)

Prior treatment 0.433
Meoadjuvant chemotherapy 1039 143 1048 180 —— 0.788 (0,633, 0.982)

Adjuvant chemotherapy 1642 142 1647 159 —— 0.892 (0.712,1.119)

Baseline ECOG PS 0.577
0 2405 252 2369 298 —— 0.822 (0.695, 0.972)

1 4am 48 455 61 b . | 0.927 (0.635, 1.353)

Primary tumor size, mm 0.072
<20 781 55 767 87 ———— 0.598 (0.427, 0.839)

220 but <50 1371 150 1419 178 ——— 0.880 (0.708, 1.093)
250 607 91 610 91 P 1.001 (0.748, 1.339)

MNo. of positive lymph nodes 0.531
1-3 1118 96 1142 108 —— 0.893 (0.679,1.175)

4-8 1107 110 1126 134 —e— 0.841 (0.653, 1.082)
10 or more 575 92 554 117 —— 0.723 (0.550, 0.950)
Tumor grade 0.732
Grade 1 209 16 216 21 i * i 0.788 (0.411, 1.510)
Grade 2 1377 146 1385 158 ] 0.930 (0.743, 1.185)
Grade 3 1086 134 1064 157 — — 0.829 (0.658, 1.044)
Tumor stage 0.516
Stage Il 716 50 740 69 ————— 0.746 (0.518, 1.073)
Stage lll 2078 248 2077 289 —— 0.850 (0,717, 1.007)

First ET 0.366
Tamoxifen 857 73 898 102 —— 0.734 (0.543,0.891)

Aromatase inhibitor 1931 226 1887 257 —4— 0.864 (0.723, 1.033)
T

(=]
i
=%
b

*Remgion of enrollment, race, and progesterone status data not shown due to space limitations

Stephen Johnsten, MD, PhD 025
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~30% Fewer Patients in Abemaciclib Arm Living with Metastatic Disease

600-

400-

200-

Number of patients

Abemaciclib + ET ET
Status . Deaths not related to breast cancer® . Deaths due to breast cancer . Alive with metastatic disease

Percentages based on [TT populations (abemaciclik = ET, N=2808; ET, N=2829). *Deaths due to AEs and due to unknown cause.

COnQress
Stephen Johnston, D, PHD EAESMD
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Adjuvant Ribociclib Plus Nonsteroidal Aromatase
Inhibitor Therapy in Patients With HR+/HER2- Early
Breast Cancer: NATALEE 5-Year Outcomes

John Crown', Daniil StroyakovskiiZ, Denise A. Yardley?, Chiun-Sheng Huang®, Peter A. Fasching®, Aditya
Bardia®, Stephen Chia’, Seock-Ah Im8, Miguel Martin®, Binghe Xu'?, Carlos H. Barrios'!, Michael Untch'2,

Rebecca Moroose '3, Sara A. Hurvitz'#, Gabriel N. Hortobagyi', Dennis J. Slamon'®, Frances Visco”,
Gonzalo Spera'8, Zheng Li'®, Sherene Loi??

151 Vincent's University Hospital, Dublin, Ireland; “Moscow City Oncology Hospital #62 of Moscow
Healthcare Department. Moscow, Russia; 3Sarah Cannon Research Institute, Nashville, TN, USA;
*National Taiwan University Hospital, National Taiwan University College of Medicine, Taipei, Tawan;
SUniversity Hospital Edangen Comprehensive Cancer Center Evangen-EMN, Frisdrich-Alexander
University Edangen-Nuremberg, Erlangen, Germany; *David Geffen School of Medicine at UCLA and
the UCLA Hea'th Jonsson Comprehensive Cancer Canter; Los Angeles, CA USA; "8C Cancer,
Vancouver, BC, Canada; ¥Cancer Research Institute, Seou National University Hospital, Seoul National
University College of Medicne, Seoul National University, Seoul, Republic of Korea; *Instituto de
Investigacion Sanitaria Gregorio Maranon, Centro de Investigacion Biomédica en Red de Cancer, Grupo
Espanol de Investigacion en Cancer de Mama, Universidad Complutense, Madrid, Spain; *National
Cancer Cenier/National Clinical Research Cenier for Cancer/Cancer Hospital, Chinese Academy of
Medical Sciences and Peking Union Medical College, Beijing, China; "'Latin American Cooperative
Oncology Group (LACOG), Porio Alegre, Brazil; Zinterdisciplinary Breast Cancer Center, Helios
Kiinikum Befin-Buch, Berlin, Germany; *Orlando Health Cancer Institute, Oriando, FL_ USA;
MUniversity of Washington, Fred Hutchinson Cancer Center, Seattle, WA, USA; **Department of Breast
Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; David Gefien
Schoo! of Medicine at UCLA, Los Angeles, CA, USA; "National Breast Cancer Coalifion (NBCC),

Washington, DC, USA: *Translational Research in Oncology (TRIO), Montevideo, Uruguay; "Novartis

Pharmaceauticals, East Hanover, NJ, USA; ®Peter MacCallum Cancer Centre, Melbourne, Austraia

Speaker: John Crown, M.D.




Study Design: NATALEE

An open-label, multicenter, randomized, phase 3 trial'~

Adult patients with stage Il and lll HR+/HER2- EBC

+ Prior ET allowed up to 12 months
+ Anatomical stage lIA®
* NO with:
+ Grade 2 and evidence of high risk:
» Ki-b7 = 20%

+ Oncotype DX Breast Recurrence Score = 26 or R
« High risk via genomic risk profiling 1:1
« Grade 3
* N1
» Anatomical stage lIB?
« NOorN1

» Anatomical stage Il
« NO, N1, N2, or N3

3 Enroliment of patients with stage |l disease was capped at 40%. ?Per investigator choice.
ctDMNA/RNA, circulating tumor DNARNA; DOFS, distant disease—free survival, DRFS, distant
recurrence—free survival, EBC, early breast cancer; ET, endocrine therapy; HR, hazard ratio; iDFS,
invasive disease—free survival; [TT, intention to freat; N, node; NSAI nonsteroidal aromatase
inhibitor; 05, overall survival, PK, pharmacokinefics; PRO, patient-reported outcomes; RIB,
rivociclib; RFS, recurrence-free survival, STEEF, Standardized Definitions for Efficacy End Points.
1. ClinicalTrials.gov. Accessed Movember 8, 2023. hitps-iiclinicalinials. gow/studyMCTO37T01334.

2. Slamon D et al. Ther Adv Mad Oneol. 2023;15:1-16.

John Crown, M.D.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

4UURn:5day Primary End Point
IDFS using STEEP criteri
J weeks on/1 week off for 3 y e EeIng eriteria
+
NSAI Secondary End Points
= RFS,DDFS, 0S
Letrozole or anastrozole® for 25 y = PROs
+ goserelin in men and premenopausal . .
women . gf(fety and tolerability
NSAI Exploratory End Points
Letrozole or anastrozole® for 25 y » DRFS

+ goserelin in men and premenopausal »  Gene expression and alterations in
women tumor ctDNA/ctRNA samples

Efficacy outcomes for the 5-year analysis were estimated by the Kaplan-Meier method, and results are descriptive.
The Cox proportional hazards model was used to estimate the HRs and 95% Cls.

v/ v v =

Primary Analysis Final iDFS 4-Year Exploratory 5-Year Prespecified 6-Year Prespecified

®
27.7 mo 33.3 mo 44.2 mo 55.4 mo and beyond
Median IDFS follow-up Current readout

2025




IDFS in the ITT Population

With 55.4 months of follow-up, RIB continues to demonstrate a durable IDFS benefit

1007) e - 90.83(A=2.7
. D T2 sss(a=45
E . ——
=
E 607 Median follow-up: 55.4 months
& RIB + NSAI
E 40 n = 2549
= 5-year iDFS events, n 317 407
% - HR (95% ClI) 0.716 (0.618-0.829)
= Nominal P value (1-sided)® <.0001

Ul 3yRBteamentperiod SN

[
0 b 12 18 24 30 36 42 48 54 60 66 12 78

No. af risk Time since randomization, months
RIB+NSAl 2549 2351 2276 2209 213 2082 2025 1962 1883 1515 098 273 9 0
2552 2240 2167 2080 2007 1939 1871 1798 4710 1373 925 235 3 0

3 The difference between percentages does not equal 2.7 due to rounding.® Comparison of survival between treatment arms was generated by sfrafified log-rank test (1-sided P value, informational and not preplanned).
HR, hazard ratio; IDFS, invasive disease-free survival; [TT, intention to treat; NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.

John Crown, M.D.
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Consistent iDFS Outcomes Across Key Prespecified Subgroups

RIB + NSAI NSAI alone

Eventsin  5-yiDFSrate,% 5-yA % HR (95% CI) HR 95% ClI

ITT 3172549 855 407/2552 810 45 —e—i 0716 0618-0.829
SUBGROUPS :
Menopausal status

Premenopausal women and men 12411126 871 162/1132 826 45 |_‘|—| 0.714  0.565-0.902

Postmenopausal women 19311423 843 24511420 797 45 |—|._| 0734  0.608-0.887
Prior CT* 1

Yes 290/2249 849 37072245 802 47 |_I._| 0722 0619-0.842

No 271300 896 371307 86.6 3.0 | I b | 0744 04531222
Prior ET [

Yes 220/1832 858 278/1807 813 45 —a— 0726 0.608-0.867

No 9717 846 129/745 803 44 '—:.—| 0.730 0.561-0.950
AJCC stage I

Stage Il 7511012 917 11311034 879 37 —T— 0.660 0.493-0.884

Stage lll 24111527 812 294/1512 756 56 —io— 0.730  0.615-0.865
Nodal status® :

NO 25285 90.3 46/329 846 57 | *— | 0606 0.372-0.986

N1-N3 29212261 849 3602218 80.5 44 —— 0737 0.631-0.860
Ki-67 status® 1

Ki-67 =20% 13211200 aro 1771241 83.0 41 I—:D—| 0730 05830915

Ki-67 >20% 138/919 832 172/932 781 2.1 |—|'—| 0743  0.594-0.930

00 05 10 15
Favors RIB + NSAI Favors NSAIl alone

3 Includes necadjuvant and adjuvant chemotherapy. ® Nodal status classificafion according to AJCC staging. Nodal status is from the most
advanced stage derived per surgical specimen or at diagnosis. From archival fumor fissue.

AJCC, American Joint Committee on Cancer; CT, chemotherapy; ET, endocrine therapy; iDFS, invasive disease—free survival; HR, hazard ratio;
ITT, intent to treat; N, node; NSAl, nonsteroidal aromatase inhibitor; RIB, ribociclib.

John Crown, M.D.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. Mcungress



OS in the ITT Population

As OS data matures, a positive trend favoring RIB + NSAI treatment continues to emerge
94.1 (A =1.6)

100 _““‘%—

80
E 60- Median follow-up: 56.5 months
S RIB + NSAI
T . (n = 2549)
g 5-year OS events, n 138 162

HR (95% Cl) 0.800 (0.637-1.003)
207 Nominal P value (1-sided)? 026
o T E—

I I
0 b 12 18 24 30 3 42 48 o4 b0
No. at risk Time since randomization, months

RIB + NSAl 2549 2404 2236 2299 2259 2219 2185 2132 2072 1684 1128
2552 2301 2255 2208 2160 2116 2063 2009 1956 1591 1076

 Comgparison of survival between freatment arms was generated by strafified log-rank test (1-sided P value, informational and not preplanned).
HR, hazard ratio; ITT, intention to treat; NSAI nonsteroidal aromatase inhibitor; O3, overall survival; RIB, ribociclib.

John Crown, M.D.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Survival Status Over Time: Fewer BC-Related Deaths in RIB Arm

A positive OS signal in favor of RIB + NSAI treatment has been observed at earlier timepoints

Final IDFS Analysis (ITT) Exploratory 4-Year Analysis (ITT) Prespecified o-year Analysis (ITT)
Data cutoff: July 21, 2023 Data cutoff: April 29, 2024 Data cutoff: May 28, 2025
Survival Status
300 - Alive with metastatic disease
M Deaths due to BC
2 169 Ml Deaths not related to BC
D
'.;*E_ 200 - 155 114
S 139 105
P 94
€ 100 A
= 177 99
0 - 28 22
RIB + NSA| NSAI Alone RIB + NSAI NSAI Alone RIB + NSAI NSAI Alone
Approximate median
follow-up (months) 36 44 o7
0S HR (95% Cl) 0.89 (0.66-1.20) 0.83 (0.64-1.07) 0.800 (0.637-1.003)

BC, breast cancer; HR, hazard ratio; iDFS, invasive disease—free survival; ITT, intention to treat; NSAI, nonsteroidal aromatase inhibitor; RIB, nbociclib; OS, overall survival.

