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Case Presentation: Polling Question

A 60-year-old woman presents with new-onset fatigue, early satiety, and right upper-quadrant discomfort.

She was treated 9 years ago for stage | HER2-positive, hormone receptor-negative breast cancer with lumpectomy followed
by radiation and adjuvant paclitaxel and trastuzumab, completing 1 year of HER2-directed therapy.

She remained disease-free until now. CT imaging reveals diffuse liver metastases and bilateral pulmonary nodules, and
biopsy confirms hormone receptor-negative, HER2-positive metastatic breast cancer (IHC 3+).

She has ECOG performance status 0, no underlying lung disease, no prior exposure to pertuzumab, and brain MRl reveals

an 8mm enhancing lesion in the frontal lobe suspicious for brain metastasis, for which she is asymptomatic. She strongly
wishes to avoid CNS radiation.

Given her high visceral tumor burden and CNS disease, which of the following is the most appropriate first-line systemic
therapy?

A.

moOOoOw

Trastuzumab + pertuzumab + docetaxel
Trastuzumab emtansine (T-DM1)

Trastuzumab deruxtecan (T-DXd)

Trastuzumab deruxtecan (T-DXd) + pertuzumab
Single-agent taxane chemotherapy
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Progress for HER2+ MBC

+ CLEOPATRA - 2012: Established docetaxael +
trastuzumab + pertuzumab — trastuzumab +
pertuzumab maintenance as first line treatment for

HER2+ MBC oo |
Swain et al, NEJM 2015
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ADCs for HER2+ Breast Cancer

Trastuzumab Emtansine (T-DM1) Trastuzumab Deruxtecan (T-DXd)

Tetrapeptide-based linker
Cleavable by lysosome or
proteases °
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Antimicrotubule (DM1) payload
(maytansine derivative) sNH
Drug-antibody ratio: 3.5

Thioether linker Topoisomerase | inhibitor (DXd) payload oo

Only cleaved in lysosome (exatecan derivative)
Drug-antibody ratio: 8
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Progress for HER2+ MBC

* EMILIA - 2013: Established T-DM1 as second line therapy

Diéras et al, Lancet Oncol 2017
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100 — Capecitabine and lapatinib (control)
—— Trastuzumab emtansine
HR 0-75 (95% Cl 0-64-0-88)
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= Physician’s  Trastuzumab
20- choice emtansine
Median OS  25.9 months 29-9 months
(95%Cl)  (227-283)  (26-3-34-1)
0 T T T T T T T T T 1
. 0 7 14 21 28 35 42 48 56 63 70
Number at risk
(number censored)
Capecitabineand 496 (0) 418(35) 326(47) 258(53) 195(58) 153(58) 82(99) 48(122) 19(144) 3(160) 0(163)
lapatinib
Trastuzumab  495(0) 451(21) 374(34) 302(36) 231(42) 194(47) 127(85) 68(133) 23(169) 5(187) 0(191)
emtansine
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Progress for HER2+ MBC

* DESTINY-Breast01 - 2019: T-DXd approved as 3 line
DESTINY-Breast03: T-DXd vs T-DM1

T-DXd T-DM1

* DESTINY-Breast02: T-DXd effective after T-DM1

« DESTINY-Breast03 - 2022: T-DXd approved in the 2" line Median 28.8 6.8
Hin (95% Cl)  (22.4-37.9)  (5.6-8.2)
setting HR 0.33 (95% Cl, 0.26-0.43)
1007 T-DXd: 75.2% (95% CI, 69.3-80.2)
T-DM1: 33.9% (95% ClI, 27.7-40.2)
801
g60'
wn
LL 407
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20- * Censor
—— T-DXd (n = 261)
T-DM1 (n = 263)
0 ———————————
0 6 12

Time, months

Hurvitz et al, SABCS 2022
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Progress for HER2+ MBC - TKls with CNS Activity

HER2CLIMB (Tucatinib, trastuzumab, capecitabine) - approved in 2020
* Enrolled patients post THP and T-DM1
* 291 with brain mets at enrollment (60% with active brain mets)

A No. of Median
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Tucatinib, Tucatinib,
trastuzumab, 198 132 74 45 18 11 6 4 2 2 2 1 0 trastuzumab, 198 184 146 108 79 49 26 17 14 7 6 2 0
and capecitabine and capecitabine
Placebo, Placebo,
trastuzumab, 93 41 1M 6 0 0 0 0 0 0 0 0 0 trastuzumab, 93 87 67 49 23 12 9 5 0 o0 0 0 0

and capecitabine

and capecitabine

Lin et al, JCO 2020
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NCCN Guidelines for HER2+ MBC

First Line Second Line Third Line

Tucatinib, Trastuzumab,

Taxane, Trastuzumab, Pertuzumab (THP) Trastuzumab Deruxtecan Capecitabine

Maintenance:
T-DM1
HP +/- ET

Adapted from Reid, SABCS 2025

The NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) Breast Cancer (Version 5.2025).
© 2025 National Comprehensive Cancer Network, Inc. Available at www.NCCN.org/guidelines.
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NCCN Guidelines for HER2+ MBC

First Line Second / Third Line

Trastuzumab Deruxtecan
Taxane, Trastuzumab, Pertuzumab (THP)

DESTINY-Breast09
Trastuzumab Deruxtecan + Pertuzumab

Tucatinib, Trastuzumab, Capecitabine

Maintenance: T-DM1
HP +/- ET

PATINA
THP — HP + ET + Palbociclib

NCCN Recommended

Not Listed in NCCN Guidelines

HER2-CLIMBO05 :
THP — HP + Tucatinib * ET Adapted from Reid, SABCS 2025

NCCN Guidelines® for Breast Cancer (Version 1.2026).
© 2026 National Comprehensive Cancer Network, Inc. www.NCCN.org/guidelines.
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Rational for Combination of T-DXd + P

Pertuzumab’
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AKT, protein kinase B; HER2/3, human epidermal growth factor receptor 2/3; mTOR, mammalian target of rapamycin; P13K, phosphoinositide 3-kinase; T-DXd, trastuzumab deruxtecan; TK, tyrosine kinase
1. Nami B, et al. Cancers (Basel). 2018;10:342; 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67:173-185; 3. Ogitani Y, et al. Clin Cancer Res. 2016;22:5097-5108; 4. Geng W, et al. Eur J Pharmacol. 2024:977:176725

Tolaney et al, ASCO 2025
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DESTINY-Breast09 Study Design

A randomized, multicenter, open-label (for T-DXd vs THP) Phase 3 study (NCT04784715)

Patient population
* 1L HER2+ a/mBC
* DFI >6 mo from last

(neo)adjuvant therapy —>®' T-DXd + pertuzumab
* One prior line of ET for

a/mBC permitted
« Asymptomatic BM allowed THP

Taxane + trastuzumab + pertuzumab

Stratification factors
* De-novo vs recurrent a/mBC

* 13.5% (T-DXd + P) and 38.3% (THP) of HR+ patients

. + -

. Iljﬁ(Bg,ré\Hdeetected vs non-detected received concurrent ET after 6 cycles of T-DXd or
discontinuation of taxane

Key Demographics: * Maedian of 6 (paclitaxel) / 8 (docetaxel) cycles of

* 54% HR+ taxane in THP arm

* 52% de-novo metastatic

* 30% with PIK3CAmM

* 82%HER23+byIHC Tolaney et al, ASCO 2025
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DESTINY-Breast09 PFS by BICR
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357 336 317 289 265 239 211 179 156 89 54 24 8 3 0
387 352 315 270 235 208 176 148 115 100 47 29 10 3 0 0
Tolaney et al, ASCO 2025
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PFS (BICR): Subgroup Analysis

No. of events / no. of patients mPFS, months (95% CI)
T-DXd + P THP T-DXd + P THP Hazard ratio (95% CI)

Prior treatment status i

De novo 52/200 85/200 NC (36.5, NC)  31.2(23.5, NC) —e— | 0.49 (0.35, 0.70)

Recurrent 66/183 87187 38.0 (26.9, NC) 22.5(18.1, NC) —e—i ! 0.63 (0.46, 0.87)
HR status 1

Positive 65/207 87/209 38.0(36.0, NC) 27.7 (22.4, NC) —e—i 0.61 (0.44, 0.84)

Negative 53/176 85/178 40.7 (40.7, NC) 226 (17.3, 32.7) —— | 0.52 (0.37,0.73)
PIK3CA mutation status -

Detected 41116 64/121 36.0 (29.7, NC) 18.1(15.1, 25.6) —e—i ! 0.52 (0.35,0.77)

Not detected 76/266 108/266 40.7 (38.0, NC)  32.7 (24.4, NC) —— 0.57 (0.43, 0.77)
Age at randomization i

<65 years 90/315 139/315 40.7 (36.5, NC)  27.4 (22.4, NC) - | 0.50 (0.38, 0.65)

265 years 28/68 3372 27.6(14.9,NC) 21.5(13.9,NC) —— 0.92 (0.55, 1.51)
Geographical region :

Asia 62/188 87/191 40.7 (36.5,NC)  27.2(21.5,NC) —e—i 0.60 (0.43, 0.83)

Western Europe and North America 27187 31/78 36.0 (30.6, NC) 31.2(15.8, NC) . 0.60 (0.35, 1.01)

Rest of World 29/108 54/118 NC (38.0, NC)  24.4 (14.8, NC) —— | 0.48 (0.30, 0.76)
Brain metastases at baseline -

Present 10/25 15/22 31.8(18.5,NC) 9.5 (5.6, 13.3) _ 0.30 (0.12, 0.68)

Not present 108/358 157/365 40.7 (36.5, NC)  27.6 (22.6, NC) @ 0.58 (0.45, 0.74)
Prior exposure to anti-HER2 therapies i

Yes 39115 51112 38.0(26.9,NC) 21.5(15.3, NC) —— 0.55 (0.36, 0.83)

No 79/268 121/275 40.7 (36.5, NC) 27.6 (22.5, NC) —8— | 0.56 (0.42, 0.74)
Prior exposure to pertuzumab ’

Yes 5/31 12/26 40.8 (25.4,NC)  19.8 (7.5, NC) ' NC

No 113/352 160/361 40.7 (36.0, NC)  27.4 (22.4, NC) —@— A 0.61 (0.48,0.77)

T T T T T
0.125 ‘0.25 0.5 1 2

Size of circle is proportional to the number of events - >
BICR, blinded independent central review; Favors T-DXd + P Favors THP
Cl, confidence interval; HER2, human epidermal
growth factor receptor 2;: HR, hormone receptor;

NG, ot e, povzmay PFS benefit with T-DXd + P vs THP was consistently observed across
S e —" prespecified subgroups, including stratification factors

Tolaney et al, ASCO 2025
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ORR per RECIST / DOR

Confirmed ORR*

' L 85.1% o
x 9- (95%Cl81.2, 88.5) 718.6%
%-E p— (95% CI 74.1, 82.5)
S el 15.1 (n=58) 8.5 (n=33)
g T-DXd + P THP
H 60~ (n=383) (n=387)
8  50- 39.2 26.4
o Median DOR, mo (95% ClI) : '
= 40 d 35.1, NC 22.3, NC
£ 30 710:0 i Remaining in response | | )
o 7 (n=268) (n=271)
2> 204 ¢ : at 24 mo (%) L e
o
§ 10+ Stable disease, n (%) 38 (9.9) 56 (14.5)
0
T-DXd + P THP