John Crown, M.D.
Content of this presentation is copyright and responsibility of the author. Pemrmission is required for re-use.
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Giredestrant vs standard-of-care endocrine therapy as

adjuvant treatment for patients with estrogen receptor-positive,
HER2-negative early breast cancer: Results from the global Phase lli
lidERA Breast Cancer trial

Presenting author: Aditya L. Bardia, MD
University of California, Los Angeles, Los Angeles, CA, USA

Aditya L. Bardia,* Peter Schmid,* Miguel Martin, Sara A. Hurvitz, Kyung Hae Jung, Mothaffar F. Rimawi, Shigehira Saji,
Gustavo Werutsky, Nadia Harbeck, Sherene Loi, Akiko Ogiya, Manuel Ruiz-Borrego, Ahmet Alacacioglu, Jiong Wu, Chenglin Ye,
Mario Liste-Hermoso, Nimali P. Withana, Tanja Badovinac Crnjevic, Mona D. Shah, Pablo Pérez-Moreno, Charles E. Geyer, Jr.*

* Equal contributions

I'his presentation is the intellectual property of the presenter. Contact ABardia@mednet, ucla.edu for permission to reprint and/or distribute.



‘ . SAN ANTONIO
lidERA Breast Cancer study design (> i

A global, randomized, open-label, multicenter Phase Ill trial Oy foS5

4 ~ At least 5-year treatment duration 5-year follow-up

Key eligibllity criteria
* Participants with ER+, HER2-negative early breast cancer
* Stage |-l disease (anatomical) Giredestrant (30 mg PO QD)
0 PpPNO and pT > 1 cm with Grade 3, or Ki67 2 20%, Long-term
or high score on genomic assay,” or pT4NO follow-up
o Node-positive SOC ET
* Pre- or post-menopausal' Tamoxifen/anastrozole/letrozole/exemestane
* Breast cancer surgery within 12 months
] * (Neo)adjuvant chemotherapy If Indicated
w
Stratification factors Primary endpoint
* Risk: Medium-! vs high-risk% Stage |-Il| breast cancer * |IDFS (excluding second primary non-breast cancer)
* Reglon: USA/Canada/Western Europe vs Asla-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-menopausal vs post-menopausal non-melanoma skin cancers and /n situ carcinomas of any site), LRRFI, OS, safety

Gliredestrant Is currently also being investigated In combination with abemaciclib In the adjuvant setting (IdERA Breast Cancer substudy 1)

Enroliment: August 2021 to Septembar 2023, Up to 12 weeks of ET £ CDK4/61 were allowed, ER+ was defined as 2 1% positive cells by immunohistochemistry, * OncotypeDx 2 26 or high-risk Mammaprint

"' Pre-menopausal patients on aromatase inhibitors or giredestrant had to recelve ovarian function suppraession with an approved luteinizing hormone-releasing hormone agonist. * Medium risk: pNO and primary tumor

» 1 em with high-risk biologic features (Grade 3, or KIB7 2 20%, or high score on genomic assay [if avallable]) and pN1 with low-risk biologic features (Grade 1/2 and KI67 < 20% and tumor £ 5 cm and low score on genomi
assay [If availlable]). * High rsk: pT4, or pN2, or pN3 and pN1 with high-risk blologic features (Grade 3, or Ki67 2 20%, or tumor > § em, or high score on genomic assay [If avallable))

CDKA4/6i, cyclin-dapandant kinasa 4/6 inhibitor; DFS, disease-frae survival, DRFI, distant recurrance-free Interval, ER+, estrogen receptor-positive; ET, endocrine therapy, IDFS, Invasive disease-free survival,

LRRFI, locoregional recurrence-free interval; OS, overall survival, PO, orally, QD, once dally, R, randomization; RoW, rest of the world;, SOC, standard-of-care

Clinical Trials.gov number, NCTO4961996. Adapted from Geyer CE, ef a/. ASCO 2023 (TPS616), with permission

Presanted by: Aditya L. Bardia, MD,

This presentation Is the intellectual property of the presenter. Contact ABardia@mednet. ucla.edu for permission to reprint and/or distribute.



Estrogen

Giredestrant mechanism of action
(selective estrogen receptor antagonist and degrader)



R () SANANTONIO

BREAST CANCER
( SYMPOSIUM
Baseline demographics and characteristics * oy 2t
Giredestrant SOCET Giredestrant
2084 n = 2086 n = 2084
Median age, years (range) 54.0 (22-91) 54.0 (25-89) ER status, n (%)*
Female sex, n (%) 2073 (99.5) 2075 (99.5) Low-positive (1-10% of cells positive) 45 (2.2) 52 (2.5)
Race, n (%) AJé’gsl:Iv: (>t1 O:/o of :;3"8 (r:;?;tlve) 2030 (97.8) 2031 (97.5)
stage at surgery, n (%)’
American Indlan or Alaska Native 77 (3.7) 62 (3.0) | 254 (12.3) 283 (13.6)
Aman 401 (ds.1) A078e.8) I 1013 (49.0) 950 (45.7)
Black or African American 50 (2.4) 50 (2.4) I 799 (38.7) 844 (40.6)
Other* 263 (12.6) 232 (11.1) Nodal status, n (%) on surglcal specimen’
White 1233 (59.2) 1275 (61.1) pPNO 449 (21.6) 441 (21.2)
Reglon, n (%) pN1 968 (46.6) 953 (45.7)
Asla-Pacific 544 (26.1) 544 (26.1) RusN:;;) 002:(31.8) oRl(%e:1)
' 0
USA/Canada/Western Europe 860 (41.3) 905 (43.4) High 1448 (69.5) 1447 (69.4)
Latin America/Africa/Eastern Europe 680 (32.6) 637 (30.5) Medium 636 (30.5) 639 (30.6)
Menopausal status, n (%)! Previous chemotherapy, n (%)
Pre-menopausal 849 (41.0) 838 (40 4) No 396 (19.0) 450 (21.6)
Post-menopausal 1220 (59.0) 1236 (59.6) Yes 1688 (81.0) 1636 (78.4)

Baseline demographics and characteristics were balanced

Data cutoff: August 8, 2025, * "Other” refars to “multiple”, “Native Hawallan or Other Pacific Islander”, "not reported”, or "unknown”. ' Twanty-seven patients had unknown menopausal status (15 in the giredestrant arm

and 12 in the SOC ET arm), ' Twalve patients had unknown ER status (nine in the giredestrant arm and three in the SOC ET arm). " One patient had Stage 0 disease (SOC ET arm); 26 had unknown Stage (18 in the

giradestrant arm and aight in tha SOC ET arm), I' Six patients had unknown nodal status (five In the giredestrant arm and one in the SOC ET arm). AJCC, Amarican Joint Committea on Cancer; ER, estrogen receptor;

ET, andocrine therapy, SOC, standard-of-care

Presented by: Aditya L. Bardia, MD.

This presentation Is the intellectual property of the presenter. Contact ABardia@mednet.ucla.edu for permission to reprint and/or distribute, 10
.




lIdERA

Broast Cancer

Primary endpoint: IDFS

( SAN ANTONIO
BREAST CANCER

( SYMPOSIUM
OE,{T‘_I‘!eulth AAC 1

Ao s Anmiw e
= Cae e h
'

Giredestrant SOCET
n= 2084 n = 2086
Events, n (%) 140 (6.7) 196 (9.4)

Stratified HR 0.70
(95% CI)  (0.57, 0.87); p = 0.0014*

100 +
Luv..:.z;.—%l-}.),__,_,‘w g o
”: az amah “““*’K“mmwmmonwamm" L _.‘I .
o “'\“”— D o -
8019 100
- 60 4
é 00 -
:
40 +
B0 -
20 +
70 =~
T T T T T T
0 - 0 6 12 [ Pl 30 6 42
0 6 12 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2021 1960 1932 1716 1088 345 26
SOCET 2086 2016 1958 1808 1683 1048 325 25

Exploratory analysis: IDFS by SOC ET

Total, Stratified HR
n | (95% CI)

Al 1745  -Ji}~ | 0.73 (0.58, 0.92)
|
Tamoxifen 326 —m— | 0.53 (0.35, 0.80)

l-v-v-v—v-v-'-l-\

0.3 0.8

Giredestrant better SOC ET better

Median follow-up: 32,3 months

Statistically significant and clinically meaningful improvement in IDFS:
Giredestrant reduced the risk of invasive disease recurrence or death by 30% compared with SOC ET

Data cutoff: August 8, 2025. Madian follow-up, 32.4 months in the giradestrant arm and 32.3 months In the SOC ET arm; maximum follow-up, 46,6 months and 46,3 months, respectively. * Log-rank (2-sided). p-value

boundary for IDFS interim analysis was 0.0217 (2-sided). Al, aromatase inhibitor; Cl, confidence interval, ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival,

Presented by: Aditya L. Bardia, MD.,
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IDFS in key subgroups  Quumn pace

Patients, n
Total, n Glredestrant SOC ET

|
All patients 4170 2084 2086 —.— |
Age group, years |
s 45 006 472 434 - |
> 4510 5 55 1355 660 695 —— |
> 5510 5 65 1118 567 551 - f
> 65 701 385 406 - |
Reglon [
Asla-Pacific 1088 544 544 - |
Latin America/Africa/Eastern Europe 1317 680 637 —l— [
USA/Canada/Western Europe 1765 860 005 |
Menopausal status [
Pre-menopausal 1680 841 839 [
Post-menopausal 2490 1243 1247 |
AJCC stage at surgery* |
| 537 254 283 - |
I 1063 1013 950 —.—
Il 1643 709 844 —.—:
Risk
High 2895 1448 1447 —‘— l
Medium 1275 636 639 |
Previous chemotherapy :
No 787 302 305 L]
|
Yos 3383 1692 1691 B ! v

02 04 06 08 10 12 14 16 18 20
Giredestrant better SOC ET better

HR (95% CI)
0.70 (0.57, 0.87)

0.81 (0.50, 1.33)
0.54 (0.36, 0.80)
0.77 (0.53, 1.13)
0.82 (0.49, 1.36)

0.70 (0.4, 1.12)
0.68 (0.51, 0.92)
0,68 (0.44, 1.04)

0.65 (0.44, 0.85)
0.73 (0.56, 0.85)

0.80 (0.42, 1.80)
0.58 (0.39, 0.85)
0.74 (0.56, 0.98)

0.60 (0.55, 0.88)
0.74 (0.42, 1.31)

0.63 (0,33, 1.21)
0.71 (0.57, 0.80)

IDFS benefit was consistent across key prespecified subgroups

Data cutoff: August 8, 2025, HR estimates are unstratified. Median follow-up of 32.4 months In the giredestrant arm and 32.3 months Iin the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively

* One patient had Stage 0 disease (SOC ET arm), 26 had unknown Stage (18 in the giredestrant arm and eight in the SOC ET arm)
AJCC, Amarican Joint Committee on Cancer; Cl, confidence Intarval, ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival, SOC, standard-of-care

Presentad by: Aditya L. Bardia, MD,
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Distant recurrence-free interval s AAOR

100 o s ' —
(XS I}
80 " 100 =~ 98.50/(:
e — 06.1%
07.7% \ﬁ:_*?::\* 94.4%
60 “'m.‘\..".“lh““"‘;"’ﬁ ) soc ET
£ 90 = 92.1% ““"\' n = 2U04 h = 2090
§ oI Events, n (%) 102 (4.9) 145 (7.0)
40 4 Stratifled HR 0.69
" (95% Cl) (0.54, 0.89)
20 4
70 =~
|l 1 1 L\l
0 0 2 18 M 30 16 a2
0 6 12 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2021 1970 1931 1716 1080 344 26
SOCET 2086 2014 1057 1807 1680 1047 325 25 Median follow-up: 32,3 months

DRFI was improved vs SOC ET, with a 31% reduction in risk of developing metastatic disease

Data cutoff: August 8, 2025, Median follow-up, 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively

Cl, confidence Interval; DRFI, distant recurrence-free interval, ET, endocrine therapy, HR, hazard ratio; SOC, standard-of-care

Presented by: Aditya L. Bardia, MD.
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Interim overall survival (" Oyue pACR

100 o sommmesmpmp—— - . ——— s 40000

09.5%
801 100~ . 08.2%
00.4% TS — 97.0%
p “TT:NW"m' ——
07 5% “*\-::W Giredestrant SOCET
- 60 4 i e n = 2084 n = 2086
£
8 Events, n (%) 57 (2.7) 71(3.4)
90 -
40 - Stratifled HR 0.79
(95% CI) (0.56, 1.12), p = 0.1863"
20 +
B0 -~
L\l 1 | || 1 |
0 I 0 12 10 24 30 16 a2
0 6 12 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2043 2013 1097 1887 1300 530 52
SOCET 2086 2040 2018 1971 1852 1270 504 49 Median follow-up: 32.3 months

While OS data were immature, a clear positive trend was observed. OS testing will continue at future analyses

Data cutoff: August 8, 2025. Median follow-up, 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively, At the data cutoff, the 1*' OS IA was
conducted (maturity 31.2% with respect to the final OS analysis), * Log-rank (2-sided), p-value boundary for the 1" OS IA was 0,0001 (2-sided). Includes onae death from a patient who was randomized but never dosed
Excludes one death from a patient with missing date of death. Cl, confidence intarval, ET, endocrine therapy, HR, hazard ratio; 1A, interim analysis, OS, ovaerall survival, SOC, standard-of-care

Presented by: Aditya L. Bardia, MD.
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AE overview (safety-evaluable population) Oy AAGR

Common TEAESs (2 7.5% of patients in either arm at any grade) Selected AEs
Giredestrant n = 2060 SOC ETn = 2074

Giredestrant

n = 2060
Arthraigla  [INEINSE asalnal Patients, n (%) with treatment discontinuations due to AEs
Hot flush [0.3/27.1 285/03 |
Headache 104/152 [13.1/04 Musculoskeletal disorders 38 (1.8) 92 (4.4)
Fatigue | \ « Arthralglas (PT) 32 (1.6) 76 (3.7)
Insomnia | Vasomotor disorders 2(<0.1) 18 (0.9)
Nausea |
Asthenia
Back pain | G"Cdz’(‘)'("(‘;"t
Radiation skin injury | \ L ’
Hypertension 1 i Patlents, n (%) with selected AEs by medical concept*
Urinary tract infection | | G1 G2 G3-4 G1 G2 G3-4
Cough 217 15 0 64 2 0
Diarrhea | Giredestrant  80C ET Bradycardiat (105)  (0.7) (31)  (<0.1)
Pain in extremity | | Glue Venous 4 12 2 3 7 7
Constipation W oo N bl (0.2) (0.6) (<01 (0.1) (03)  (03)
50 40 30 20 10 0 10 20 30 40 50
Patlents (%)
Data cutoff: August 8, 2025, * Assessed as medical concepts using grouped terms,; all other AEs by medical concept ware comparable between arms, including four patients per arm (0,.2%) who expaerienced photopsia
G2 events ocourred in 17 patients, 13 resolved, four patients discontinued treatment and the events resolved, ! G3 only. AE, adverse event;, ET, endocrine therapy, G, grade; PT, preferred term; SOC, standard-of-care

TEAE, treatment-amaergent adverse event

Presented by: Aditya L. Bardia, MD.
This presentation is the intellectual property of the presenter. Contact ABardia@mednet.ucla.edu for permission to reprint and/or distribute, 18
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Giredestrant (GIRE), an oral selective oestrogen receptor (ER)
antagonist and degrader, + everolimus (E) in patients (pts) with
ER-positive, HER2-negative advanced breast cancer

(ER+, HER2- aBC) previously treated with a CDK4/6 inhibitor (i):
Primary results of the Phase lll evERA BC trial

Erica L. Mayer, Sara M. Tolaney, Miguel Martin, Gregory A. Vidal, Luca Moscetti, Komal L. Jhaveri,
Adam Brufsky, William J. Gradishar, Andreas Schneeweiss, Naoki Niikura, Anne Favret,

Margarita Alfie, Keun Seok Lee, Sarah Khan, Merilin B. Feldman, Bann-mo Day, Lisa Lam,

Walter C. Darbonne, Pablo Perez-Moreno, Hope S. Rugo

Presenting author: Erica L. Mayer, MD, MPH
Dana-Farber Cancer Institute, Boston, MA, USA

Content of this presentation is copyright and responsibility of the author. Permmission is required for re-use.




Breast Cancer

Study design

A global, randomised, open-label, Phase lll trial

r 1 Enrolment period: August 2022 to October 2024

Key eligibility criteria®
* ER+, HERZ2-aBC (1-3L of therapy) Giredestrant (30 mg) + everolimus (10 mg)t Until PD
+ = 2 prior lines of ET in the aBC setting

or
* PD orrelapse during/post-CDK4/6i + ET unacceptable
+ No prior chemotherapy in the aBC setting SOC ET! + everolimus (10 mg)t toxicity

+ Measurable disease per RECIST v1.1 or evaluable HExemestanefiulvestrant/tamoxifen

bone metastases

T Dexamethasone mouthwash prophylaxis and treatment was
strongly recommended per SWISH trial protocol’

N r

* Trial was enriched to 55% of patients with ESR1m at baseline
{centrally tested via circulating tumour DNA)

Stratification factors Co-primary endpoints (RECIST v1.1)
 Prior treatment with fulvestrant (yes vs no) * INV-PFS in patients whose tumours had ESRTm
« ESR1m (yes vs no/indeterminate) * INV-PFS in the ITT population
« Site of disease (visceral [lung and/or Key secondary endpoints
liver involvement] vs non-visceral) + 0S

+ [INV-assessed ORR, DoR

ClinicalTrials gov number, NCT05306340. Adapted from Mayer EL, ef al. SABCS 2022 (poster OT2-01-07) with permission.

1-3L, first to third line; aBC, advanced breast cancer; COK4/6i, cyclin-dependent kinase 4/6 inhibitor; DoR, duration of response; ER+, oestrogen receptor-positive; ESR1m, ESR1 mutation; ET, endocrine therapy, HER2—, HERZ-negative;
INV, investigator-assessed; ITT, intention to treat; ORR, objective response rate; OS, overall survival, PD, progressive disease; PFS, progression-free survival; R, randomisation; RECIST, Response Evaluation Criteria in Solid Tumours;,
SOC ET, standard of care endocrine therapy.

1. Rugo HS, ef al. Lancef Oncology 2017, 18:654—662.

Presented by: Erica L. Mayer, MD, MPH. =T congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



Baseline demographics and characteristics (ITT population)

Giredestrant + SOCET+ Giredestrant + SOCET +
everolimus everolimus everolimus everolimus
n=183 n=190 n=183 n=190

Median age, years (range) 62.0 (27-83) 60.0 (26-84) Post-menopausal at screening (eCRF), n (%) 156 (85.2) 159 (83.7)
Female sex, n (%) 182 (99.5) 187 (98.4) ESRTm detected at baseline 102 (55.7) 105 (55.3)
Race, n (%) (central assessment), n (%)

White 103 (56.3) 119 (62.6) PIK3CAm detected at baseline 64 (35.0) 51(26.8)

Asian 66 (36.1) 57 (30.0) (central assessment), n (%)

Black 9 (4.9) 9 (4.7) Prior lines of therapy in aBC, n (%)t

Other 5(2.7) 5 (2.6) 0 3(16) 5(2.6)
Region, n (%) 1 140 (76.5) 132 (69.5)

Asia—Pacific 58 (31.7) 49 (25.8) 2 40 (21.9) 92(27.4)

North America 69 (37.7) 75 (39.5) Prior fulvestrant treatment (CRF), n (%) 86 (47.0) 89 (46.8)

Westemn Europe 36 (19.7) 43 (22.6) Prior CDK4/6i, n (%) 183 (100) 190 (100)

Other 20 (10.9) 23 (12.1) Abemaciclib 53 (29.0) 49 (258)
Visceral disease (CRF), n (%)* 126 (68.9) 131 (68.9) Palbociclib 104 (56.8) 119 (62.6)

Disease involvement in liver 80 (48.6) 100 (52.6) Ribociclib 22 (28.4) o4 (28.4)
Bone-only involvement at screening, n (%) 24 (13.1) 22 (11.6) Prior PI3Ki, n (%) 6(3.3) 7(3.7)

[ Baseline characteristics were balanced in the ITT as well as in the ESRTm population 1
Data cuioff: 16 July 2025; First patient in: 3 August 2022; last patient in: 15 October 2024 . * Visceral disease is defined as any lung andfor liver involvement. t None of the patients in the giredestrant + everolimus am and one patient in SOC ET + everolimus arm

had three prior lines of therapy in the aBC setting. aBC, advanced breast cancer, CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CRF, case report form; eCRF, electronic case report form; ESRm, ESRY mutation; ET, endocrine therapy; ITT, intention to treat;
PI3KI, phosphatidylinositol 3-kinase inhibitor; PIK3CAmM, PIK3CA mutation; SOC ET, standard of care endocrine therapy.

Presented by: Erica L. Mayer, MD, MPH. =T congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



Breast Cancer

Co-primary endpoint — INV-PFS in the ESR7Tm population

Giredestrant + SOCET+
everolimus

everolimus

n =102 n=105

100 4
Events, n (%) 63 (61.8) 89 (84.8)
%0 Median, mo (95% CI)  9.99 (8.08,12.94)  5.45(3.75, 5.62)
S Stratified HR 0.38
) (95% CI) (0.27, 0.54); p < 0.0001
%
= 40 -
= Exploratory analysis: INV-PFS by SOC ET
, Total, n \ Unstratified HR (25% Cl)
20 |2 . . Exemestane 67 —#— | 0.40 (0.28, 0.58)
_H_I_Lll_l ' ' Fulvestrant 31 —=— i 0.44 (0.28, 0.69)
I]I_Z C II:D S Iﬁl_l]
04, ' ' : . r r v : - . Giredestrant SOC ET
] 3 6 ] 12 15 18 2 24 27 an +gverolimus better + everolimus better
MNo. atrisk Time {I'HD]
Giredestrant + everolimus 102 85 61 a2 28 13 6 2 2
S0OC ET + everolimus 105 67 35 25 10 2 1 1 1
Combination therapy with giredestrant + everolimus led to a clinically meaningful
62% reduction in the risk of progression or death in patients with ESRTm

Data cutofi: 16 July 2025. PFS by blinded independent radiologist was similar to INV-PFS: Median PFS was 11.14 mo (giredesirant + everolimus) and 5.68 mo (S0OC ET + everolimus); siratified HR, 0.49; 95% Cl: 0.34, 0.71.
Cl, confidence interval, ESR1m, ESR{ mutation; HR, hazard rafio; INV, investigator-assessed; mo, months; PFS, progression-free survival, SOC ET, standard of care endocrine therapy.

Presented by: Erica L. Mayer, MD, MPH. mnungrasa
2025
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Co-primary endpoint — INV-PFS in the ITT population

Giredestrant +

SOCET +

everolimus
n=190

everolimus

n=183
Events, n (%) 126 (68.9) 163 (85.8)
Median, mo (95% CI)  8.77 (6.60,9.59)  5.49 (4.01, 5.59)

Stratified HR 0.56
(95% Cl) (0.44, 0.71): p < 0.0001

INV-PFS (%)

Exploratory analysis: INV-PFS by SOC ET

Total, n Unstratified HR (95% CI)
Exemestane 141 = 0.55(0.43,0.71)

— Fulvestrant 39 — 0.59 (0.40, 0.86)
| 02 18 50
04, ' Y : . r ' r . . . Giredestrant SOC ET
0 3 (4] ] 12 15 18 py| 24 27 30 + everolimus better + everolimus better
No. at risk Time (mo)
redestrant + everolimus 183 149 95 70 A7 29 14 3 3 1
SOC ET + everolimus 190 131 68 50 27 14 7 3 3 1
Combination therapy with giredestrant + everolimus led to a clinically meaningful
44°% reduction in the risk of progression or death in patients in the ITT population

Data cutoff: 16 July 2025. PFS by blinded independent radiologist was similar to INV-PFS: Median PFS was 10.32 mo (giredestrant + everolimus) and 726 mo (SOC ET + everolimus); stratified HR, 0.66; 95% CI: 0.50, 0.87.
Cl, confidence interval; HR, hazard ratio; INY, investigator-assessed; ITT, intention to treat; mo, months; PFS, progression-free sunvival, SOC ET, standard of care endocnine therapy.