. CR PR - CR PR

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, partial response;
RECIST, Response Evaluation Criteria in Solid Tumours; T-DXd, trastuzumab deruxtecan; THP, taxane + trastuzumab + pertuzumab

Tolaney et al, ASCO 2025
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Possibly Treatment-related TEAEs

Nausea*
Diarrhea 54.2 T-DXd + P, any grade
Neutropenia® 44.5 [l T-DXd + P, Grade 23
Fatigue* ; . . 34.6
Alopecia
Vomiting*
Transaminases increased$
Anemial
Leukopeniall . : 30.6
Decreased appetite
Weight decreased
Thrombocytopenia™*
Constipation
Hypokalemia

Peripheral sensory neuropathy'®

f
80

THP, any grade
B THP, Grade 23

40 60 80
Patients experiencing possibly treatment-related TEAEs (%)

Adjudicated drug-related ILD/pneumonitis*
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade

T-DXd + P (n=381) 17 (4.5) 27 (7.1) 0 0 2 (0.5) 46 (12.1)
THP (I’l=382) 2 (0.5) 2 (0.5) 0 0 0 4 (1 .0) Tolaney et al, ASCO 2025
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DESTINY-Breast09 PROs

Overall treatment tolerability (PGI-TT)
THP
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Cycle1 Cycle2 Cycle3 Cycle4 Cycle5 Cycle6 Cycle7 Cycle8 Cycle9 Cycle1 Cycle2 Cycle3 Cycle4 Cycle5 Cycle6 Cycle7 Cycle8 Cycle9
(BL) (BL)
Il Notatall/Alittle bit Somewhat I Quite a bit/Very much

» Post baseline, 52-64% (T-DXd + P) vs 61-68% (THP) of patients reported to be ‘Not at all’ or ‘A little bit’ bothered by treatment side effects
» Post baseline, 14-19% (T-DXd + P) vs 12—-16% (THP) of patients reported to be ‘Quite a bit’ or ‘Very much’ bothered by treatment side effects

Rimawi et al, SABCS 2025
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DESTINY-Breast09 PROs

100 - Nauseal/vomiting
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Diarrhea
-o- T-DXd +P

-~ THP

5 9 13 17 21 25 29 33 37 41

Number of cycles

T-DXd + P was associated with more nausea/vomiting, constipation,
and appetite loss symptoms than THP, with similar impact on diarrhea

Patient compliance for the EORTC QLQ-C30: >92% at baseline, 63—-68% by Cycle 17 (~12 mo), 43-59% by Cycle 39 (~26.9 mo),* and >90% overall (based on an evaluable baseline questionnaire and at least one evaluable

post-baseline questionnaire)

*Cycle 39 is equivalent to approximately 26.9 mo, the observed median PFS in the THP arm, when a robust comparison could be made between arms without disease progression

EORTC, European Organisation for Research and Treatment of Cancer; Gl, gastrointestinal; mo, months; P, pertuzumab; QLQ-C30, Quality of Life Questionnaire Core 30; T-DXd, trastuzumab deruxtecan;

THP, taxane + trastuzumab + pertuzumab

Rimawi et al, SABCS 2025
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DESTINY-Breast12 - T-DXd with Baseline BMs

Median PFS > 1 Year in Patients with Baseline Brain Metastasis

+ T-DXd 5.4 mg per kg (n =263

Enrollment of DESTINY-Breast12: 09

* Phase 3b/4 trial of HER2+ MBC with =1 .l

prior regimen (90% had 1-2 lines) ]

* 263 enrolled with baseline brain mets
* 157 with previously treated /

e
<

e
o

Probability of PFS
o ©
£ o

o
w

12-month PFS: |
61.6%

stable brain mets 02 Tt et B0
* 106 with active brain mets " !
° All patients treated With T_DXd (o] 1‘ 2‘ Cli 4 5 é 7 8 ‘; T‘O n '\IZ 1‘3 'I‘tl 1.‘5 1‘6 1‘7 IIS 1‘9 2‘0 2‘1 2‘2 2‘3 2‘4 1‘5 26 2‘7 ZKE! 2‘9 3‘0 3“\

Months
No. at risk 263 257 246 232 225 208 193 185 177 159 130 14 105 100 76 70 50 44 34 31 23 23 N 8 2 2 O

ORR 72% Among Those with Measurable CNS Disease at Baseline

Best percentage change in CNS target
lesion size from baseline
o

I M W

Harbeck et al, Nat Med 2025
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AFT-38 PATINA Study Design

Randomized, multicenter, open-label, Phase 3 study (NCT02947685)
Patient Population: Palbociclib (125mg PO QD D1-21) + endocrine
* HR+/HER2+ MBC therapy + trastuzumab + pertuzumab

* Completed 6 — 8 cycles of first line
taxane/vinorelbine + trastuzumab = pertuzumab Endocrine therapy + trastuzumab +
* No evidence of disease progression pertuzumab

Stratification factors:

* Pertuzumab use

* Prior anti-HER2 therapy in the (neo)adjuvant setting

* Response to induction therapy (CR or PR vs SD) by investigator assessment
* Type of endocrine therapy (fulvestrant vs aromatase inhibitor)

Key Demographics: 518 patients enrolled

* 97% received pertuzumab

* 91% received aromatase inhibitor as endocrine therapy
* 28% with no prior therapy

* 69% with a CR or PR to induction therapy

Metzger et al, SABCS 2024
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AFT-38 PATINA Study Outcomes

Progression Free Survival

20

Percent alive and disease-free

0 6 12 18
Palbo + HER2 + ET 261 231 203 168
HER2 + ET 257 198 159 137

Median PFS, months (95% CI)

Hazard ratio (95% CI)

24 30 36 42 48 54 60 66 72 78 84

Time (months)

Patients-at-Risk

6 2 23
6 102 87 68 51 29 14 6 1 0

Palbo + anti-HER2+ | Anti-HER2 + ET
ET

44.3(32.4-60.9)  29.1(23.3-38.6)

0.74 (0.58 - 0.96)

128 113 94 78 55 33 14 4 1 0 Palbo +

Overall Survival
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0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time (months)
Patients-at-Risk
HER2 + ET 261 255 248 239 229 220 207 187 146 101 60 22 T 1 0
HER2 + ET 257 235 228 221 215 197 188 167 125 920 49 23 6 0
Palbo + anti-HER2 + Anti-HER2 + ET
ET
5-yr OS, % (95% CI) 74.3 (67.7 - 80.9) 69.8 (62.4 -77.2)

Hazard ratio (95% CI)

0.86 (0.60 - 1.24)
Metzger et al, SABCS 2024

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




AFT-38 PATINA Adverse Events

Palbo + anti-HER2 + ET

Neutropenia 19.9 63.2
White blood cell

count decreased 11.5 11.5 0.4 0.8
Fatigue 22.9 5.4 0.0 12.9
Stomatitis 17.2 4.2 0.0 1.2
Diarrhea 26.4 11.1 0.0 10.5
Urinary tract infection 10.0 0.8 0.0 7.7
Arthralgia 8.8 1.5 0.0 17.7
Ejection fraction 8.4 0.4 0.0 8.5
decreased
Cardiac heart failure 0.0 0.0 0.0 0.4

Treatment discontinued due to AEs in 14 (7.5%) of the palbociclib arm

Anti-HER2 + ET

dvercofvene | Pabotanti-HER2+ET [ AntiHER2+ET |
Grade 2, % Grade 3, % Grade 4, % Grade 2, % Grade 3, % Grade 4, %
4.6 4.0 4.4 0.0

0.0

0.0
0.0
1.6

0.0

0.4
1.2

3.2

0.4

0.0

0.0
0.0
0.0

0.0

0.0
0.0

0.0

0.0

Metzger et al, SABCS 2024
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CNS Progression in PATINA

100 - - * Risk of CNS Progression at 3 years was
N Jalbociclbt | Anti-HER2 + ET 13.8% Vs 20.4% for palbociclib vs
(n=261) (n=237) control (P =0.04); similar benefit in
. 807 First of CNS progression or death 29 52 those without CNS metastasis at
& (event), n baseli
g °1 " ons progression 36 51 asetine
€ ool Tipsa - 1 » But-no standardized CNS imaging, and
g . Alive, no progression (censor), n 134 122 unclear if benefit is driven by prevention
° Non-CNS progression (competing), n 88 83 of concurrent systemic + CNS
8 407 progression
g 30
=5
3]
20+
10
0+ T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time (months)
Patients at risk
apeier 261 230 202 166 144 126 111 92 76 54 33 15 5 1
Anti-HER2 + ET 257 197 157 135 115 101 88 68 52 30 15 6 1 0

Metzger et al, SABCS 2025
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Efficacy with Other CDK4/6 Inhibitors?

DETECT V / CHEVENDO
Chemotheragy* Maintenance therapy )
N =270 Trastuzumab/ Endocrine therapy** + Ribociclib***
Pertuzumab Trastuzumab/Pertuzumab

Metastatic breast cancer
HR/HER2-positive
primary tumor
15t -3 line

Endocrine theragv** + Ribociclib***
Trastuzumab / Pertuzumab

* Capecitabine, Docetaxel, Paclitaxel, Vinorelbine, Eribulin, nab-Paclitaxel
** Fulvestrant, Exemestane, Letrozole, Anastrozole, GnRH-analogue
*** Ribociclib added to both treatment arms with first amendment

* Primary endpoint: Modified adverse event score
(all adverse events grade 3 or higher, except for neutropenia, which is only included if rated grade 4, and alopecia,
rash, peripheral neuropathy and hand-foot syndrome, all of which are included if rated grade 2 or higher)

* |mportant secondary endpoints: PFS, OS, Safety

Janni et al, SABCS 2025
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PFS Outcomes by Randomization / Treatment

Induction Chemo vs Not Ribociclib + ET vs ET
10 - 10
= —
= 08 g 0,8
g ’ HR1.15(95% Cl1 0.82-1.62) s HR 0.48 (95% C1 0.34-0.67)
? ®
[ <
06 Q =
o o o
T b
c c
(e}
5 047 '% 04
3 7
Q
a — chemotherapy-free '5, — with ribociclib
O 027 median PFS 19.5 months [ra— O 02 median PFS 29.7 months
—— chemotherapy-containing —— without ribociclib
o median PFS 23.0 months an median PFS 15.6 months
T T T T T T T ’ T T T T T T T
0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (months) Time (months)

* Chemotherapy was associated with more toxicity, nonsignificant improved PFS/OS
* Ribociclib + ET associated with more AEs than ET (25% G3 neutropenia; 10% G3 AST/ALT elevations)

Janni et al, SABCS 2025
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HER2CLIMB-05

Randomized, multicenter, double-blind, Phase 3 study (NCT05132582)

Patient Population: Tucatinb (300mg BID) + trastuzumab +

« HER2+ MBC pertuzumab * endocrine therapy

* No progression after THP (4 to 8 cycles)

« No or asymptomatic BM confirmed by contrast- Placebo + trastuzumab + pertuzumab =+
enhanced MR at screening endocrine therapy

Stratification factors:

*Diagnosis: de novo or recurrent

*HR status: positive or negative
*Presence or history of BM: yes or no

Key Demographics: 310 patients enrolled

* 53% HR+ (only 46% of whom received ET!)
* 12% with brain metastasis

* 69% with de novo disease

* 72% with a CR or PR to induction therapy

Hamilton et al, SABCS 2025
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HER2CLIMB-05 - Outcomes by HR Status

Hormone receptor-negative

TUC + HP PBO + HP
(n=158) (n=152)

Hormone receptor-positive

TUC + HP PBO + HP
(n =168) (n=176)

Events 68 92 Events 73 99
100 '_‘j _ Median PFS, months (95% CI) 24.9 (19.4,-) 12.6 (9.4, 16.8) 100%_‘1“1 Median PFS, months (95% Cl) 26.0 (16.5, -) 18.1 (13.0, 20.8)
901 \‘:_‘\ﬂa (95% CI); P-value* 0.554 (0.403, 0.761); 0.0002 904 54«:"\ HR (95% CI); P-value* 0.725 (0.535, 0.983); 0.0389
2 804 "'-—,1* "—L\_‘_‘ A of 12.3 months 2 80 I__‘II‘“\_‘_\ A of 6.9 months
.2“ 70+ iy 3'; 70+ = 'll__*'-
= i ! = | =
= 60 \-.._‘_k\ = 60 ey
% 50 “hey § 50 ‘H\%
5 40 L +4 5 40- %
n 30— #+—+ 44—+ _i ) 30_ '_“__H__H___"_ _____ +
o ! o
20 [ 20
10 10+
O T T T I T T T T T T T T 1 0 T T T T T T T T T T T T T 1
0o 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No.<biik Time (months) ettt Time (months)
TUC arm 158 142 135 121 114 94 79 52 38 16 6 2 0 0 TUC arm 168 154 139 115 108 84 64 43 29 15 4 1 0 0
PBO arm 152 130 112 87 75 61 43 30 21 12 3 2 1 PBOarm 176 153 137 113 107 81 66 35 25 12 6 4 1 1 0

Hamilton et al, SABCS 2025
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HER2CLIMB-05 - TEAEs

100+ TUC +HP PBO +HP
80 Grade 1-2 Grade 1-2
_ 72.7
=
w
é 60+ 51.2 Tucatinib discontinued due to AEs in 44 (13.5%) of the tucatinib arm
£
3
8 401
e e 33.1
2 ; 28.2
s 23.5 2 23.1
20 47.2 135 20.6 20.6
32.2 12.7
22.6 7.1 18.7 9.0 20.0 22.8 200 -
14.7 ' 1.5
0 6.5 8.4 ‘
Diarrhea Nausea ALT increased  AST increased Arthralgia Fatigue

Hamilton et al, SABCS 2025
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CNS Progression in HER2CLIMB-05

Exploratory analysis: Patients with

ITT population baseline BM

100+ 1004 TUC + HP PBO + HP
90 -hH- 90- (n=41) (n = 40)
o o
o\: 804 ‘,\; 80- I Events 24 28
> o0 2 70- ‘I Median, months (95% CI) 8.5 (4.4, 22.8) 4.3 (2.3,10.6)
5 + o+ S T~ HR (95% Cl 719 (0.406, 1.273
E 60 E 60- L"l (95% Cl) 0.719 (0.40 273)
g 50 g 50- l._ A of 4.2 months
1 TUC + HP PBO + HP i
B 30- " & 304
(7] vents 77 80 (7)) is
5 20+ Median, months (95% CI) -(=-) -(- ) 5 20+ e 4
10+ HR (95% Cl) 0.846 (0.616, 1.162) 104
0 T T T T T T T T T T T T 1 O T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Time (months) No. at risk Time (months)
TUC arm 326 296 273 230 218 156 141 76 68 15 11 1] 0 0 TUC arm 41 30 23 17 15 13 9 5 2 2 0 0 0
PBOarm 328 285 249 197 183 123 106 53 48 12 9 3 2 0 PBO arm 40 24 17 11 10 9 6 5 3 2 2 1 0

CNS-PFS was defined as the time from randomization to disease progression in the brain or death from any cause, whichever occurred first. Contrast-enhanced brain MRI was required for all patients at screening and end of treatment and was repeated for patients with presence or history
of BM every 9 weeks. For patients without presence or history of BM at baseline, contrast-enhanced brain MRI was repeated every 27 weeks (~6 months).

BM = brain metastases; Cl = confidence interval; CNS-PFS = central nervous system progression-free survival; H = trastuzumab; HR = hazard ratio; ITT = intent-to-treat; MRI = magnetic resonance imaging; P = pertuzumab;

PBO = placebo; TUC = tucatinib.

Hamilton et al, SABCS 2025
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Overview of 1L / Maintenance Strategies

DESTINY-Breast09 PATINA HER2CLIMB-05
Treatment T-DXd + Pvs THP THP > HP + ET = Palbociclib THP > HP (+ ET) * Tucatinib
mPFS (mo) 40.7 versus 20.7 44.3 vs. 26.9 24.9vs. 16.3
HR 0.56 0.74 0.64
*Note: PFS measured from maintenance therapy
HR+ mPFS (mo), HR 38.0vs 27.7 44.3 vs. 26.9 25.0vs. 18.1
0.61 0.74 0.73
HR- mPFS (mo), HR 40.7 vs 22.6 N/A 24.9vs 12.6
0.52 0.55
Adverse events Nausea (G1+: 71% vs 29%)/ Neutropenia (G3+: 68% vs Diarrhea (G1+: 73% vs
Vomiting / Diarrhea 4%) 51%) / Nausea
Fatigue Fatigue AST / ALT elevation
Cytopenias Stomatitis Fatigue
Transaminase Elevation Diarrhea
12% ILD (0.5% G5)
Discontinuation for 20.7% in T-DXd + P arm 7.5% in palbociclib arm 13.8% in tucatinib arm
AEs

Adapted from Reid, SABCS 2025
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Remaining Questions
* Continuous T-DXd + P, or Induction T-DXd + P followed by
maintenance?

* What is the optimal maintenance strategy, and for whom
IS maintenance appropriate?

* Can we use biomarkers to select patients for less
aggressive 1L treatments?

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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Emerging Therapies for HER2+ MBC

Novel HER2-Targeting ADCs HER2-Targeting Bispecifics

Trans binding

| M : HER2 2 I -~
y | Duostatin-5, MMAF derivative S protein # . 4 .
» Novel tubulin inhibitor o 5 \ \
*DAR=2 i DT, SN e,
S N 3 !. - ‘n & L
s v te

Antibody S
+ Trastuzumab to ensure high affinity to HER2

Linker

« Cleavable Val-Cit linker, sensitive to Cathepsin B
* Site-specific conjugation

« Stable in blood circulation

Y
ZANIDATAMAB

Huetal, ESMO 2025 Pant et al, ASCO 2023
Drug/regimen Phase NCT registration Drug/ regimen Phase NCT registration
SHR-A1811 = pertuzumab vs THP 3 NCT06057610 . -
) Zanidatamab vs trastuzumab (with 3 NCT06435429
DP303c vs T-DM1 3 NCT06313086 chemo post T-Dxd)
JSKNO003 vs T-DM1 3 NCT06846437 . -
Zanidatamab + palbociclib +
2 NCT04829604 2a NCT04224272
ARX788 (monotherapy post T-DXd) fulvestrant
2 NCT06578286 Zanidatamab + evorpacept (ALX148
2 NCT03500380 anti-CD47) ’ 1b/2 NCT05027139
2 NCT06015113
Disitamab vedotin (monotherapy and 1/ NCT06157892 PRS-343 (HER2/4-1BB) 1 NCT03330561
various combinations) PRS-343 + atezolizumab 1b NCT03650348
2 NCT07065435
2 NCT06966453 YH32367 (HER2/4-1BB) 1/2 NCT05523947
2 NCT04492488 . -
MRG002 (monotherapy) KNO026 (HER2 bispecific) + HB1801 3 NCT05838066
2 NCT05141747 (albumin bound docetaxel)
ZW49 (zanidatamab zovodotin) 1 NCT03821233
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Important milestones in the treatment of HR+ breast cancer
(Year of FDA Approval)

(1977)

Tamoxifen ABC

1970

1980

| Everolimus ABC 012y |

|£nastrozo|e ABC
(1

oYel-aY

| Palb

ociclib ABC (2015) |

Letrozole ABC
(1997)

Ribociclib ABC 2017y |

(1999)

Exemestane ABC

Anastrozole eBC
2002)

1990

| Fulvestrant ABC

(2002)

Letrozole eBC

(2005)

Exemestane eBC
(2005)

2000 2010

Abemaciclib ABC (2017) J
Olaparib ABC (2017)
Talazoparib ABC (2018)

| AlpelisibY ABC o) |
Abemaciclib eBC (2021) J
T-Dxd ABC (2022
Olaparib eBC (2022)
Sac.Gov ABC (2023)
Elacestrant ABC (2023)
Capivasertib ABC (2023)
1 Inavolisib ABC (2024) 1
Ribociclib eBC (2024)
Dato-Txd ABC (2025)

{J{J ! !! I Imlunestrant 2025 |

2020
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Managing HR+/HER2- mBC Patients in 2026

[ ) Molecular testing should be . L.
inhibitor to identify acquired mutations + Fulvestrant
\ J
Repeat Molecular Testing at Progression Frogresson dumser it 2 nenis
(plasma preferred)
( N
~ o Fulvestrant +

Fulvestrant +
Elacestrant Apelisib Fulvestrant +
Imlunestrant or Capivasertib
Capivasertib

CDK4/6i
or
ET +
Everolimus

Olaparib or
Talazoparib

Chemotherapy: Useful in Certain Circumstances:
Capecitabine TMB-H or MSI-H: Dostarlimab or
; Pembrolizumab
Paclitaxel . -
Oth NTRK Fusion: Entrectinib or
er SG Larotrectinib
Dato-DXd RET Fusion: Selpercatinib
21 previous lines of chemo in metastatic Progression 21 ET, taxane, and
setting or disease recurrence <6 months CDK4/6i; 22 to <4 lines of chemo or
after adjuvant therapy 21 line of ET not a candidate for T-DXd
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Detecting Actionable Biomarkers is Standard of Care

+ Both ESMO and ASCO
recommend multi-gene panel
testing for ESCAT I/l genomic
alteration (A).

« ASCO and ESMO recommend
serial ctDNA for ESR1mt in
HR+ HER2-.