Presented by: Erica L. Mayer, MD, MPH. mﬂﬂﬂgrESS
2025
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Interim OS in the ESRTm

ESR1m population (59% mature)

and ITT populations

ITT population (67% mature)

Giredestrant SOCET+
+ everolimus | everolimus
n=183 n=190
A7 (25.7) 68 (35.8)

NE 26.87
(NE, NE) (22.21, NE)
0.89 (0.47, 1.00);
p=0.0473

1004 1004
804 80 -
60 = ettt ! &0
s g
wn w
o (@]
40 404
Giredestrant SOCET+
+ everolimus | everolimus
n=102 n=105
20 Events, n (%) 26 (25.9) 41 (39.0) 204 Events, n (%)
) " ME 21.03 i
Median, mo (95% CI) (2017.NE)  (14.78, 26.87) Median, mo (93% CI)
Stratified HR 0.62 (0.38, 1.02); Stratified HR
04 (95% CI) p =0.0566 0 (95% Cl)
| | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9
No. at risk Time (mo) No. at risk
siredestirant + everclimus 102 oh BT 21 LT a7 18 B 3] 2 Giredestrant + everolimus 183 174 161 152
SOC ET + everclimus 105 100 a3 Fi'l A7 33 18 10 3 1 S0C ET + everolimus 180 180 167 1438

12 19 18 21

Time (mo)
127 103 ] 36
122 a2 ar 3B

Data cutoff: 16 July 2025. Cl, confidence interval; ESRYm, ESR{ mutation; HR, hazard ratio; ITT, intention to treat; mo, months; NE, not evaluable; OS, overall survival, SOC ET, standard of care endocrine therapy.

Presented by: Erica L. Mayer, MD, MPH.
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Breast Cancer

ORR and DoR in the ESRTm and ITT populations, and in
patients without ESRTm detected

Giredestrant SOCET

ORR* + everolimus + everolimus MEdian DOR (950/0 C|)¢

PR
A 12.8%t
(95% CI- 0.48, 24 7) Ao [] M cr
-1 14.88
30 1 (95% ClI: 3.4, 20.7) 16 19,10, NE)
26 6% ] .
— 95% ?::1'130?24 0 gt 12.68
25 | 23.8% (95% CI- 1.6, 24.0) (9.66, 18.20) (7.56, NE)
| o~
20 20.0% E
Il ] E
- o
@ o) 7.33
=15 | 13.8% a (3.84, NE)
2 M.7% c
© B
o 10 - 87% E
=
5 4
0
Giredestrant + SOCET + Giredestrant + SOCET + Giredestrant + SOCET + Giredestrant + S0OCET + Giredestrant+ SOCET + Giredestrant+ SOCET+
everclimus  everolimus everolimus  everolimus everolimus  everolimus everolimus  everolimus everolimus  everolimus everolimus  everolimus
n=2584 n="%94 n=164 n=163 n=70 n=~G69 n=25 n=13 n=23% n=14 n=4§8 n=5
ESRTm ITT Without ESRTm ESR1m ITT Without ESRTm
de.te.cted detECtEd
Data cutoff: 16 July 2025. * Patients who had measurable disease at baseline; all responses were confirmed on two consecutive occasions = 4 weeks apart. T Stratified analysis. * Patients who had measurable disease at baseline and an objective response.

Cl, confidence interval; CR, complete response; DoR, duration of response; ESRTm, ESRT mutation; ITT, intention to treat; mo, months; NE, not evaluable; ORR, objective response rate; PR, partial response; SOC ET, standard of care endocrine therapy.

Presented by: Erica L. Mayer, MD, MPH. = congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



AEs overview

Common TEAEs (2 10% of patients in either arm) Selected AEs

Giredestrant + everolimus n =182 SOC ET + everolimus n =186

Stomatitis* [l 277245 45732 ; :
Diarrhoea 012688 21511 Giredestrant + everolimus

Anaemia B o e 12.4/8.0 [N Patients with n=182
Nausea [ | AE. n

) Grade Grade
Fatigue | i 1-2 34
Decreased appetite [ |

Pneumonitis [} u Bradycardiat 7(3.8) 0
Headache | Photopsia 0 0

SOC ET + everolimus
n=186

Grade Grade
1-2 3-4

1(0.5) 0

Rash | |
Arthralgia [ |
Constipation 1
AST increased ] 1
Oedema peripheral
Cough |
Vomiting |
ALT increased ]
Hyperghycaemia [ ] ]
Insomnia
Hypokalasmia [ ]
Meutrophil count decreased ] .

Pruritus Grade 1-2
Back pain

Dysgeusia . . Grade 3—4
Platelet count decreased [ |
Weight decreased || |

50 40 30 20 10 0 10 20 30 40 50
Patients (%)
Data cutoff: 16 July 2025. * Dexamethasone mouthwash prophylaxis and treatment was strongly recommended per SWISH trial protocol (Rugo HS, ef al. Lancet Oncology 2017, 18:654-662).
t Assessed as a medical concept using grouped terms; all events were Grade 1, non-serious and no freatment intermuptions/interventions were needed. All events had resolved by data cutoff.
AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; SOC ET, standard of care endocrine therapy; TEAE, treatment-emergent adverse event.
Presented by: Erica L. Mayer, MD, MPH.
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Trastuzumab deruxtecan (T-DXd) vs trastuzumab emtansine (T-DM1) in
patients with high-risk human epidermal growth factor receptor 2—positive
(HER2+) primary breast cancer with residual invasive disease after
neoadjuvant therapy: Interim analysis of DESTINY-Breast05 ‘

Charles E Geyer Jr,®? Yeon Hee Park, Zhiming Shao, Chiun-Sheng Huang,
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DESTINY-Breast05 study design

A global, multicenter, randomized, open-label, phase 3 trial (NCT04622319)

Key Eligibility Criteria

T-DXd 5.4 mg/kg IV Q3W a Primary endpoint
+ Residual invasive disease in the breast and/or axillary N for 14 cycles = » IDFS
lymph nodes after neoadjuvant chemotherapy with N = 1600 N = 800 Lo
HER2-directed therapy (NAT)? e Key secondary endpoint
« High-risk defined as presentation prior to NAT with: %‘ . DES
o Inoperable eBC (cT4 N0-3,M0 or ¢T1-3,N2-3 M0O) ‘T
OR g i
o Operable eBC (cT1-3,N0-1,M0) with axillary T-DM1 3.6 mg/kg IV Q3W o Otg;r secondarByMeFr}dpmnts
node—positive disease (ypN1-3) after NAT for 14 cycles g ’ ’
+ Centrally confirmed HER2+ (IHC 3+ or ISH+) eBC N = 800 < * DRFI - Safety

+ ECOGPSOor1

+ Concomitant adjuvant ET was allowed per local practices
* |f administered, RT could be initiated concurrent with study therapy or completed

Stratification factors prior to initiation of study therapy (sequential) per investigator

« Extent of disease at presentation (inoperable, operable) * ILD monltgrlng program.fnr patients treated with RT _ .

- HER2-targeted NAT (single, dual) + All patients had baseline non-contrast, low dose (LD) chest CT during screening

+ Hormone receptor status {p;:-sitive negative) « All RT patients (concurrent and sequential) had LD chest CT & weeks after start of
« Post-NAT pathologic nodal status (positive, negative) study therapy, then every 12 weeks while on therapy, and at 40-day follow-up

+ Sequential RT patients had additional LD chest CT after completion of RT prior to start
of study therapy

BMFI, brain metastasis—ree interval; CT, computed tomography; eBC, early breast cancer; DCO, data cutoff, DFS, disease-free survival, DRFI, distant recurrence—free interval; ECOG PS, Eastern Cooperative

Oncology Group performance status; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; IDFS, invasive disease—free survival; IHC, immunohistochemistry; ILD, interstitial lung disease; ISH, in
situ hybridization; 1V, intravenous; NAT, necadjuvant therapy; OS, overall survival, Q3W, every 3 weeks; R, randomization; RT, radiotherapy; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
3NAT is defined as =16 weeks’ NAT with =9 weeks trastuzumab + pertuzumab and =9 weeks taxane-based chemotherapy.

Dr Charles E Geyer Jr

_ - _ - o _ congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. iy BERLIN m
*5"> DESTINY-Breast05



Baseline demographics and clinical characteristics

Operative status at disease presentation,© n (%)

T-DM1

n=817

Age, median (range), vears 50.3 (24-78) 50.6 (21-83)
<65 735 (89.9) 736 (90.1)
=65 83 (10.1) 81(9.9)
Female sex, n (%) 814 (99.5) 814 (99.6)
Race
White 301 (36.8) 333 (40.8)
Black or African American 22 (2.7) 13 (1.6)
Asian 399 (48.8) 386 (47.2)
Other 96 (11.7) 85 (10.4)
Region, n (%)

Asia 392 (47.9) 380 (46.5)
Europe 222 (27.1) 223 (27 .3)
North America + Australia 57 (7.0) 72 (8.8)

Rest of world® 147 (18.0) 142 (17 .4)

ECOG PS score, n (%)

0 696 (80.2) 6352 (79.8)
1 162 (19.8) 165 (20.2)

HER2 expression.” n (%)

IHC 3+ 676 (82.6) 670 (82.0)
IHC 2+ and ISH+ 129 (15.8) 133 (16.3)
IHC 2+ and ISH- 2(0.2) 0
IHC 1+ and ISH+ 11(1.3) 14 (1.7)

Hormone receptor status,® n (%)

Positive 581 (71.0) 583 (71.4)
Negative 237 (29.0) 234 (28.6)

Operable (cT1-3, NO-1, MO) 387 (47.3) 393 (48.1)
Inoperable (cT4, NO-3, MO or ¢T1-3, N2-3, M0) 431 (52.7) 424 (51.9)
Post-NAT pathologic nodal status,® n (%)

Positive 660 (80.7) 658 (80.5)
Negative 158 (19.3) 159 (19.5)
Neoadjuvant HER2-targeted therapy, n (%)

Trastuzumab alone 176 (21.5) 171 (20.9)

Trastuzumab + pertuzumab 637 (77.9) 641 (78.5)

Trastuzumab + other HER2-targeted therapy 3(04) 3(04)

Trastuzumab + pertuzumab + other HER2-targeted therapy 2(02) 2(02)

Neoadjuvant chemotherapy, n (%)

Taxanes 818 (100) 817 (100)

Platinum compounds 386 (47.2) 392 (48.0)

Anthracycline 423 (51.7) 399 (48.8)

Radiotherapy treatment, n (%)

Adjuvant radiotherapy 764 (93.4) 759 (92.9)
Concurrent 438 (53.9) 480 (58.8)
Sequential 326 (39.9) 279 (34.1)

No radiotherapy o4 (6.6) 28 (7.1)

ECOG PS5, Eastem Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunchistochemistry; 15H, in situ hybridization; NAT, necadjuvant therapy; T-DM1, trastuzumalb emtansine; T-DXd, trastuzumab denuxtecan.
2ncluded regions: Argentina, Brazil, Chile, Czech Republic, lsrael, Mexico, Peru, Poland, Romania, Russian Federation_ *Centrally confirmed. “As reported in electronic data capture.

Dr Charles E Geyer Jr
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Primary endpoint: IDFS?2 Nokin = 817

Patients with events, n (%) 51 (6.2) 102 (12.5)

3-year IDFS, % (95% CI) 92.4 (89.7-94.4) | 83.7 (80.2-86.7)

HR (95 % CI) 0.47 (0.34-0.66)
1.0+——1LL P value <0.0001"

= ——-\-u"“I

'D 8_ i T LI |

061  aT.DXd(n=818)
A mT-DM1 (n=817)
] +Censor

0.05 T T T T T T

I I I I I I I I I I I I I
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
Time, months

Invasive Disease—Free Survival

E IR RREERRRERRNREENENN]

Number at Risk:

T-DXd 818 788 781 776 771 768 758 753 731 684 634 544 440 380 370 275 218 212 120 92 90 46 14 14 0 0 0 O
T-DM1 817 781 769 760 745 734 719 708 687 632 599 527 417 355 337 233 186 177 120 84 /9 38 14 13 4 1 1 0

53% reduction in the risk of invasive disease recurrence or death for T-DXd compared with T-DM1

HR, hazard ratic; IDFS, invasive disease—free survival, T-DM1, trastuzumab emtansine; T-DXd, trastuzumab denuxtecan.

Efficacy stopping boundary, P = 0.0183.

3DFS is defined as the time from randomization until the date of first occurrence of one of the following events: recurrence of ipsilateral invasive breast tumor, recurrence of ipsilateral locoregional invasive breast cancer, contralateral invasive breast
cancer, a distant disease recumence, or death from any cause. "Two-sided P value from stratified log-rank test. Hazard ratio and 95% CI from stratified Cox proportional hazards model with stratification factor of operative status at disease
presentation.

Dr Charles E Geyer Jr
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Categories of first IDFS events

120 -
102
100
:,_ 80 m T-DXd
£ m T-DM1
2
% 60
o
40
Non-CNS
20
1 5 1 6 6 7 8
0 — — C mmm EEEEEN
Total events Distant recurrence Local invasive Regional recurrence Contralateral Death without prior
recurrence invasive disease reported event?

Category of First IDFS Event

Lower distant and locoregional recurrences were observed with T-DXd vs T-DM1,
including CNS recurrences

IDFS, invasive disease—free survival, T-DM1, rastuzumab emtansine; T-DiXd, trastuzumab deruxtecan.
Participants who experienced multiple types of IDFS events within 61 days of their first event are reported in the category according to the following hierarchy: distant recurrence CHS, distant recurrence non-CHS, local invasive recurrence, regicnal recurmence, contralateral

breast cancer, and death without a previous event.
3CNS as sole site for distant recurrence or one of multiple distance recumment sites tCauses of death in the T-DXd arm were 2 drug-related ILD, unrelated respiratory tract infection, acute respiratory failure (outside AE reporting period), acute respiratory distress syndrome
(outside AE reporting period), and 2 disease progression, and in the T-DM1 am were drug-related sepsis, unrelated ovarian cancer, unrelated aneurysm, unrelated pneumothorax, unrelated leiomyosarcoma, self-inflicted gun wound, and 2 disease progression.

Dr Charles E Geyer Jr
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TEAESs in 220% of patients (either arm)

T-DXd T-DM1

29.3

NauseaaP 71.3
Constipation

Neutrophil count decreased

Vomiting®*©
White blood cell count decreased
. " Grade 1
Fatigue .
P> Radiation pneumonitis? Grade 2
Anemia M Grade 23

AST increased 50.2

ALT increased 45.3
Diarrhea

Platelet count decreased 49.8
Decreased appetite
Headache

Arthralgia

80 60 40 20 0 20 40 60 80

ALT, alanine aminofransferase; AST, aspartate aminotransferase; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxiecan; TEAE, treatment-emergent adverse event.
#Prophylactic antiemetics were recommended but not mandatory. 2ln the T-DXd and T-DM1 ams: 39.1% and 23.7% grade 1, 27.8% and 5.5% grade 2, and 4.5% and 0.1% grade 3 events, respectively. €In the T-DXd and T-DM1 ams: 19.0% and
6.9% grade 1, 10.9% and 2.0% grade 2, and 1.1% and 0.1% grade 3 events. 2In the T-DXd and T-DM1 arms: 24.2% and 20.8% grade 1, 4.6% and 6.1% grade 2 events.
congress
:
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Adverse events of special interest: ILD/pneumonitis and
LV dysfunction

Adjudicated Drug-related ILD

n (%) Any grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
| T-DXd (n = 806)° 77 (9.6) 16 (2.0) 52 (6.5) 7 (0.9) 0 2 (0.2)
T-DM1 (n = 801)3 13 (1.6) 8 (1.0) 5 (0.6) 0 0 0

Adjuvant radiotherapy timing (sequential or concurrent) showed no differences in adjudicated drug-related ILD

Similar distributions of any grade adjudicated drug-related ILD events were observed with sequential and concurrent radiotherapy in
both treatment arms (T-DXd: 10.7% and 9.6.% vs T-DM1: 2.6% and 1.0%, respectively)

LV dysfunction

n (%) Any grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
| T-DXd (n = 806)° 23 (2.9) 1(0.1) 20 (2.5) 2 (0.2) 0 0
T-DM1 (n = 801)2 14 (1.7) 0 11(1.4) 3(0.4) 0 0

CT, computed tomography; ILD, interstitial lung disease; LV, left ventricular, T-DM1, trastuzumab emtansing; T-DXd, trastuzumab denuxdecan.
3A|l patients who received at least 1 dose of study treatment.

Dr Charles E Geyer Jr
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DESTINY-Breast11 study design

A randomized, global, multicenter, open-label, Phase 3 study

(NCT05113251)

Patient population

* Previously untreated
HER2+ eBC

* HR-positive or
HR-negative

* High-risk defined as:

— 2¢T3 and NO-3 or
cTO0—4 and N1-3

- Inflammatory BC

Stratification factors

+ HR status: ER and/or
PR-positive or negative

+ HERZ2 status: (IHC 3+ or

ISH+ in the absence of
IHC 3+ status)

Randomized
1:1:1

T-DXd* — THPt
4 + 4 cycles

ddAC* — THPS
4 + 4 cycles

T-DXd*
8 cycles

The T-DXd alone arm closed on March 13 2024, following
Independent Data Monitoring Committee recommendation

Recommended
post-neoadjuvant
treatment per study
protocoll

pCR: radiotherapy and
concomitant trastuzumab +
pertuzumab for up to 1 year

No pCR: radiotherapy and
T-DM1 for up to 14 cycles

HR-positive: endocrine
therapy

The reasons were multifactonal, including a lower pCR rate, low likelihood
that T-DXd alone would be supenor to ddAC-THP, and the timing of surgery

Data cutoff:
March 12, 2025

Primary endpoint

PCR (ypT0O/is ypNO) by blinded
central review

Secondary endpoints

pCR (ypTO ypNO) by blinded
central review

EFS

Safety

Pharmacokinetics and
immunogenicity

Invasive disease-free survival
Overall survival
Health-related quality of life

Additional outcome
measures

Residual cancer burden (RCE)

High-resolution computed tomography chest scans were performed every 6 weeks during treatment; if ILDVpneumonitis was suspected while receiving T-D¥d, treatment was interrupted and a full investigation completed. Echocardiograms or multigated acquisition scans
were performed during screening (<28 days prior to randomization), during treatment (<3 days before Cycle 5), and at end of treatment to assess left ventricular ejection fraction. "5.4 mg/kg Q3W; Tpaciitaxel (20 mg/m? QW) + trastuzumab (B mglkg Q3W) + pertuzumab (240 mg
loading dose followed by 420 mg Q3W); “doxorubicin (80 mgim® Q2W) + cydophosphamide (800 mg/im? Q2W); Spacitaxel (80 mgim? QW) + trastuzumab (8 mg/kg loading dose followed by & mg'kg Q3W) + pertuzumab (840 mg loading dose followed by 420 mg Q3W); Bthe recommended
window for surgery was 3-8 weeks following administration of the last dose of necadjuvant study treatment; ladministered as part of the patient’'s SOC at the investigator's discretion. T, dlinical tumor stage; ER, estrogen receptor; IHC, immunohistochemistry; ILD, interstitial lung disease;
I5H+#, in situ hybridization—positive; N, nodal stage; PR, progesterone receptor; QEW, every X weeks; T-DM1, trastuzumab emtansine; ypThVis ypMO, absence of invasive cancer in the breast and adllary nodes; ypTO ypMO, absence of invasive and in-situ cancer in the breast and axillary nodes

Madia Harbeck, MD
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Patient demographics and key baseline characteristics

T-DXd-THP (n=321)

ddAC-THP (n=320)

T-DXd (n=286)

Median (range) age, years 50 (25-82) 50 (23-79) 50 (23-79)
Female, n (%) 321 (100) 320 (100) 286 (100)
Asia 152 (47.4) 152 (47.5) 124 (43.4)
- . Western Europe 69 (21.5) 77 (24.1) 66 (23.1)
Geographical region, n (%) North America 43 (13.4) 41(12.8) 52 (18.2)
Rest of world* 57 (17.8) 50 (15.6) 44 (15.4)
Asian 160 (49.8) 57 (49.1) 127 (44.4)
. White 140 (43.6) 37 (42.8) 139 (48.6)
T

Race, n (%) Black or African American 5(1.6) 7(2.2) 7 (2.4)

Other 12 (3.7) 0(3.1) 8(2.8)
Eastern Cooperative Oncology Group 0 278 (86.6) 80 (87.5) 252 (88.1)
performance status score, n (%) L 43 (13.4) 40 (12.5) 34 (11.9)
IHC 3+ 280 (87.2) 83 (88.4) 254 (88.8)

o/ z

HER2 status, n (%) Other 40 (12.5) 36 (11.3) 32 (11.2)
HR status, n (%) Positive 236 (73.5) 35 (73.4) 205 (71.7)
— . cT0-2 176 (54.8) 88 (58.8) 157 (54.9)
Clinical tumor stage, n (%) cT3-4 145 (45.2) 32 (41.3) 129 (45.1)

NO 26 (8.1) 35 (10.9) 20(7.0)

oy

Nodal status, n (%) N+ 287 (89.4) 81(87.8) 254 (88.8)

"Brazil, Bulgaria, Peru, Poland, Russia, and Sawdi Arabia; Thot reported for four patients (1.2%), nine patients (2.8%) and five patients (1.7%) in the T-DXd-THP, ddAC-THP, and T-D¥d alone arms, respectively; *centrally confirmed. Mot categorized for one patient (0.3%) in the T-DXd-THF am
and missing for one patient (0.3%) in the ddAC-THP amn; fthe proportion of patients with HR-negative disease was capped at 30% to refliect natural prevalence. Missing for two patients (0.8%) and one patient (0.3%) in the T-DXd-THP and T-DXd alone arms, respectively; TER andlor
PR-positive per electronic case report form data; lunknown in eight patients (2.5%), four patients (1.3%), and 12 patients (4.2%) in the T-DXd-THF, ddAC-THF, and T-D¥d alone arms, respectively
non
2025

: ol iy
Nadia Harbeck, MD 4% DESTINY-Breast11
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PCR (ypTO0/is ypNO): primary endpoint

ITT populationt (primary endpoint) HR-positive HR-negative

A16.1%
A11.2% (95% Cl 3.0, 28.8)
(95% Cl1 4.0, 18.3; P=0.003%)

A9.1% |
(95% C1 0.2, 17.9) 83.1

—

o

(=
]

0| 673 \

I
56.3 61.4 ‘

52.3

216/321 180/320

145/236 123/235
T-DXd-THP ddAC-THP T-DXd-THP ddAC-THP T-DXd-THP

Neoadjuvant T-DXd-THP demonstrated a statistically significant and
clinically meaningful improvement in pCR vs ddAC-THP

Improvement was observed in both the HR-positive and HR-negative subgroups

Faor the ITT population, treatment effects were estimated by the difference in pCR with 85% Cls and P-values based on the stratified Miettinen and Nurminen's method, with strata weighting by sample size (ie Mantel-Haenszel weights)
Patients with no valid records regarding pCR status for any reason were considered to be non-responders (including but net limited to withdrawal from the study, progression of disease or death before surgeny, lack of surgical specimen, or defined as not evaluable by the central pathologist).
Subgroup analyses were unsiratified. "By blinded central review; TpCR responders were defined as patients who only received randomized study treatment (at least one dose) and had pCR:; Two-sided P-value crossed the 0.03 prespecified boundary. ITT, intent-to-treat

ddAC-THP

Nadia Harbeck, MD -y congress
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EFS Hazard ratio

0.56
96.9¢ (95% CI1 0.26, 1.17)
1.0 | 2o
=iy 0 At data cutoff (March 12, 2025),
(95% CI93.5, 98.6) EFS event maturity was 4.5%;
7o) at final cutoff, maturity is
LL predicted to be ~10%™
L
©
- EFS events: 18/320
= 0.91 93.1%
e (95% CI 88.7, 95.8)
4]
S EFS events: 11/321
a
0.8
-~
0 T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
. Number of Time from randomization (months)
patients at risk
T-DXd-THP 321 315 313 305 248 220 208 189 141 93 a0 14 2 0
ddAC-THP 320 303 296 285 231 199 187 163 124 72 35 14 1 0

An early positive trend in EFS was observed, favoring T-DXd-THP vs ddAC-THP

The median duration of follow up was 24.3 months with T-DXd-THF and 23.8 months with ddAC-THP. "Predicted maturity assumes that the observed EFS hazard ratic continues after data cutoff (March 12, 2025)

Nadia Harbeck, MD Ry congress
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Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. ]



TEAEs In at least 20% of patients in either arm

T-DXd-THP (n=320)* ddAC-THP (n=312)*

Overall 981 37.5

Nausea 64.7 9 No. 51.6
Diarrhea 58.8

Alopecia 47.5

Fatigue 41.3
Transaminases increased? 34.4

55.8

542

Neutropenia$
Constipation

Vomiting

Neuropathy peripheral
Anemial

Stomatitis 18.4 27.6

Leukopenial 172 44 131 234

98.7

Any grade
B B Grade 23

I
100 80 60 40 20 0 20 40 60
Patients experiencing AEs (%)