« Evolving: ~45 genetic
aberrations in breast cancer
meet OncoKb levels of
evidence with FDA-approved
drugs

Genomic A
ESR1m

AKT1, PTENm
PIK3CAm
d(or s)BRCA1/2m

gPALB2m
BRAFmM
NTRK fusion

RET fusion
MSI-H
TMB-high
ErbB2m

%
<40%

20%
40%
10%

2%
1%
<1%

1%
1%
5%
2%

FDA approved therapy

elacestrant, imlunestrant

capivasertib
capivasertib, alpelisib, inavolisib

olaparib, talazoparib

olaparib
dabrafinib+trametinib

entrectinib, larotrectinib, repotrectinib

selpercatinib
Pembrolizumab, dostarlimab
Pembrolizumab

neratinib

https://www.esmo.org/guidelines/living-guidelines/esmo-living-guideline-metastatic-breast-cancer
Chakravarty D et al, JCO 2022; https://www.oncokb.org/actionable-genes#cancerType=Breast%20Cancer&sections=Tx; Henry NL et al, JCO 2022; Burstein HJ et al, JCO 2023
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Discussion

TARGETED THERAPIES AND ASSOCIATED BIOMARKER TESTING

FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE

Biomarkers Associated with FDA-Approved Therapies

Breast Cancer Biomarker Detection¥ |FDA-Approved Agents NCCN Category | NCCN Category of Preference
Subtype of Evidence
:Eg’;_ﬁg;gﬁv 5 ﬁﬁgﬁ‘?ﬂactivating NGS, PCR | Fulvestrant/Inavolisib/PalbociclibX | Category 1 Preferred
:Eg’z"_ﬁgégiwe PIKSCA activaling | NGS, PCR | Alpelisib/Fulvestrant Category 1 Preferred
PIK3CA or
AKT1 activating
T — mutations or
HERp2—ne a‘tive PTENY inactivating |NGS, PCR | Capivasertib/Fulvestranty Category 1 PreferredY
g mutations and
genomic changes
(eq, deletion)
HR-positive/ o Elacestrant? Category 2A Other recommended
. ESR1 mutat NGS, PCR
HER2-negative'" R : Imlunestrant3@ Category 2A Other recommended

BINV-Q, 6 of 15. NCCN Guidelines® for Breast Cancer (Version 1.2026). © 2026 National Comprehensive Cancer Network, Inc. All rights reserved. NCCN
Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN. Available at NCCN.org/guidelines.
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Summary of CDK4/6i Combination Trials

PALOMA-2 MONALEES | MONARCH-3 | MONALEES PALOMA-3 | MONARCH-2 | MONALEES
First Line A-2 First Line A-7 Post-ET First/Second A-3
N=666 First Line N=493 First Line N=521 Line First/Second
N=668 N=672 N=669 Line
N=726
CDK4/6i Palbociclib Ribociclib Abemaciclib Ribociclib Palbociclib Abemaciclib Ribociclib
Endocrine Al Al Al Tam or Al Fulvestrant Fulvestrant Fulvestrant
Partner with OS
Menopause Post Post Post Pre/Peri Pre/Peri/Post Pre/Post Post
ORR, % 55.3 vs 44 52.7 vs 371 59 vs 44 509 vs 36.5 25 vs 11 481vs21.3 | 409 vs 27.7
mPFS, mo 276vs145 | 25.3vs16.0 | 29.0vs 14.8 | 23.8vs 13.0 95vs 4.6 16.4 vs 9.3 33.6vs 19.2
« HR 0.56, 0.57, 0.54, 0.55, 0.46, 0.55, 0.55,
p<0.0001 p<0.0001 p<0.0001 p<0.0001 p<0.0001 p<0.0001 p<0.0001
mOS, mo 539vs51.2 | 639vs514 | 66.8vs 53.7 58.7 vs 48 349vs28.0 | 46.7vs 37.3 | 67.6 vs51.8
« HR 0.956, p=0.34 0.76, 0.804, 0.763, 0.81, p=0.09 0.757, 0.67,
p=0.008 p=0.0664 p=0.00973 p=0.01 p=0.00455

Joyce O’Shaughnessy, DAVA Hawaii Breast 2023; Goetz M et al. SABCS 2023.
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International Consensus Guidelines for Advanced Breast Cancer
ABC GUIDELINES

Lisbon 11/2025
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m}mBJ ENDOCRINE SENSITIVITY/RESISTANCE
Collaboration work with the AURORA Molecular Screening Initiative (BIG 14-01)

PREMISES

* Endocrine resistance is a continuum and is a very complex, not yet fully understood biological
phenomenon.

* Some biomarkers that predict resistance have both prognostic and predictive value (e.g. ESR1, PIK3CA).

* In general, when resistance occurs, a change in the mechanism of action of the endocrine +/- targeted
treatment is recommended; a possible exception is when relapse occurs 12 months or more after
completion of adjuvant ET, when the same ET or the same targeted agent can be reused.
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m}@@— ENDOCRINE SENSITIVITY/RESISTANCE

PRIMARY ENDOCRINE RESISTANCE is defined as:
1) Relapse while on the first 2 years of adjuvant ET; or
2) PD within the first 6 months of 1% line ET-based therapy for ABC.
This definition is the same regardless of whether therapy included a CDK4/6i or not.
It is associated with a lower likelihood of ET-based therapy benefit.

SECONDARY or ACQUIRED ENDOCRINE RESISTANCE is defined as:
1) All other clinical situations of endocrine-resistance.
This definition is unaffected by therapy with CDK4/6i, mTOR/PI3Ki, or other adjunctive drugs.

(LoE: Expert opinion/NA or LoE/GoR: Il B)
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Comparison of Paired Post- vs Pre-CDK4/6i Breast Cancer Tumors

‘ RB1 109, jameunnnns |]*
1% L
‘ ESR1 33% 8 T e |]:

12% LN u i BN N EEm | |

COND1 39% T TR I
35% R I il |

FGFR1 22%

o,
21 [l Ii ] 1 1 |
PIK3CA 30% L[ B | 1] 1] L1 ]]]]] m (] ] [2lejz] NENEREEER I
31% HER B HuEnE HEEENR L] (1] ] an HENNER BN { N}
TP53 35% 4 B Hn mR 5 | Ill EEN  EEEEEEER [ TR ] EEEREEEE I
32%mm = n [ (1] I (TN | | lllll o N mEEEE LI |
Genetic alteration Sample type
I Amplification ~ ® Missense Mutation ® Truncating Mutation = No alteration [Post-CDK4/6i
ll Deep Deletion ® Inframe Mutation ® Fusion Pre-CDK4/6i

Razavi P et al. ASCO 2019. Abstract 1009.
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CDK 4/6 inhibitor after
CDK 4/6 inhibitor
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Switch Experience With CDK4/6 Inhibitors

Phase
Sample size
Design

HR+ MBC
progression on
iCDK 4/6+ET

Initial CDK 4/6
inhibitor
Continuation iCDK
4/6

% iCDK > 12mo
Continuation ET

PFS ET+CDK4/6
inhibitor vs. ET

MAINTAIN

[l
120 (1:1)
Fulvestrant or
exemestane +/-
ribociclib

PACE

[l
220 (1:1:1)

Arm A: Fulvestrant
Arm B: Fulvestrant +
Palbociclib
Arm C: Fulvestrant +
Palbociclib + Avelumab

PALMIRA Post
MONARCH
[l [l
198 (2:1) 350
Fulvestrant or Fulvestrant
letrozole +/- +/-
palbociclib abemaciclib

Palbociclib (84%)
Ribociclib (11%)

Palbociclib (90%)

Palbociclib (100%)

Ribociclib Palbociclib Palbociclib Abemaciclib
67% 75% 86%
Fulvestrant (83%), Fulvestrant (100%) Fulvestrant (90%), ASCO 2024

letraozole (10°)

emestane (‘17%'\
‘ 5.3 vs. 2.8 months
(HR 0.56)

4.6 vs. 4.8 months
(HR 1.11)

49vs.3.6 hﬂonths
(HR 0.84)

Kalinsky K et al. JCO 2023.
Mayer E et al. SABCS 2022.
Llombart-Cussac A et al. ASCO 2023.
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postMONARCH: Investigator-Assessed PFS

Abemaciclib +

50 nominal p 0.02

40

Progression-Free Survival (%)

Placebo +

Fulvestrant (N=182) Fulvestrant (N = 186)

. Events

70 Median (95% CI); 5
6-month PFS rate: months 5.6 —8.6 3.7-5.6

i 50% HR (95% CI); 0.73 (0.57 — 0.95)

301 | 37%
204 |
|
10+ |
|
0 v r T T T v .
0 3 6 9 12 15 18 21
Number at Risk Time (months)
182 124 80 61 21 9 2 0
— 186 114 62 47 17 7 3 0
[ Abemaciclib led to 27% reduction in the risk of developing PFS event

]

Kevin Kalinsky, ASCO 2024
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Current Drugs Approved for the Treatment of MBC that
Inhibit PIK3CA/AKT/mTOR Pathway

Everolimus Alpelisib Capivasertib
(BOLERO-2) (SOLAR-1) (CAPItello-291)
Mechanism of mTOR inhibitor P13Ka-specific inhibitor AKT inhibitor
action
Design Postmenopausal women n=572 (341 with PIK3CAm) n=708 (289 with AKT pathway
(n=724), randomized 2:1 randomized 1:1 to alterations, 489 with prior
to exemestane + fulvestrant +alpelisib or iICDK4/6) randomized 1:1 to
everolimus or placebo placebo fulvestrant + capivasertib or
placebo
Median PFS 10.6 vs 4.1 mo PIK3CA WT: 7.4 vs. 5.6 mo ITT 7.2 vs. 3.6 mo
(months) PIK3CAm: 11 vs 5 mo altered: 7.3 vs. 3.1
HR (95%CI) 0.36 (0.27-0.47) 0.65 (0.5-0.85) Altered 0.50 (0.38-0.65)
US FDA 2012 2019 for patients with 2023 for patients with AKT,
Approval PIK3CA altered MBC HR+ PTEN, PIK3CA altered HR+

breast cancer

Baselga J et al. N Engl J Med. 2012;366(2):109-119. André F et al. N Engl J Med. 2019;380(20):1929-1940.
Turner NC et al. N Engl J Med. 2023;388(22):2058-2070.
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CAPItello-291: Phase lll, randomized, double-blind,
placebo-controlled study

Patients with HR+/HER2- ABC Capivasertib 4é)gyr;1gr:mécgaf;aélgﬁ4 Dual primary endpoints

+ Men and pre-/post-menopausal women 43.7% altered PFS by investigator assessment

i i + Overall
- Recurrence or progression while on or <12 500 ma: cycle 1 davs 1 &
months from end of adjuvant Al, or Fulvestrant 15 rtr;]genc sx{e(i/eery 4 \iyeiks + AKT pathway-altered tumors
progression while on prior Al for ABC ‘ (21 qualifying PIK3CA, AKT1, or
- <2 lines of prior endocrine therapy for ABC PTEN alteration)

Stratification factors:

* Liver metastases (yes/no)

* Prior CDK4/6 inhibitor (yes/no)
* Region®

« <1 line of chemotherapy for ABC

= Prior CDK4/6 inhibitors allowed (at least 51%
required)

« No prior SERD, mTOR inhibitor, PI3K Overall ival
inhibitor, or AKT inhibitor erall surviva

i Twice daily, 4 dayson, 3 * Overall
- HbA1C <8.0% (63.9 mmol/mol) and diabetes Placebo .
not requiring insulin allowed - days off AKT pathway-altered tumors
37% altered

« FFPE tumor sample from the Ogﬁ:;;e response rate
500 mg: cycle 1, days 1 & :
Fulvestrant 15; then every 4 weeks « AKT pathway-altered tumors

primary/recurrent cancer available for
Summary of Demographics

retrospective central molecular testing

* Median age ~59 * One line of prior ET for MBC ~75%

* Asian 26%, Black 1% * Prior CDK4/6i for MBC ~70%

* Primary ET resistance ~¥38% ¢ Chemotherapy for ABC ~18%

* Visceral mets ~68% Turner et al. N Engl J Med 2024:391:1584-1596

Turner et al, SABCS 2022
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SABCS 2023: CAPIltello-291 PFS with PIK3CA Alterations