1
80 100

T-DXd-THP had fewer any-grade and Grade 23 hematological and fatigue events than ddAC-THP

Aside from nausea, gastrointestinal toxicity was comparable between arms

"Safety analyses included all patients who received at least one dose of any study treatment; Tgrouped term: fatigue, asthenia, malaise, and lethargy; Sgrouped term: transaminases increased, aspartate ransaminase increased, alanine transaminase increased, gamma-glutamyl transferase
increased, liver function test abnormal, hypertransaminasemia, hepatic function abnormal, and liver function test increased; Sgrouped term: neutrophil count decreased and neutropenia; Tgrouped term: hemoglobin decreased, red blood cell count decreased, and anemia and hematoorit

decreased; |grouped term: white blood cell count decreased and leukopenia. TEAE, treatment-emergent adverse event

Madia Harbeck, MD A
adia Harbec #%7% DESTINY-Breast11
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T-DXd alone arm: efficacy summary

On March 13, 2024, the T-DXd alone arm closed following Independent Data Monitoring Committee recommendation.”
Patients who were still receiving T-DXd alone could remain on therapy or immediately switch to local SOC

Hazard ratio

(95% CI1 0.41, 1.62)
At data cutoff (March 12, 2023),
EFS event maturity was 5.4%

EFS

EFS events
18/320

93.1%
(95% CI 88.7, 95.8)

PCR rate
10+
T-DXd ddAC-THP
%  (n=286) (n=320) "
Primary analysis g“'g
Switch to local SOC classified as non-pCR ° 09
pCRY 43.0 56.3 =
m
A (95% ClI) -13.2(-20.8,-54) E
Prespecified supplementary analysis
Switch to local SOC not automatically classified as non-pCR 0.8 _71;
pCRt 51.4 57.2 0 :
Number of
A (95% ClI) -5.8(-13.4,1.9) patients at risk

T-DXd alone 286
ddAC-THP 320

| | | |
3 6 9 12

|
15

I [ I
18 21 24 27 30 33 36 39

Time from randomization (months)

280 26 271 240
303 29 285 231

208
199

199 175 134 95 43 14 2
167 163 124 72 39 14 1

T-DXd alone showed inferior but robust pCR compared with the five-agent ddAC-THP
EFS data were similar for T-DXd alone and ddAC-THP

Treatment effects were estimated by the difference in pCR with 95% Cls based on the stratified Miettinen and Murminen's method, with strata weighting by sample size (ie Mantel-Haenszel weights). Madian duration of follow upwas 24.9 months (T-DXd) and
23,8 months {(ddAC-THF). Analyses are reported in the [TT population. "The reasons were multifactorial, including a lowsr pCR rate, low likefihood that T-DXd alone would be superior to ddAC-THP, and the timing of surgery; Ty blinded central review

Madia Harbeck, MD
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Conclusion

= TDXD adjuvant ou néoadjuvant ?

" Schéma néo adjuvant permettant de
s’"affranchlir des anthracyclines

" Quid du Kadcyla en post néoadjuvant si TDXD
utilisé en premier lieu ?

" Place du score HER2 DX dans cette stratégie
S

" Attente des données d’EFS avant utilisation
en néoadjuvant

" Toxicités non négligeables du TDXD en
adjuvant

www.onco-nouvelle-aquitaine. fr
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DESTINY-Breast09 study design

A randomized, multicenter, open-label,* Phase 3 study (NCT04784715)

Eligibility criteria Endpoints

« HER2+ a/mBC T-DXd* + placebo Primary

« Asymptomatic/inactive brain mets allowed > EESUBICR)

« DFI >6 mo from last chemotherapy or f((g/ssecondary
HERZ2-targeted therapy in neoadjuvant/ T-DXd* + pertuzumab$
adjuvant setting Secondary

« One prior line of ET for mBC permitted « PFS (INV)

* No other prior systemic treatment THP it g

DOR (BICR/INV)
PFS2 (INV)
Safety and tolerability

for mBCt | Taxane (paclitaxel or docetaxel)! +
trastuzumabl + pertuzumab$

Stratification factors

* De-novo vs recurrent mBC

* HR+ or HR-

+ PIK3CAm (detected vs non-detected)

« If T-DXd was discontinued due to AEs (except Grade >2 ILD), patients
could switch to trastuzumab**

« Concurrent use of ET (Al or tamoxifen) was allowed for those with HR+
disease after six cycles of T-DXd or discontinuation of taxane in THP arm

*Open label for THP arm Double blinded for pertuzumab in expenmental arms, THER2-largeted therapy or chemotherapy, 5 4 ma/kg Q3W, #840 mg loading dose, then 420 mg Q3W, Ypaciitaxe! 80 ma/m? QW or 175 mg/m? Q3W, or docetaxel 75 mg/m?
Q3W for a minimum of six cycles or until intolerable toxicity, 18 ma/kg loading dose, then 6 mag/kg Q3W, *without loading dose

AE, adverse event; Al, aromatase inhibitor, aimBC, advanced/metastatic breast cancer, BICR, blinded independenlt central review, DF1_disease-free interval, DOR, duration of response, ET, endocrine therapy, HER2, human epidermal growth factor
receptor 2; HER2+, HERZ-positive; HR+/- hormone receptor—positive/~negative; ILD, interstitial lung disease; INV, investigator, mets, metastases; mo, months; ORR, objective response rate; OS, overall survival, PFS, progression-free survival;

PFS2, second progression-free survival, PIK3CAm, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha mutation, Q3W, every 3 weeks, QW, once every week; R, randomization; T-DXd, trastuzumab deruxtecan

NCTO4784715 Updated May 6, 2025 Available from https //chnicaltnals govistudy/NCT04 /84 715 (Accessed May 29, 2025)

2025 ASCO presentep sy: Sara M Tolaney, MD, MPH ASCO AMERICAN 50CITY OF

ANNUAL MEETING Presantation s property of the author and ASCO. P quired for reuse, P @asco.org. KNOWLEDGE CONQUERS CANCER




Patient demographics and key baseline characteristics
THP (n=387)

T-DXd + P (n=383)

0'67,.0 DES THINY-preastuy

Age, median (range), years 54 (27-85) 54 (20-81)
Female, n (%) 383 (100) 387 (100)
Geographical region, n (%)
Asia 188 (49.1) 191 (49.4)
Western Europe and North America 87 (22.7) 78 (20.2)
Rest of World 108 (28.2) 118 (30.5)
ECOG performance status, n (%)
0 (normal activity) 256 (66.8) 246 (63.6)
1 (restricted activity) 127 (33.2) 141 (36.4)
HER2 score by central test, n (%)
IHC 3+ 318 (83.0) 315 (81.4)
IHC <3/ ISH+ 62 (16.2) 71 (18.3)
IHC NR / ISH+ 3(0.8) 1(0.3)
HR status, n (%)
Positive* 207 (54.0) 209 (54.0)
Negative 176 (46.0) 178 (46.0)
De-novo disease at diagnosis, n (%) 200 (52.2) 200 (51.7)
PIK3CA mutations detected, n (%) 116 (30.3) 121 (31.3)
Brain metastases, n (%)t 25 (6.5) 22 (5.7)
Visceral metastases, n (%) 281 (73.4) 268 (69.3)

*Defined as estrogen receptor—positive and/or progesterone receptor—positive (=1%); Tparticipants were eligible if they had brain metastases that were clinically inactive or treated/asymptomatic
ECOG, Eastern Cooperative Oncology Group, HER2, human epidermal growth factor receptor 2, HR. hormone receptor, IHC, immunohistochemistry, ISH, in situ hybnidization, NR, not recorded; P, pertuzumab; T-DXd, trastuzumab deruxtecan

THP, taxane + trastuzumab + pertuzumab
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#%7» DESTINY-Breast09

PFS (BICR): primary endpoint Toxd + » TR

. 93.0% n=383 n=387
3 S (95% C189.9,95.2) gg goy Medi 40.7 26.9
. edian, mo (95% ClI
- (95% CI181.9, 89.1) ( ) (36.5, NC) (21.8, NC)
il k 70.1% Hazard ratio (95% CI)  0.56 (0.44, 0.71)
: | . 1%
| 87.8% : i, (95% C164.8,74.8) P-value <0.00001t
@D | (95% C184.0,90.7) | | |
< 06- : 172.4% |
S ; 1(95% C1 67 4, 76.8) :
.8 L : : :52_10/0 $H # b |
L0 04 1 | IR
o : | ! (95% CI 46.4, 57.5)
a : ' :
0.2 | : |
0 I i T ; T T I : I I I I T I I ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Mo at rik Time from randomization (months)
T-DXd+P 383 358 355 321 293 275 242 208 175 153 82 49 21 10 3 0
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 = 1 0

Statistically significant and clinically meaningful PFS benefit with T-DXd + P (median A 13.8 mo)

*Median PFS estimate for T-DXd + P is likely to change at updated analysis; 'stratified log-rank test A P-value of <0 00043 was required for interim analysis supernority
BICR, blinded independent central review, Cl, confidence interval, mo, months; (m)PFS, (median) progression-free survival, NC, not caiculable, P, pertuzumab; T-DXd, trastuzumab deruxtecan; THP, taxane + trastuzumab + pertuzumab
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ORR and DOR (BICR)

Confirmed ORR*

85.1%
(95% CI 81.2, 88.5) 78.6%

(95% Cl 74.1, 82.5)
15-1 (n_58) 8.5 (n=33)

70.0 70.0
(n=268) (n=271)
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o 90
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y: 80+
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T-DXd + P THP

- CR PR . CR PR

Median DOR, mo (95% ClI)

Remaining in response
at 24 mo (%)

Stable disease, n (%)

T-DXd + P

(n=383)

39.2
(35.1, NC)

73.3

38 (9.9)

#%"s DESTINY-Breast09

THP
(n=387)

26.4
(22.3, NC)

54.9

56 (14.5)

Response rates were greater with T-DXd + P vs THP and were durable

*Based on RECIST v1.1, response required confirmation after 4 weeks
BICR, blinded independent central review; Cl, confidence interval, CR, complete response; DOR, duration of response; mo, months; NC, not calculable; ORR, objective response rate; P, pertuzumab, PR, parfial response

RECIST, Response Evaluation Cnfena in Solid Tumours, T-DXd, trastuzumab deruxtecan; THP, taxane + trastuzumab + pertuzumab
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dverse events of special interest

Adjudicated drug-related ILD/pneumonitis*

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 An
T-DXd + P (n=381) 17 (4.5) 27 (7.1) 0 0 2 (0.5) 4€
THP (n=382) 2 (0.5) 2 (0.5) 0 0 0 4
Left ventricular dysfunctiont

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 An
T-DXd + P (n=381) 4(1.0) 30(7.9) 7(1.8) 1(0.3) 0 4z
THP (n=382) 1(0.3) 19 (5.0) 7 (1.8) 0 0 2

 analysis set

ficated drug-related ILD/pneumonitis (grouped term) includes: chronic obstructive pulmonary disease, interstitial lung disease, organizing pneumonia, pneumonia, and pneumonitis, fleft ventricular dysfunction (g
, cardiac failure, cardiac failure chronic, ejection fraction decreased, left ventricular dysfunction, and nght ventricular failure

iterstitial lung disease, P, perfuzumab; T-DXd, trastuzumab deruxtecan, THP, taxane + trastuzumab + pertuzumab

ASCO #ASCO25 eresentenay: Sara M Tolaney, MD, MPH
IAL MEETING Presentation is property of the author and ASCO.

ossibly treatment-related (investigator assessed) TEAEs in 220%
rither arm)

Nausea* :

Diarrhea I . 5.2 54.2

Neutropeniaf®

Fatiguet

Alopecia

Vomiting*

Transaminases increaseds
Anemial

Leukopeniall

Decreased appetite
Weight decreased
Thrombocytopenia**
Constipation

Hypokalemia

sripheral sensory neuropathytt

T-DXd + |
Il T-DXd + |
B THP, any
B THP, Gra:

I T T T 1
80 60 40 20 0 20 40 60 80
Patients experiencing possibly treatment-related TEAES (%)

emetic hylk was rec but not by p[olocol Tneutropenia (grouped term) includes: neutropenia and neutrophil count decreased ifatigue (grouped term) includes: fatigue, asthenia, malaise,
ased (grouped term) includes increased, increased, alanine increased, gamma. increased, liver function test abnormal, hepatic functi
ncrease, Yanemia (grouped term) includes: anemia, hemoglabln decreased, hematocrit decreased, and red blood cell count necreased ||eukopen|a (grouped term) includes: leukopenia and white blood cell count det
Iped term) includes: platelet count decreased and perip sensory (grouped term) includes. sensory , and

wrtuzumab, T-DXd, trastuzumab deruxtecan, TEAE, treatment-emergent adverse event, THP, taxane + trastuzumab + pertuzumab
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#5578 DESTINY-Breast09

Evolution of T-DXd in HER2+ a/mBC
Observed mPFS*

DESTINY-

Breast09
(Phase 3)

CLEOPATRA Standard of care THP: 18.5 mo

(Phase 3)! i )
~1 in 3 patients do not

receive a subsequent
treatment after 112

T-DXd: 28.8 mo

2L DESTINY-Breast03
(Phase 3)°
T-DM1: 6.8 mo

T-DXd: 17.8 mo

DESTINY-Breast02
(Phase 3)4
3L+ TPC:t 6.9 mo

DES':';::;EI’Ze)?Stm T-DXd: 16.4 mo

*Comparnsons are hypothesis-generating only as it 1s not possible to directly compare the studies due to differences in tnal population and design, Tcapecitabine plus trastuzumab or lapatinib
1L, first line; 2L, second line; 3L, third line; a/mBC, advanced/metastatic breast cancer; CTx, chemotherapy. HER2+, human epidermal growth factor receptor 2—positive; mo, months; mPFS, median progression-free survival, P, pertuzumab;,

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice. THP, taxane + trastuzumab + pertuzumab
1. Baselga J, el al. N Engl J Med 2012.366:109-119; 2. Cottu P, et al. Breast Cancer Res Treal. 2024:209:419-430, 3_ Hurvitz SA_ et al Lancet. 2023.401:105-117, 4. André F, et al Lancet. 2023,401:1773-1785;

5. Modi S, etal N Engl J Med. 2020;382:610-621
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Conclusion

" Attente des données d’0OS

" Maintenance par pertuzumab seul? Car

qualité de vie différente sous TdXD au
long cours

" Pertinence du schéma Patina chez les
patientes RH+ 7

" Pertinence du tucatinib en malntenance
chez les RH- (HER- Climb 05 ) 2
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Primary Results From ASCENT-03: A Randomized Phase 3
Study of Sacituzumab Govitecan vs Chemotherapy in Patients

With Previously Untreated Metastatic Triple-Negative Breast
Cancer Who Are Unable to Receive PD-(L)1 Inhibitors

Javier Cortés1-5, Aditya Bardia® Kevin Punie’, Carlos Barrios®, Sara Hurvitz?, Andreas Schneeweiss1?,
Joohyuk Sohn'l, Eriko Tokunaga'?, Adam Brufsky'3, Yeon Hee Park'4, Binghe Xu'5, Roberto Hegg'f,
Mafalda Oliveiral’, Alessandra Fabi'®, Natalya Vaksman'®, Theresa Valdez'?, Xinrui Zhang'?,
Catherine Lai'®, Sara M Tolaney?’

lintermational Breast Cancer Center (IBCC), Pangaea Oncology, Quiron Group, Barcelona, Spain; 210B Madrid, Institute of Oncology, Hospital Beata
Maria Ana, Madrid, Spain; *Oncology Department, Hospital Universitario Torrejon, Ribera Group, Madrid, Spain; 4Universidad Europea de Madrid,
Faculty of Biomedical and Health Sciences, Department of Medicine, Madrid, Spain; sMedica Scientia Innovation Research (MEDSIR), Barcelona,
Spain and Ridgewood, N.J, USA; sDavid Geffen School of Medicine, University of California, Los Angeles, Jonsson Comprehensive Cancer Center,
Los Angeles, CA, USA; TZiekenhuis Aan de Stroom, Antwerp, Belgium; 8Latin American Cooperative Oncology Group (LACOG), Porto Alegre, Brazil;
PDepartment of Medicine, UW Medicine, Clinical Research Division, Fred Hutchinson Cancer Center, Seattle, WA USA; "Heidelberg University
Hospital and German Cancer Research Center, Heidelberg, Germany; "Yonsei Cancer Center, Seoul, Republic of Korea; 2National Hospital
Organization Kyushu Cancer Center, Fukuoka, Japan; *Magee-Womens Hospital and the Hillman Cancer Center, University of Pittsburgh Medical
Center, Pittsburgh, PA, USA; “Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; *Cancer Hospital,
Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; University of Sdo Paulo, Sdo Paulo, Brazil; ™Vall d'Hebron
University Hospital, Breast Cancer Group, Vall d'Hebron Institute of Oncology (VHIO), Vall d’Hebron Barcelona Hospital Campus, Barcelona, Spain;
wBFondazione Policlinico Universitario Agostino Gemelli IRCCS, Universita Cattolica del Sacro Cuore, Rome, Italy; ®Gilead Sciences Inc., Foster City,
CA, USA; *Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA
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ASCENT-03: Study Design

Patients with previously untreated, locally
advanced inoperable or metastatic TNBC?

who are not candidates for PD-(L)1 inhibitors

Stratification factors:

« United States/Canada/Western Europe vs rest of the world
+ De novo mTNBC® vs recurrent within 6 to 12 months of treatment vs recurrent after > 12 months from treatment in curative setting

Treatment was continued until BICR-verified progression or unacceptable toxicity

Sacituzumab govitecan
10 mglkg IV
(days 1 and 8 of 21-day cycles)
n=279

Chemotherapy
Paclitaxel 90 mg/m? OR nab-Paclitaxel 100 mg/m?
(days 1, 8, and 15 of 28-day cycles) OR
Gemcitabine 1000 mg/m2+ Carboplatin AUC2
(days 1 and 8 of 21-day cycles)

n=279

Patients offered 2L SG

provided through study
following

BICR-verified progression

ClinicalTrials.gov identifier: NCT05382299. *TNBC status was centrally confirmed and determined according to standard American Society of Clinical Oncology-College of American Pathologists criteria. ®Up to 35% de novo mTHBC.
2L, secondHine; BICR, blinded independent central review; IV, infravenous; mTNBC, metastatic triple-negative breast cancer; PD-1, programmed cell death protein-1; PD-L1, programmed cell death ligand 1; PD-(L)1, PD-1 or PD-L1; R, randomization; SG,

sacttuzumab govitecan, THBC, friple-negative breast cancer.
Javier Cortés, MD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Progression-Free Survival by BICR

SG (n=279) Chemo (n = 279)

z 100 Median PFS (95% C), months 97 (81-11.1) 69 (56-8.2)

S 90 Stratified HR (95% CI) 0.62 (0.50-0.77)

; 80 P-value <.0001

w

© 70 6-month PFS rate (95% CI), % 65 (59-71) 53 (47-59)

“E 60 12-month PFS rate (95% Cl), % 41 (34-47) 24 (19-30)

o

@ 50 i

@ |

= [

g} 40 I

o I

s 30 :

= _ I |

= 20 [ I J—

=2 I | b

o 10 4 1 | LJ

o [ [

o l:' 1 1 II 1 1 II 1 1 1 1 1 1 1 1

0 2 4 6 8 10 12 14 16 18 20 24 26 28 30

No. at Risk (Events) Time [mnnths}
SG 279 (0) 238 (22) 199(53)  153(88)  128(108)  84(131)  60(138)  38(146)  23(153)  20(154) 10 (159) 7(159) 2 (160) 2 (160) 2 (160) 0(161)
Chemo 279 (0) 226 (37) 186 (65)  126(118)  100(135)  44(172)  35(176)  21(180)  12(183) 7(186) 3(187) 1(187) 0 (188)

SG demonstrated statistically significant and clinically meaningful improvement in PFS vs chemo by BICR analysis,

with a 38% reduction in risk of disease progression or death

Data cutoff date: Apnl 2, 2025. *Two-sided P-value from stratified log-rank test.
BICR, blinded independent central review; chemo, chemotherapy; HR, hazard ratio; PFS, progression-free survival; SG, sacituzumab govitecan.

Javier Cortés, MD
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Subgroup Analysis of Progression-free Survival by BICR

56 Chemo
Median PF3, mo Median PFS, mo Unstratified HR
{95% ClI) (95% CI) Unstratified HR (95% CI) (95% CI)
ITT population 279 97(81-11.1) 279 69(5682) —a— ! 0.66 (0.53-0.82)
Age group :
< 65 years 214 96 (76-10.3) 201 b7 (44-70) —e—A ! 0.58 (0.45-0.74)
= 65 years 65 11.1(7.3-139) 78 5.0(8.3-100) 1 0.91(0.58-1.44)
ECOG PS I
0 183 11.2(9.7-135) 187 73(6.083) I 0.61(0.47-0.80)
1 96 7.1(54-8.5) 92 554272 I : 0.74(0.52-1.05)
Geographic region :
United States/Canada/Westem Europe a9 99(78139) a9 71(54-83) ! 0.54 (0.36-0.79)
Rest of the world 190 96(7.2-11.1) 190 69(5583) —— | 0.72 (0.55-0.92)
Disease Status |
De novo ar 83(56124) a8 554273 [ ! 0.65 (0.45-0.94)
Recurrent 6-12 mo 58 835699 57 564267 & ! 0.46(0.29-0.72)
Recurrent > 12 mo 134 11.1(B4-135) 134 84(7298) [ | 0.72 (0.52-1.00)
PD-L1 status :
CPS <1 102 85(7.2125) 98 83(54498) I : 0.74(0.51-1.06)
1=CP3<10 175 98(7611.3) 180 6.9(558.1) [ l 0.64 (0.49-0.83)
Chemo selected prior to randomization |
Taxane 154 11.1(8.1-12.7) 185 57(4381) ® | 0.51(0.38-0.68)
Gemcitabine/carboplatin 125 85(6999) 124 81(5783) : 0.89 (0.64-1.22)
0.25 0.5 1 > 2
S better Chemo better

PFS benefit of SG over chemo was observed across key prespecified subgroups

Data cutoff date: April 2, 2025. BICR, blinded independent central review, cheme, chemotherapy; CPS, combined positive score; ECOG P3, Eastemn Cooperative Oncology Group performance status; HR, hazard rafio; ITT, intent-to-treat; PD-L1, programmed

cell death ligand 1; PFS, progression-free survival, SG, sacituzumab govitecan.
Javier Cortés, MD
2025

Content of this presentation is copynight and responsibility of the author. Permission is required for re-use.



Descriptive Overall Survival and PFS2

4 N\ Progression-Free Survival 2° 56 Chemo
. =279 =279
» Overall survival not yet mature? _ pes i,
+ Study continues to first formal OS analysis 100 Median PFS2,¢ (95% Cl), months 18.2 (15.9-NR) 14.0(12.5-174)
) L ] Strafified HR (95% ClI 0.70 (0.55-0.80
» Of 179 patients who initiated subsequent treatment % { ! { i
after chemo, 147 (82%) received SG _ B
\ Y, i 70
3 9
. Chemo g 5
Overall survival (n = 279) 5 |
2w
-
Number of events, % 103 (37) 103 (37) E 307
20 -
Median (95% CI) , months 215(17.7-NR) | 202 (18.2-NR)
10 7
Stratified HR (95% CI) 0.98 (0.75-1.30) 0 ; ; ; ; ; ; ; ; ; ; : : ; ; .
0 2 4 6 8 10 12 14 16 18 20 22 24 2% 28 30
OS rate (95% CI), % No_at Risk (Events) Time (menths)
| 5 En
12-month 75 (70-80) 73(67-78) SG279(0) 270(8) 259(18) 23B0T) 21(51) 189(65) 156(78) 107(93) T9(104) 54(109) BN 00113 13(114 A(14) 3114 0(114)
24-month 46 (36-56) 42 (29-54) Chemo 279(0) 271(6) 257(18) 237(36) 212(59) 178(79) 133(106) B6(126) 67(127) 34(136) 19(140) 10(142) 2(43) 0(143)

At the time of primary analysis, overall survival was immature and PFS2 was longer with SG vs chemo

by investigator assessment

Data cutoff date: Apnl 2, 2025. 24t the time of this analysis, OS data maturity was 37%. "PFS2 is defined as the time from date of randomization fo the first documented progression on nextine therapy based on investigator assessment of progressive disease

or death due to any cause, whichever occurs first. “By investigator assessment
2L, second line; echemo, chemotherapy; HR, hazard ratio; NR, not reached; 035, overall survival; PFS2, progression-free survival 2; 5G, sacituzumab govitecan.