" Capivasertib plus Placebo plus

g0 fulvestrant (n=110) fulvestrant (n=92)

80 Median 5.6 2.4
(95% Cl); i :
70 months (4.2-74) (1.9-3.6)
. 60 Adjusted hazard ratio (95% Cl): 0.51 (0.37-0.70)
9
& 50
o
40
30
20 .
10 ey |_.
0 ] T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24
Number of patients at risk Time from randomization (months)

110 90 65 51 40 37 27 17 13 7 2 1 0
Placebo + fulvestrant 92 48 31 23 18 16 13 9 5 2 1 1 0

Turner et al. N Engl J Med 2024;391:1584-1596
I\ Northwestern
Medicine Sacha Howell, SABCS 2023
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SABCS 2023: INAVO120 Primary Analysis

* More effective treatments for patients with PIK3CA mutations are needed

« Inavolisib is a highly potent and selective PIK3a inhibitor that also promotes degradation of
mutant p110a, which may improve the therapeutic window

(= —————— — — — = ) P
/ Key eligibility criteria \ Enrolment period: December 2019 to September 2023
| i i i is: 2 S
: ::'nnchment of patients with poor prognosis: | N=325 Inavolisib (9 mg QD PO)
PIK3CA-mutated, HR+, HER2- ABC by central | + palbociclib (125 mg PO QD D1-D21) a
I ctDNA* or local tissue/ctDNA test | + fulvestrant (500 mg C1D1/15 and Q4W)** -
I * Measurable disease | Until PD ==
le i : ithi or toxici g9
Progression during/within 12 months of | oxicity | @ 4
\ adjuvant ET completion / Piacaho {FO ) 20
s i s i i + palbociclib (125 mg PO QD D1-D21) rd
fulvestrant (500 mg C1D1/15 and Q4W)**
* No prior therapy for ABC RV e an ) —
L * Fasting glucose <126 mg/dL and HbA,¢ <6.0Y
Stratification factors: Endpoints
* Visceral Disease (Yes vs. No) * Primary: PFS by Investigator
* Endocrine Resistance (Primary vs. Secondary)! * Secondary: OS*, ORR, BOR, CBR, DOR, PROs
* Region (North America/Western Europe; Asia; Other)
I\ P TTT—— Turner et al. N Engl J Med 2024;391:1584-1596
Medicine

Komal Jhaveri, SABCS 2023
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SABCS 2023: INAVO120 PFS

Inavo+Palbo+Fulv Pbo+Palbo+Fulv

6-month 12-month  18-month
1001 (n=161) (n=164)
k82.9"/n No. of events, n (%) 82 (50.9) 113 (68.9)
Median (95% CI), mo 15.0 (11.3, 20.5) 7.3(5.6,9.3)
751 . Stratified hazard ratio (95% ClI) 0.43 (0.32, 0.59)
_ 55.9% p<0.0001
o\o
] 501
w
o
25{ — Inavo+Palbo+Fulv =
— Pbo+Palbo+Fulv ' =
<+ Censored
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (mo)
Patients at risk: Median follow-up:
Inavo+Palt | 161 134 111 02 66 48 41 31 22 13 11 5 1
Pbo+Palbo+Fulv 164 113 77 59 40 23 19 16 12 6 3 3 1 21.3 months

CCOD: 29th September 2023
Cl, confidence interval; Fulv, fulvestrant; Inavo, inavolisib; mo, months; Palbo, palbociclib; Pbo, placebo; PFS, progression-free survival.

Turner et al.

Northwestern
Medicine

A\

N Engl J Med 2024;391:1584-1596

Komal Jhaveri, SABCS 2023
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Key Questions

* How can we overcome endocrine resistance?

« How do we best utilize oral SERDs as monotherapy or in
combination?

» How will novel endocrine therapy backbones be utilized?

* How can we best sequence these agents to optimize efficacy and
minimize toxicity?

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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Prevalence of ESR1 Mutations in Untreated vs Treated
ER+/HER2- mBC

Treatment Setting ESR1 Mutation

Prevalencel-®
At Initiation of First-Line ET ~5%

Second-Line ~33%

Third-Line Up to 40%

1. Jeselsohn R et al. Clin Cancer Res 2014;20:1757-1767; 2. Jeselsohn R et al. Cancer Cell 2018;33:173-186; 3. Allouchery V et al. Breast Cancer Res 2018;20:40; 62
4. Schiavon G et al. Sci Transl Med 2015;7(313):313ra182; 5. Brett JO et al. Breast Cancer Res 2021;23(1):85.
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ESR1 Mutations in Breast Cancer

YSATENCTH

conslitulively active conformation | proliferalion
1 basal ransactivator function 1 survival

| aflinity for E2, SERM, SERD 1 migration

1 proleclytic stabilty 1 Al resisiance
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Background: Alphabet soup of novel ER targeting agents

SERD SERM PROTAC CERAN SERCA
Serum estrogen Serum estrogen Proteolysis Complete Selective estrogen
receptors receptors targeted estrogen receptor receptor covalent
degrader modulator chimera agents antagonist antagonist
Elacestrant Amcenestrant Lasofoxifene Vepdegestrant Palazestrant H3B-6545
Giredestrant Rintonestrant Bazedozifene (ARV-471) (OP-1250)
Camizestrant Borestrant Als
Imlunestrant  ZN-C5 winges || e =

Aromatase

Cytoplasm

Nucleus

Adapted from Patel
et al. NPJ Breast
2023;9(1):20.

Gene Transcription
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EMBER-3: Phase lll trial of Imlunestrant +/- Abemaciclib vs

ER+. HER2- ABC Primary Endpoints
Imlunestrant Investigator-assessed PFS for:
Men and Pre-?/Post-menopausal / . . .
women 400 mg QD * Avs B in patients with ESR7m¢
Prior therapy: * Avs B in all patients
¢ Adjuvant: Recurrence on or * CvsAin allh patients
within 12 months of completion SOC ETde
of Al + CDK4/6i LEHBL ) Fulvestrant
* ABC: Progression on first-line o T ' HiveStrank.of Key Secondary Endpoints
Al £ COK4/61 | Exemestans * 0S, PFS by BICR, and ORR
* No other therapy for ABC « Safety
Stratification Factors: Imlunestrant
« Prior CDK4/6i therapy (Y/N) el 400 mg QD + Exploratory Endpoints
« Visceral metastases (Y/N) abemaciclib® * PFSand OS for Cvs B in all
* Region® patients

Key Demographics:
* Median age 62
* Prior Treatments
* 1/3 adjuvant-only treatment; 2/3 1-line prior treatment for MBC
+ ~60% prior CDK4/6i treatment (nearly all palbociclib or ribociclib)
* None with prior PIK3CA- or AKT-targeted treatments
¢ Tumors:
+ ESR1 mutations: 32 to 42%

. SOC ET

Rk o Jhaveri et al. SABCS 2024. Abstract GS1-01.
* PI3K pathway mutation ~ 40% Jhaveri et al. N Engl J Med. 2025;392(12):1189-1202.
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EMBER-3: Results mPFS Imlunestrant vs. SOC ET

ESR1wt

i
I/

75 No. of events

Median (95%
Cl);
Months

HR (95% ClI)

- 30%

25 X N
22% o

Progression—-free Survival (%)

Imlunestrant SOCET
n=331 n=330

237 253
5.6 5.5
(5.3-7.3) (4.6-5.6)

0.87 (0.72-1.04)
p-value 0.12

0 2 4 6 8 10 12 14 16 18 20 22 24

Time (months)
89 62 47 43 30 20 19 13 10 0 0
63 51 41 38 23 17 14 10 2 0 0

No. at risk
- 331 225
- 330 221

178 135 118
165 122 89

100 Imlunestrant SOCET
g n=138 n=118
E 75 No. of events 109 102
£
3 i 0,
& Median (lef_’ 55 38
@ 9 o -
E S R1 m ut £ o 25% MGHThe (3.9-7.4) (3.7-55)
§ HR (95% Cl) 0.62 (0.46-0.82)
g 25 3\ p-value<0.001
S ™
o ' 3“—\.._'_
0 T% : !
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk Time (months)

=138 95 74 56 45 35 22 18 15 8 4 4 3 2 0 0

Jhaveri et al. SABCS 2024. Abstract GS1-01.
118 74 51 33 19 7 5 3 2 1 0 0 0 0 0 0

Jhaveri et al. N Engl J Med. 2025;392(12):1189-1202.
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EMBER-3: Results mPFS Imlunestrant/abema vs. Imlunestrant

ESR1wt

Progression-free Survival (%)

ESR1mut

100

75

50

25

0

No.

-— 146 111 94 83 63 50 34 22 19 10 5§ 4 3 0 0 O _WOUId thls Change OUtcomeS?

No. of events

* Imlunestrant monotherapy > SOC ET in the mESR1

Imlunestrant +
':buel:::clc::b m Results:
n=146
78 78
5.5

veaen oo ct: [N e population only, similar to EMERALD and other oral
months 4-14. .6-2. .
o (85% G 6 B0 kb SERD monotherapy trials

Clinical trial design considerations:

* Imlunestrant +/- abema vs. imlunestrant lacks a
standard control arm (e.g., fulvestrant + capivasertib,
fulvestrant + abemaciclib)

oz 4 6 8 10 12 14 16 18 20 22 24 26 28 30+ Not all patients had prior CDK4/6 inhibitor (only ~60%)

) Time (months)
at risk

-—121 78 56 42 39 28 17 11 11 7 3 2 0 0 0 O

Progression-free Survival (%)

Imlunestrant + | Imlunestrant
abemaciclib
n=67 n=92

100

No. of events 36 7
Median (95% Cl); 1.1 55

75 months (7.4-13.7) (3.8-7.2)

HR (95% Cl) 0.53 (0.35-0.80)
50
25

Previous CDK4/6 inhibitor No 35/74 4073 —_— 0.82(0.52.1.29) 0.066
Yes 791139 1091140 e 051 (0.38, 0.68)

0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Time (months)
No. at risk

R, % W E W TR B 4 8 4 G % Jhaveri et al. SABCS 2024. Abstract GS1-01.
—92 62 50 35 28 2 12 9 7 3 0 0 0 0 0 0 Jhaveri et al. N Engl J Med. 2025;392(12):1189-1202.
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EMBER 3: PFS by subgroup in CDKi pre-treated population

Imlunestrant Il sLra
+ abemaciclib
Subgroup No. of Events/Total No., Hazard Ratio (95% CI) Interaction p-value

CDK4/6i pretreated patients g7139 120/140 —— 0.53 (0.40, 0.69)

Age < G5 years EFITT TAMS2 —— 0.62 (0.44, 0.A8) 0.192
= B5 years 40/g2 42/48 e 0.43 (0.28, 0.67)

Mo. of metastatic sites 1 2446 ITIAE —_— 0.48 (0.27, 0.83) 0.884
2 2434 4049 ——i. 0.56 (0.34. 0.93)
=3 458 SHEE . 0.47 (0,32, 0.70)

Liver metastasis Mo 63/84 T1/86 . 0.61 (0.43, 0.86) 0.091
Yes a4i45 4554 [ — D30 (024 D&

ESRT mutation status Detacted JR53 G572 el e 0.42 (0.28.0.64) 0.629

Previous CDOK4/6] Indication Adjuvant BT 911 0.51 (0,17, 1.58) 0.931
Advanced 91/132 1117428 —i— 0.53 (0.40, 0,70}

hoice of previous CDKA/GI Abemacichb 2010 12/13 e 0.80 (0.34, 1.92) 0.525
in any setting Palbociclib 58/90 T3/86 — 048 (0.34, 0.68)
Ribociclib 28737 34/38 - 0.54 (0,32, 0.90)

Duration of previous CORAGI =12 marhs z4a0 T e—— B B (R b o 0.014
in advanced setting = 12 months BT/az asmaT . 0.51 (0.44, 0.84)

< 18 months 40480 4352 — 0.47 (0.30, .74} 0.257
= 18 months 51/72 ERTT i D56 (059 50}

PI3K pathway mutation status Detactad a44/61 BOVE3 ——— 0:43 (0.33, 0.74) 0.860
Mot detected 51/75 SE/ED e 0.50 (0,34, 0.73)

/ Concurrent ESRT mutation and Detaclad belalets] AR/ O ———-——— 0.29 (0,15, 0.53) 0.543
PI3K pathway mutation status Mot detected FEM07 Bova3 S — 0.53 (0.39, 0.73)

025 0.5 1 2
‘F avors Imlunestrarnt Foavors Imlunestrant

+ abremaciciib

Jhaveri et al SABCS 2025

I\ Northwestern
Medicine

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




- L L]
EMBER-3: Safety and Tolerability
TEAES in Imlunestrant SOCET TEAES in Imlunestrant + abemaciclib
2 10% of Patients, % n=327 n=324 2 20% of Patients, % n=208
Any Grade Grade 23 Any Grade Grade 23 Any Grade Grade =23
Patients with = 1 TEAE 83 | 17 | 84 | 21 | Patients with = 1 TEAE 98 49
Fatigue 23 <1 13 1 [ Diarrhea 86 8 |
Diarrhea 21 <1 12 0 Nausea 49 2
Nausea 17 <1 13 0 Neutropenia? 48 20
Arthralgia 14 1 14 <1 Anemia? 44 8
AST increased 13 1 13 1 Fatigue® 39 5
Back pain 1 1 7 <1 Vomiting 31 1
ALT increased 10 <1 10 1 Leukopenia® 26 4
P — 10 2 13 3 Hypercreatinemia? 22 1
Constipation 10 0 6 <1 Abdominal pain ) 20 2
Decreased appetite 20 1
Patients with = 1 SAE, % 10 12 . . s
Dose reductions due to AE, % 2 0 Patients W'th 21 SAE, % 17
[ Discontinuations due to AE, % 4 1 |  Dose reductions due to AE, %° 39
Deaths due to AE on study, % 2 1 |Discontinuations due to AE, % 6
Deaths due to AE on study, % 1
Injection Site TEAE, n/N (%)° NA 271292 (9%)
Reaction? PRO-CTCAE, n/N (%) NA 201/278 (72%)
AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; NA, not applicable; PRO-CTAE, Patient Reported Outcomes-Common Terminology Criteria for AEs; SAE, serious AEs; TEAE, treatment-emergent AE.
aConsolidated term; ® N is the number of evaluable patients who received fulvestrant; ¢N is the number of evaluable patients who completed the PRO-CTCAE survey (answered “yes” or “no” to injection site pain, swelling, or redness).
Generally favorable safety profile. Safety consistent with the known abemaciclib profile.
Jhaveri et al. SABCS 2024. Abstract GS1-01.
Jhaveri et al. N Engl J Med. 2025;392(12):1189-1202.
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EMBER-3: QOL and Safety Abstracts at ASCO 2025

3C ET Imlunestrant

« Abstract 1001: Patient-reported outcomes o ] mement m i B . oemaciclls (176
(PROs) in patients with ER+, HER2- 25

A 10-point change is considered
_-clinically meaningful
”

eline
nN
o

t
advanced breast cancer (ABC) treated with : £ 1o
imlunestrant, investigator's choice standard = ¢ ¢ * -
endocrine therapy, or imlunestrant + si‘:,".':; s 5§ 5 I 3
abemaciclib: Results from the phase Il L e T S B
EMBER-3 trial. Curigliano et al. Symptom domains

Symptom domains broadly similar across treatment
arms except expected increase in diarrhea and N/V with
imlunestrant + abemaciclib

 Abstract 1060: Imlunestrant with or without
abemaciclib in advanced breast cancer
(ABC): Safety analyses from the phase Il
EMBER-3 trial. O’'Shaughnessy et al.
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ELEVATE: Phase 2

KEY ELIGIBILITY ELEVATE PHASE 1b (n=90) ELEVATE PHASE 2
- r _‘

- Women (pre-, per-, or Elacestrant 86-345 mg* combined Elacestrant 345 mg + Everolimus 7.5 mg

postmenopausal) or men with either. (n=50)
+ ER+, HERZ- aimBC

- .

+ 1-2lines of prior ET +i- Slpulhy 10 ey -

CDK4/6i Everolimus 5-10 mg*<3 ' Elacestrant 345 mg + Abemaciclib 150 mg

; u

e R ol
+  Primary endocrine resistance Capivasertib 320-400 mgPa* [

allowed \ J el

: ; I

+ No chemothel the

s e o ELECTRA PHASE 1b (n=27)

i A\

» =] measurable lesion as per < :

RECIST v1.1 or a mainly lyic Hacestrant 258-345 mg" combined — —

bane lesion with Abemaciclib 100-150 mg&!!

\ . ', J
Phase2 | Primary: PFS (RECISTv1.1) e e
Objectives - . .
bj Secondary: ORR, DoR, CBR, PFS, 0S, and safety 50% prior CDKi
78% 2"-line
Rugo et al SABCS 2025 Median prior ET lines: 1

|\ Northwestern
Medicine
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100

Survival Probability (%)
& & 8

=

A\

ELEVATE: Elacestrant + everolimus

(] 25 5D
Northwestern
Medicine

29 {58)

8.3 (4.0-10.2)

Events, n (%)
mPFS, mo (35% ClI

+ Censored

75 10 125 120

Months

Rugo et al SABCS 2025

TEAEs 2 20% reparied
Nausea

Diarrhea

Fatigue

Vomiting

Stomatitis
Hyperchaesterolemia
Abdominal pain
Rash

Anemia

Dysgeusia

Mucesal inflammation
AST increase
Headache
Hyperglycemia
Thrombocytopenia

0% 20% 0% 40%

- =23
| ES
| P8
I n=20
B
| =5
.r!=14
-
n=12
| PP
. n=10
| =

. n=10

I n=10

5% 60% T70%

. n=29

Grade 1-2

B Grade 3

60% 90% 100%
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100+

80+

60+

40-

Survival Probability (%)

207

ELEVATE: Elacestrant + abemaciclib

Events, n (%)

mPFS, mo (35% CI

TEAEs 2 20% repared
Diamhea

Nausea

Ela + Abema

29 (48)

14.3 (7.3-16.6)

Fatigue

Vomiting

Anemia
Neufropenia
Abdominal pain
Decreased appefite
Weight decreased
Constipation

Rash

Dizziness
Headache
Thrombocytopenia

At Risk

A\

&0

Northwestern
Medicine

Months

15 Leukopenia

0%

Rugo et al 2025

. -5
=1
I -
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-
I -1
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B =17
n=16
n=16
Br=3
22 Grade 12
M -2 M Grade>3
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MORPHEUS: Phase Ib/ll umbrella study of various combinations

Many combination arms, including: « No new safety signals in combination data presented to date

’ G!redestrant * palbocic_lip + Confirmatory efficacy analyses planned
» Giredestrant + abemaciclib

» Giredestrant + ribociclib

* Giredestrant + everolimus

* Giredestrant + inavolosib

* Giredestrant + samuraciclib (CDK7i)

Giredestrant + Abema (n=15) or Ribo (n=14) Giredestrant + Inavolisib (n = 15) Giredestrant + Everolimus (n = 15)
G G+A G+R GIR GIR +INAVO Pts with Adverse Events
(n=7) {n=15) (AEs), n (%) G + EVERO(n =15)
Tx-related adverse events 48% 80% 100%
o Y E e o All-grade TRAES 43% 100% Tx-related AEs (TRAES) 14 (93.3)
A R o & L Grade 3-4 AEs 3(5.0)
AEs leading to dose 18% 60% 64% Grade 3 AEs (no Grade 4 or §) 14% % Serious AEs 2(13.3)
modification/interruption
Fatal AEs 0 0 0 TRAE leading to tx 1(6.7)
;. di i i
Most common TRAES (& 20% of Fatigue Diarrhea, nausea, abdominal pain, fatigue, Nausea, fatigue, neutropenia, F Iead_mg "."x 0 % il
pts) neutropenia, vomiting, decreased appetite.  asthenia, QT interval prol (Grade 2 vomiting)
TRAE leading to dose 6 (40.0)
modificationfinterruption
AEs leading to dose 14% 60%
modification/interruption Fatal AEs 0
N CTO4802759 Most common TRAEs Faligue: 26% Diarrhea 60%: Most common TRAEs (220% Dysgeusia: 5 (33.3); nausea: 4 (26.7); asthenia: 3
(> 20% incidence rate) hyperglycemia: 53% incidence rate) (20.0); fatigue: 3 (20.0); mucosal inflammation: 3
nausea: 47%: (20.0); stomatitis: 3 (20.0); vomiting: 3 (20.0)
fatigue: 33%;
decreased appetite: 33%;
vomiting: 27%

Oliveira et al. ASCO 2023. Abstract 1061; Rugo et al. SABCS 2023. Abstract PS12-08; Wanderer et al. ASCO 2024. Abstract 1059.
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Oral SERDS in the 1L setting: Ongoing trials

persevERA NCT04546009

N=978

ER+/HER2- LA/ABC o PFS
*No prior systemic tx for ABC Letrozole 2.5mg

Palbociclib 125mg
Giradestrant-matched PLA

SERENA-4 NCT04711252

N=1342 o
‘ER+/HER2- LA/ABC PES

. : : Anastrozole 1mg
No prior systemic tx for ABC Palbociclib 125mg
Camizestrant-matched PLA
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HR+ HER2- metastatic breast cancer

eVERA: Giredestrant + everolimus

Study design

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

Key oligibility criteria®

+ ER+, HER2- aBC (1-3L of therapy)

+ 2 prior lines of ET in the aBC setting

+ PD or relapse during/post-CDK4/8i + ET
+ No prior chemotherapy in the aBC setting

+ Measurable disease per RECIST v1.1 or evaluable
bone metastases

$OC ET* + everolimus (10 mg)t
TExmmestane/Tulvestranitamanien

sirengly recomemended per SWISH tial protocrl

{cunray s v CHciating o DAL
Stratification factors Coprimary endpoints (RECIST v1.1)

« INV-PFS in patients whose tumours had ESRTm
« INV-PFS in the ITT population

+ Prior treatment with fulvestrant (yes vs no)
« ESR1m (yes vs nofindeterminate)
+ Site of disease (visceral [lung and/or

liver involvement] vs non-visceral)

340 Asapes rom

Giredestrant + averolimus mechanism of action

=)

Everolim

Bt ot

SOCET+
everolimus

Co-primary endpoint — INV-PFS in the ESRTm i oiulation

oo n=105
Events, n (%) 63 (61.8) 89 (84.8)

" Median, mo (95% CI)  9.99 (8.08,12.94)  5.45 (3.75, 5.62)

€. Stratified HR .