Javier Cortés, MD
Content of this presentation is copynight and responsibility of the author. Permission is required for re-use. mnnngress




Safety Summary: Most Common Adverse Events

Neutropenia 67 43 41 57
Nausea 61

Alopecia 55

Diarrhea 54
Fatigue 47 47

90

mGrade = 3

Anemia = m Any grade

Constipati 38
onsipation W Grade = 3
Leukopenia

m Any grade
Vomiting /9
ALT increased SG

AST increased (N = 275)

Thrombocytopenia

Chemo
(N = 276)

80 60 40 20 0 20 40 60 80
TEAEs,** %

The AEs observed are consistent with the known safety profile of SG

Data cutoff date: April 2, 2025. *TEAESs were included if they occurred in = 20% of patients in either group. "Combined preferred terms of Neutropenia includes neutrophil count decreased, Fatigue includes asthenia, Anemia includes hemoglobin decreased
and red blood cell count decreased, Leukopenia includes white blood cell count decreased, and Thrombocytopenia includes platelet count decreased.
AE, adverse event; ALT, alanine aminofransferase; AST, aspartate aminofransferase; chemo, chemotherapy;, 3G, sacifuzumab govitecan; TEAE, freatment-emergent adverse event.

Javier Cortés, MD
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. mnungress
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First-line datopotamab deruxtecan (Dato-DXd) vs chemotherapy in
patients with locally recurrent inoperable or metastatic triple-negative
breast cancer (TNBC) for whom immunotherapy was not an option:
Primary results from the randomised, phase 3 TROPION-Breast02 trial

Rebecca A. Dent!, Zhimin Shao?, Peter Schmid?, Javier Cortés® David W. Cescon®, Shigehira Saji®,
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TROPION-Breast02: Study Design

Randomised, phase 3, open-label, global study (NCT05374512)

Key inclusion criteria: :
_ e _ _ Dato-DXd Endpoints
» Patients with histologically or cytologically 6 ma/kq IV Day 1 Q3W Dual primary:
documented locally recurrent inoperable or (g =32;) '
metastatic TNBC* 11 1 * OS
» No prior chemotherapy or targeted systemic * PFS by BICR per RECIST v1.1
therapy i the locally recurrent inoperable or Investigator’s choice of Secondary included:
metastatic setting .- chemotherapy (ICC)* * PFS (investigator-assessed)
* Immunotherapy not an option Paclitaxel, nab-paclitaxel, capecitabine, *«ORR. DoR
«ECOGPS0Oor1 eribulin mesylate/eribulin, carboplatin '
« No minimum DF# (n=321) * Safety
Randnmisa_tion s_tratified by: L » Treatment continued until investigator-assessed RECIST v1.1 progressive disease,
* Geographic region (US/Canada/Europe vs other geographic regions) unacceptable toxicity, or another discontinuation criterion was met

» PD-L1 status (high [CPS =10] vs low [CPS <10])3

« DFI history (de novo vs prior DFI 0~12 months vs prior DFI >12 months)T * Following progression or discontinuation of study treatment, patients could receive subsequent

therapies, including approved ADCs or chemotherapy, at the investigator's discretionl

*According to ASCOICAP critena. Tincluding patients with PD-L 1-How tumours, or patients with PC-LT-high tumours with (a) dissase relapse after prior PDH{L)1 inhibitor therapy for early-stage breast cancer, (b) comorbidities precluding PO-L}T inhibitor therapy, or (c) no regulatory access to

POHLI1 inhibitor therapy. S0F| defined as time between date of completion of treatment with curative intent and date of first documented local or distant disease recurrence. SRecruitment of patients with PD-L1-high turnours who would otherwise be eligible for pembrolizumab if regulatory

access was avallable was capped at ~10% of randomised patients. TRecruitment of patients with DF1 0-12 months was capped at ~20% of randomised patients. #f no prior taxane, or prior taxane in the (nec)adjuvant setting and DF| =12 monthe: paclitaxel 80 ma/m2 IV, D1, 8, 15, Q3W, or

nab-paciizesl 100 ma/m? IV, D1, 8, 15, CAW:  prior taxane and DFI (=12 monthe: capecitabine 1000 or 1250 mgim? arally twice daily, D1-14, Q3W (dose determined by standard institutional practice), or enbulin mesylate 1.4 mg/m? | erbulin 123 mgim? IV, Day 1, 8, G3W, or carboplatin

AUCE IV, D1, C3W. lin the Dato-DXd ve ICC arm, 65% ve T2% of patients received any subsequent therapy in any reatment line; 14% ve 30% received a subsequent ADC (sacituzumab govitecan, sacituzumab tirumatecan, rastuzumab denndecan).
ADC, antibody-drug conjugate; BICR, blinded independent central review; CPS, combined posiive score;

Rebecca A. Dent D, day; DF|, diseaze-free interval; DoR, duration of response; ECOG P3, Eastem Cooperative Oncology 5 CONOress
Group performance status; IV, infravenously, ORR, objective response rate; PDHL, programmed cel e m
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Progression-Free Survival by BICR

10 Dato-DXd ICC
0.9 - 0
P
' 45'5?" 18-mo rate: (95% Ci) ST (047-0.69)
E 0.7 25.6% 32 7% P-value <0.0001
5 067 16.8%
£ 05 Median PFS (95% Cl)
0
8 04- 10.8 mo (8.6-13.0)
S A 5.3 mo*
a 034 5.6 mo (5.0-7.0)
0.2 5
0.1-
U | | | | | | | | | | |
0 3 b 9 12 15 18 21 24 21 30 33 36 39
Number at risk Time from randomisation (months)
Data-DXd 323 265 191 150 116 84 96 41 24 20 10 0
ICC 321 191 107 64 46 29 19 16 8 b 1 0 0

Dato-DXd demonstrated a statistically significant and clinically meaningful improvement
in PFS compared with ICC, reducing the risk of progression or death by 43%

*Mumbers are rounded. To two decimal points: median PFS 10.84 (95% Cl 8.57-12.98)
Rebecca A. Dent with Dato-DXd, 5.5 (95% C1 4 96-6.97) with ICC: 4 5.29 months. mm““ress
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Overall Survival

10 im0 rate Dato-DXd | ICC
09 75.2% 0S events, n (%) 168 (52) 181 (56)
08 167.8% e HR (95% CI) 0.79 (0.64-0.98)

@ 0.7 7 @ |51.3% P-value 0.0291

S 06- 5,

£ 05 Median OS (95% Cl)

2 04- 23.7 mo (19.8-25.6

S ( ):I A 5.0 mo
031 18.7 mo (16.0-21.)
02
011
[] | | | | | | | | | | |

0 3 b 9 12 15 18 21 24 21 30 33 36 39

Number at risk Time from randomisation (months)
Data-DXd 323 311 291 212 235 201 197 122 86 b4 37 14 3 0
ICC 321 290 268 231 199 158 122 93 70 48 27 12 4 0

Dato-DXd demonstrated a statistically significant and clinically meaningful improvement
in OS compared with ICC, reducing the risk of death by 21%

Rebecca A. Dent mcnnuress
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OS Subgroup Analysis

Events/patients, n

Hazard ratio (95% ClI)

Dato-DXd Icc
All patients 168/323 181/321
Age at randomisation <02 Y 1281245 132/239
265 years 40/78 49/82
Race Asian 76/151 78/131
Non-Asian 82/151 98/173
Geographic region US, Canada, Eu_mpe’f. 72120 59/120
Other geographic regions 96/203 1221201
0 93/195 92/182
ECOGPS 1 750128 89/139
De novo 51/109 63/110
DFI history Prior DFI 0-12 months 51/67 45/66
Prior DFI >12 months 66/147 731145
High (CPS 10} 17134 18/29
PD-L1 status Low (CPS <10) 1491287 1631291
_ . Yes 21/36 19/28
Brain metastases No 147/287 162/293
_ Yes 64/93 66/98
Liver metastases No 1041230 1151223

*Patients with asymptomatic, stable brain mefastases were permitted in the study.
TAd hoc analysis of the US cohort showed comparable OS HR to the ITT population.

Rebecca A. Dent
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0.79 (0.64-0.98)
0.80 (0.63-1.02)
0.71 (0.46-1.08)
0.66 (0.48-0.90)
0.87 (0.65-1.17)
1.22 (0.86-1.73)
0.60 (0.46-0.79)
0.80 (0.60-1.07)
0.78 (0.57-1.05)
0.67 (0.46-0.97)
1.02 (0.68-1.53)
0.75 (0.54-1.05)
0.77 (0.39-1.50)
0.77 (0.61-0.96)
0.61 (0.33-1.15)
0.79 (0.63-0.99)
0.85 (0.60-120)
0.74 (0.57-0.97)
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Response by BICR

Dato-DXd ICC

(n=323) | (n=321)

100 -
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E 20 -
"g 10 4 PR
© 9
Dato-DXd IcC
(n=323) (n=321)

Confirmed objective response, n (%) 202 (62.5)

94 (29.3)

Odds ratio (95% Cl) 4.24 (3.03-5.95)
Best confirmed objective response, n (%)

Complete response 29 (9.0) 8 (2.9)
Partial response 173 (53.6) 86 (26.8)
Stable disease 87 (26.9) 151 (47.0)
Progressive disease 27 (8.4) 52 (16.2)
Not evaluable 7(2.2) 24 (7.5)

With Dato-DXd, confirmed ORR was more than double that with ICC,
and confirmed complete response rate was more than three times that with ICC

Rebecca A. Dent
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Treatment-Related AESIs for Dato-DXd

Dato-DXd (n=319) ICC (n=309)

AESI category, n (%) Treatment-related oral mucositis/stomatitis:

*
Preferred term Grade1 Grade2 Grade 23 Grade1 Grade2 Grade 23 JERMELRUCEYCI WA NINTITICE R RN vET

interruption, reduction, and discontinuation in
Oral mucositis/stomatitist 78 (24) 87 (27) 27 (8) 22 (7) 8 (3) 0 11 (3%), 36 (11%), and 0 patients, respectively

» Grade 22 events resolved to grade <1
in 103/114 patients (90%) at data cutoff

Stomatitis 72(23) 83(26) 27(8) 19(6) 8(3) 0

Ocular surface events# 76 (24) 30(16) 23 (7) 9 (3) 9 (2) 1(<1)

Dry eye 51(16)  21(7) 4 (1) 6(2) 3(1) 0 Treatment-related ocular surface events:
* |n the Dato-DXd arm, events led to dose
Keratitis 21(7) 14 (4) 7(2) 1(<1) 0 0 interruption, reduction, and discontinuation in
S 18 (6%), 14 (4%), and 3 (<1%) patients,
Conjunctivitis 7(2) 13 (4) 1(<1) 0 0 respectively

Adjudicated drug-related
ILD/pneumonitis

» Grade 22 events resolved to grade <1

1(<1 7(2 T 11 1(<1 0
(<1) ) (<1) (<1) (<1) in 49/73 patients (67%) at data cutoff

*Details for prefemed terms included f reported in 220 patients in either am. TCompnzing the prefemred terms of aphthous ulcer, mouth ulceration, oral pain, cropharyngeal pain, pharyngeal inflammation, and stomatitis. #Comprising the preferred terms of acquired comeal dystrophy, blepharitis,
conjunctivitis, comeal dizorder, coreal epithelium defect, comeal erozion, comeal exdfoliation, comeal lesion, comeal tosxcity, dellen, dry eve, keratitis, keratopathy, lacnmation increased, limbal stem cell deficiency, meibomian gland dysfunction, photophobia, punciate keratifis, ulcerative
keratifis, vision blurred, visual acuity reduced, visual impairment, and xerophthalmia. Sin the Dato-DXd am only, ophthalmologic assessments wers required every 3 cycles while on therapy; this was not required in the ICC arm. For all patients in both arme, ophthalmologic assessments were
required at baseling, as clinically indicated, and at end of therapy. Womprising the prefered terms of interstifial lung disease and preumonitiz. *Grade 5 — this event was charactersed by the investigator as grade 3 pneumonitis, with death assessed as related to breast cancer.

Rebecca A. Dent mcunuress
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Conclusion

" Tntérét indiscutable de ces anticorps conjugués en L1

= OS significative seulement pour le Datopotamab
Deruxtecan

" Attention cross over dans 1’étude ASCENT 03

" Données positives également de 1’étude ASCENT 04 (SG +
Pembrolizumab chez les patientes éligibles a
1" immunothérapie) mais obtention ? Patientes déja +++
traitée en néo adjuvant par de 1’ immunothérapie
aujourd’ hui)
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