» (85% C1) (0.27, 054, p < 0.0001

L3

; 40

z Exploratory analysis: INV-PFS by SOC ET

Unstratified HR (95% Cf)
£l Bumestna &7 B | 0400038058
Fuvosiant 31 = 44025 050y

o Franmecranmer!

3 € ) 12 1! 18 21 24 v 30 #wvarclieus betier 3?::IEN:.'\M«I battar
No.at Time {ma)
Giredestrant + évarolimus 102 85 &1 82 13 2 2
« everciimus | E = B o 2 1 7 i
Combination therapy with giredestrant + everolimus led to a clinically meaningful
62% reduction in the risk of progression or death in [ with ESRTm

riod HRL 0,48 % C1 0.3, 0.7

Mayer et al, ESMO 2025
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evVERA: PFS based on PIK3CA/AKT1/PTEN tumor status

Giredestrant +
everolimus i I HR (35%C1)

All patients with ESRTm? 207 102 105 —- | 042 (0.30, 0.59)

Genomic alteration |
PIK3CAm detected 64 35 29 —— | 038 (0.20, 0.69)
PIK3CAM not detected 143 67 76 —;— 047 (0.31,0.70)
PIK3CAIAKT1IPTEN alteration detected 89 a7 42 —8— 045 (0.27, 0.76)
PIK3CAIAKT1/PTEN alteration not detected 118 55 63 —— | 041 (0.26, 0.63)
All patients with ESRTm not detected 166 81 85 — 078 (0.56, 1.10)

Genomic alteration I
PIK3CAm detected 51 29 2 —a— 0.84 (047, 1.52)
PIK3CAM not defected 115 52 63 —— 075 (0.50, 1.14)
PIK3CAIAKT1/PTEN alteration detected 73 35 38 == 069 (0.42, 1.14)
PIK3CAIAKT1/PTEN alteration not detected 93 46 47 — M 0.89 (056, 1.41)
AIlITT patients’ 373 183 190 W 057 (045, 0.73)

Genomic alteration I
PIK3CAm detected 115 64 51 —— | 054 (036, 0.83)
PIK3CAm not detected 258 119 139 - } 059 (0.45, 0.79)
PIK3CAIAKT1/PTEN alteration detected 162 82 80 —B— 054 (038, 0.77)
PIK3CAIAKT1/PTEN alteration not detected 211 101 110 ——- | 060 (0.44, 0.83)

0.1

1

i}

20

Giredestrant + everolimus better S50C ET + everolimus betier

Rugo et al SABCS 2025
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evERA: PFS based on prior CDKi type and duration

ESR1m ESR1m not detected ITT
o | HR (95%c1) | Total : HR (@5%cr) | Tl | HR (95% Cl)

All patients with ESRTm* 207 B | o0s203005) 68 -.:L 078 (056, 1.10) | 373 . i 0.57 (045, 0.73)
Duration of prior CDK4/6i* i i i

<12mo 8 —8— | 033(016070)| 56 —®W—  084(047,150)| 94 | 0.60 (0.38, 0.93)

12to< 24 mo 74 —,— i 042 (025,0.73)| 47 —I*— 1.03 (054, 1.96) | 121 —I—E 0.66 (0.4, 0.99)

224 mo 7] —— i 039 (023,066)| 58 —.—i— 0,69 (038, 1.25) | 150 - i 050 (034, 0.75)
Prior CDKA/6i i | I

Palbocidiib 126 - | o040(025,061)| 97 —I—:L 073 (046, 1.15) | 223 . 3 i 0.53 (0.39, 0.73)

Ribocidib 66 —I—i— 0.71 (040, 1.26)| 40 —-—i— 075 (038, 1.50) | 106 —.—i— 0.75 (049, 1.16)

Abemaciclb 4 —B— i 029 (014, 0.61)| 61 —Ih— 1.12 (065, 1.95) | 102 —.—i 0.66 (043, 1.03)

msiredestr_anu 1;]:“: - ﬂ'1r31redestrant+ 15?3; 2E£:J + n-TGiredestraﬂt+ 1%%:: £t
s ol - e e T ha
Rugo et al SABCS 2025
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evVERA: Adverse events

Common TEAEs (= 10% of patients in either arm) Safety overview
: 3 g e i 2 _ Giredestrant + SOCET+
Giredestrant + everolimus n= 182 SOC ET + everolimus n= 186 Patients with AE, n (%) everolimus everali
somatts” [l 27 /445 4573z Il — 182 n= 186
Diarhea oizss 251140 e
A —mm e AEs with fatal outcome? 5(27) 5(27)
" | AEs leading to everoli
Decrased sppete = E hom e i 56 (%0.8) 49(26.3)
fivini s X AEs leading to discontinuation from treatments
—— - : Giredestrant or SOC ET 15(8.2) 12(65)
Consspation | Everoimus H(17.0) 22(1.8)
AST Increased | 1
Edema penprera Any 3 (17.0) 22(11.8)
Cough I ,
kizers, Selected AEs
ALT noreased (| ] o :
] m Giredestrant + SOCET+
P i | ; : everolimus everolimus
Hypokaemia -. I- Patients with AE, n (%) n=182 n=186
i sl Grade 1-2 Grade 34 Grade 1-2 Grade 3-4
Back pal e
. _.Eifﬁ.f : : - = ::: Bradycardia' 7(38) 0 1(05) 0
g s : . . n : : : : Photopsia 0 0 0 0
10 =20 i0 [i] 10 i} i 40 50
Patients (%)
Rugo et al SABCS 2025
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HR+ HER2- metastatic breast cancer

Advanced Breast Cancer
Eligibility Criteria
* Pre- & postmenopausal women & men
COK4/6i + NSAI
STUDY 1
PIK3CA-WT
* Screening result for PIK3
* No T2DM with Hb:
* No prior mTORi, PI3Ki, or AKTi
* No prior chemotherapy for ABC
Stratification Factors
* Lungfliver metastases (yes/no)

* Time to progression on immediate prior
therapy (< or >6 months)

* Region (US/Canads or ROW)

500 mg; cycie 1, days 1 8 15, then
- i
Am C

500 mg cyce 1, days 1 & 15, then
Fulvestrant o

toAmm A or B al L

Primary Endpoints

‘ragafve; HRi~, homane rcesiorsasdve V, inbevenous; MT, mlaied; mTOR, mecher
e, Moo

quaity o ekt won TIDA, ipe. T

Growth Factors

0000

/ PIEN

[ Geduoies Y nrorc1 ] e

T

Cell Cycle

Metabglism Survival Proliferation

Gedatolisib, a highly potent multitarget PAM inhibitor of all
class | PI3K isoforms, mTORC1, and mTORC2, has shown
compelling preliminary clinical activity in combination with
palbociclib & fulvestrant as 2L+ therapy in HR+/HER2- ABC

1st Co-Primary Endpoint: Progression-Free Survival
Gedatolisib Triplet vs. Fulvestrant, BICR Assessment

1

Progression-free Survival (%)

23383233283

Geda + Palbo +

Fulvestrant ulvastrant
(n=131) it
Median PFS, months (96% CI) 7 ;fs B ( ;; 3)

Adjusted HR (95% CI) 0.24 (0.17-0.35); P < 0.0001

No. at Risk:

Geda +
Falbo + Fulv
Fulv

131

131

127 103

T T T T T T T T T T T T T 1
M 12 13 14 15 16 17 18 19 20 29 22 23 24

2”2 M 1" r 5 3 2 - | i % e

Hurvitz et al, ESMO 2025

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




Conclusions

» VIKTORIA-1 is the first study to demonstrate a statistically significant and clinically meaningful
improvement in PFS with PAM inhibition in patients with PIK3CA-WT disease, all of whom received
prior CDK4/6i

- Gedatolisib triplet, mPFS 9.3 months (HR, 0.24; 95% ClI, 0.17-0.35; P < 0.0001)
- Gedatolisib doublet, mPFS 7.4 months (HR, 0.33; 95% CI, 0.24-0.48; P < 0.0001)

 Efficacy of gedatolisib-based therapy was comparable regardless of which prior CDK4/6i was used

» Adverse events associated with gedatolisib in VIKTORIA-1 were mainly Grade 1 or 2 in severity

- Hyperglycemia was low (9.2% for triplet, 11.5% for doublet), as was diarrhea (16.9% and 12.3%, respectively), which is unexpected
for a drug targeting the PAM pathway

- Study treatment discontinuation due to TRAEs was reported in 2.3% (triplet) and 3.1% (doublet) of patients

» These results validate the PAM pathway as a molecular driver in PIK3CA-WT disease

Gedatolisib plus fulvestrant, with or without palbociclib, represents

a potential new standard of care for patients with HR+, HER2-negative, PIK3CA-WT
ABC whose disease progressed on or after treatment with a CDK4/6 inhibitor

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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HR+/HER2- mBC: Novel ET and Oral SERD 2L+ Trials

ESA ot
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nT
]
L)
T
7T ANT aberws
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Bl - Fue  Com™ Cowt¥ L Fan tw Fae i [ [ b .__'
Tl ECHE TR B NN e

1l Dt ey Poge (DA s T o - o Fooe (THA B T eyl + g Soge (D04 % e* glveed- of ol s e AN e A L FRICA wt
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A. Gennari ESMO 2025
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Prospectively Intervening in ESR1m: SERENA-6

PFS: Qol
TTD:
ER+ HER2- _, ESR1m in ctDNA, e/'
ABC no radiographic PD I Continue Al + CDK4/6i 9.2m | | 6.4m

N=3256 ctDNA q 2-3m (no crossover)
17% + rate (over half at first assay)

However, most patients on the control arm did not later receive camizestrant or any other SERD

SERDs are better in ESR1m tumors
(but is early change better than change at PD?)

Bidard FC et al, NEJM 2025
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gRENA-B

Primary endpoint: Investigator-assessed PFS

Camizestrant + | Al +
CDK4/6i (N=157) _ CDK4/6i (N=158)
66 A PFS events 71 100
5 o Median PFS (95% Cl); months ~ 16.0 (12.7-18.2) 9.2 (7.2-95)
50 Adjusted HR (95% CI): 0.44 (0.31—0.60); P<0.00001
07 Al+cDKasi
= 60 - Camizestrant + CDK4/6i
® 50 -
LE
o
40 ‘
30 33.4%
20 |
10
0 T T T T T T T 1

0 3 6 9 12 15 18 21 24 27 30 33
Time from randomization (months)

Number of patients at risk
Camizestrant + CDK4/6i 157 138 105 82 55 41 26 11 9 T 6 0
Al + CDK4/6i 158 124 73 55 25 17 7 3 1 0 0 0

P-value crossed the threshold for significance (P=0.0001). PFS was defined per RECIST v1.1. HR was estimated using the Cox proportional hazard model adjusted for stratification factors
Cl, confidence interval, HR, hazard ratio
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ASCENT-07: Schema

/ \ / End points \\
Locally advanced unresectable or Sacituzumab govitecan 10 mglkg IV Primary
metastatic HR+HER2- BC: Days 1and 8, every 21 days » PFSbyBICR
» No prior chemotherapy for locally n =456 Key Secondary

advanced or metastatic HR+/HER2-BC 0s
* Measurable disease per RECIST vi.1 . .
« Must have atleast 1 of e following: Treatment of physician’s choice + ORRbyBICR
iy on = 2 ehain Ren T - (capecitabine, paclitaxel, nab-paclitaxel)® . QoL
targeted therapy for mBC® n =234 Other Secondary
— Progression < 6 mo of starting 1LET + Treatment continued until disease progression® or unacceptable foxicity - PFS by INV
Sl : Stratification factors: » ORR by INV
— Recumence < 24 mo of starting aduvant _ : ;
ET + CDK4/6i and no longer a candidate » Duration of prior CDK4/6i# for mBC (none vs < 12 mo vs > 12 mo) * DOR byBICR and
« HER2 IHC (HER2 IHC 0 vs HER2 IHC-ow [IHC 1+ or HC 2+/ISH-])

for addifional ET for mBC i
\ / = Geographic region (US/CanadafUK/EU vs ROW) \. Safety /

Jhaveri et al SABCS 2025
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ASCENT-07: Prior therapies

Metastatic setting Adjuvant/neocadjuvant setting®9, n (%)
Median number of lines (range) 2 (0-8) 2 (0-4) ETe 295 (B5) 158 (68)
Lines of ET, n (%) ET with CDK4/6i 17 (4) 8(3)
hone 8(2) =h Chemotherapy 260 (57) 140 (60)
1line 122 (27) 63 (27)
! Taxane 211 (46) 115 (49)
2lines 263 (58) 139 (59)
= 3lines 63 (14) 31(13) Gl it s
Previous endocrine-based therapies?, n (%) Prior CDK4/6i use in metastatic setting, n (%)
ET with CDK4/6i 416 (91) 216 (92) None 32(7) 19(8)
ET with CDK4/6i < 6 months® 74 (16) 35 (15) <12 months 197 (43) 98 (42)
ET monctherapy 182 (40) 95 (41)
T wilh ot targoiid erspye 160 35) 74(32) > 12 months 297 (50) 117 (50)

Jhaveri et al SABCS 2025
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ASCENT-07: PFS by BICR

SG (n = 456) TPC (n = 234)

100 Median PFS, mo (95% C) 83(81-103) 83 (69-100)
% Straified HR (5% C) 085 (0.69-1 05)
i P-yvalue? 0130

6-month PFS rate, % (95% Cl)  71(66-79) 64 (57-71)
12-month PFS rate, % (96% Cl)  40(3549) 37 (2944

Probability of progression-free survival (%)
=
|

0 T T T T T T T T T T T 1
0 2 4 B B 10 12 14 16 18 20 2 p |
Time (months)

415(25) 3%(86) 265(126) 219(179) 168(216) 1B [242) 92(M/0) 49(FZ T(TE) AR 0%

204(16) 153(49) 119(74)  90(%0)  63(108)  52(118)  30(131) 14(135 5013 2013 0(13)

Jhaveri et al SABCS 2025
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ASCENT-07: Interim OS

SG(n = 456]‘TPC (n = 234) B

Probability of overall survival (%)
i

d.[} —

2] Median 0s,mo (8% C) NR(NANR) NR(197NR) 61% of participants in the TPC group

0  HR(5%CI) 072 (0.54-097) received an ADC following treatment

) discontinuation®
10 Nomina P-value® 0.029
0 I T T I T T T I I I T T T T 1
0 2 4 B 8 10 12 14 16 18 20 2 p ! 26 28 30
Mo. at risk (events) Time (months)

SG 455(0) 442(12) 436(17) 423(30) 402(48) 385(64) 3IW(79) 35 E5) 206(101) 112(109) 43(111) 10(112) 4(112) 2(112) 011
TPC 234(0) 22/(@) 225(7) 217(15) 205(26) 192(39) 181(50) 145(61) 95(65) 51(71) 19() 4@ 0(5H

Jhaveri et al SABCS 2025
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ASCENT-07: Response and clinical benefit rate

Variable SG (n = 456) ‘ IALEPEI]  Variable SG (n = 456) ‘ TPC (n=234)

Objective response rate?, % (95% CI) 37 (3242) 33(27-39)

Clinical benefit ratec, % (95% Cl) 65 (60-69) 53 (47-60)
Stratified odds ratio (35% Cl) 120 (0.86-1.69)
Best overall response, n (%)
Complete response 4(1) 0{0) Responders, n SG(n=168) TPC(n=T77)
Partial response 164 (36) 77(33)
Median (range) time to response?, mo £ e
Stable disease 202 (44) 112 (48) ) (1.2-14.6) (1.4-12.5)
Stable disease = 6 months 126 (28) 48(21)
Progressive disease 64 (14) 33(14) Median duration of response, mo 12.1 93
(95% CI) (8.5-138) (6.5-14.3)
Not evaluable® 22(5) 12(5)

Jhaveri et al SABCS 2025

Bottom line: Sacituzumab not superior to chemotherapy in chemotherapy-naive HR+ MBC
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Roadmap: HR+/HER2- MBC @d" \a(\G
1stline ET 2 |ine ET 39+ line ET |- - -+ 1stline chemo 2nd [ine chemo 31+ line chemo
Al + CDK4/6i || ESR1 mutant: Any ET not used HER2-(ultra)low: ADC not yet

Fulvestrant +

CDKA4/6i
(if <1yr since adj Al)

e Elacestrant

as 2" [ine T-DXd

Fulvestrant +
palbociclib +
inavolisib for
PIK3CA,, within
12mo adj ET

PIK3CA, AKT, or

PTEN mutant:

* Fulvestrant +
capivasertib

Neither ESR1 nor

PIK3CA/AKT/PTEN

mutant:

* Fulvestrant +
everolimus

e Fulvestrant +
CDKA4/6i switch

gBRCA, gPALB?2,
or sSBRCA mutant:
« PARPI

HER2-(ultra)low:
T-DXd

Sacituzumab
gowtecan

Dato-DXd

Closing thoughts about novel ET for HR+/HER2- disease:
« This roadmap will continue to change in 2026 and beyond!

utilized
Paclitaxel
Eribulin

Liposomal
doxorubicin
Gemcitabine
Vinorelbine

* Novel endocrine therapies are coming! Will have to balance efficacy

and toxicity of single agent vs. combination strategies

» Use of novel ET at molecular progression? (e.g., SERENA-6 strategy)
* Use of novel ET in early-stage BC? How will that impact MBC tx?
 ldentifying biomarkers of response and resistance are critical

* Important to evaluate optimal sequencing of these agents

Clinical trials
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Patient Case:

A 47-year-old premenopausal woman is diagnosed with a TImiNOMO Stage | IDC
of the right breast associated with a 4 cm area of DCIS

= ER0%

= PR0%

= HER2-negative (0 by IHC; FISH negative)

= She is treated with lumpectomy surgery and completes whole breast irradiation.

= No systemic chemotherapy is recommended.

= She tests negative for pathogenic variants in BRCA1 & BRCA2
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Patient Case:

= 2 vyears later, she is found to have suspicious right axillary
adenopathy on routine breast imaging.

= Core biopsy of the right axillary node reveals recurrent IDC ER
0%, PR 0%, and HER2 O (FISH negative)

» She undergoes PET/CT imaging for systemic staging which
reveals:

» Hypermetabolic right lower cervical, supraclavicular, internal
mammary, cardiophrenic, axillary, subpectoral and
mediastinal lymphadenopathy concerning for nodal
metastatic disease.

= Biopsy of a mediastinal node reveals recurrent TNBC
= PD-L1CPS=1
= NGS reveals a somatic BRCA2 pathogenic variant
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Case 1: Polling Question

As first-line therapy, what do you recommend?

Gemcitabine and carboplatin
Weekly paclitaxel
Sacituzumab govitecan

. Olaparib

mo o P

Datopotamab deruxtecan
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Breast cancer-specific survival after metastatic relapse
2000 - 2019

m Model-predicted breast cancer-specific survival after metastatic recurrence
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Caswell-Jin J, et al. JAMA 2024; 331(3):233-241.
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FDA approvals in the last decade

Advances in metastatic TNBC

2018: Olaparib & talazoparib improve progression-free survival in gBRCA1 /2
mutation-associated breast cancer

2020: Pembrolizumab improves progression-free & overall survival in PD-L1+
advanced TNBC

2020: Sacituzumab govitecan improves progression-free & overall survival in
pre-treated advanced TNBC

2022: Trastuzumab deruxtecan improves progression-free & overall survival
in pre-treated advanced HER2 low breast cancer, including TNBC
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NCCN Guidelines Version 1.2026

New recommended therapies

HR-Negative and HER2-Negative (Triple-Negative Breast Cancer; TNBC)

First line PD-L1 > 10 regardless of germline * Chemotherapy (albumin-bound paclitaxel, carboplatin/gemcitabine, or
BRCA1/2 PV status paclitaxel) + Pembrolizumab (category 1, preferred)
« Sacituzumab govitecan-hziy + Pembrolizumab (preferred)

PD-L1 < 10 and no germline BRCA1/2PV « Sacituzumab govitecan-hziy (category 1, preferred)
+ Datopotamab deruxtecan-dink (other recommended)
» Systemic chemotherapy

PD-L1 CPS < 10 and germline BRCA1/2 * PARPI (Olaparib or Talazoparib) (category 1, preferred)

PV » Platinum (Carboplatin or Cisplatin) (category 1, preferred)
Second line Germline BRCA1/2 PV PARPI (category 1, preferred)
Any Sacituzumab govitecan-hziy (category 1, preferred)

Systemic chemotherapy or targeted agents

No germline BRCA1/2 PV and HER2 Fam-trastuzumab deruxtecan-nxki (other recommended)
(ERBB2) IHC 1+ or 2+/ISH-negative
Third line and Biomarker positive (ie, MSI-H, NTRK1/2/3  Targeted agents and emerging biomarker options
beyond and RET gene fusions, TMB-H)
Any Systemic chemotherapy

NCCN Breast Cancer Guideline Version 1.2026, BINV Q (3) available at nccn.org
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PARP inhibitors in gBRCA1/2 mutant advanced breast cancer
Pivotal trials
OlympiAD 100+

gBRCA1/2, HER2-negative, Metastatic Breast Cancer
<2 previous chemotherapy regimens
HR+ disease had to progress on at least 1 prior endacrine therapy

RANDOMIZED 2:1

Median PFS: 7 months vs 4.2 months with standard
therapy; HR=0.58 (95% Cl, 0.43-0.80) P<0.001

FDA approved Jan 2018

Olaparib (N=205)

Progression-free Survival (%)
g
1

Standard therapy
20 (N=97)

Olaparib 300 mg BID
n=205

MD Choice Chemotherapy*
n=99

—_

T 1 1 i 1+ 1 T 1 1 I 1 1T 1 & T 1.1
01 2 3 4 5 6 7 8 9 101112 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

*Capecitabine, eribulin, or vinorelbine

Months since Randomizati
Objective Response Rate onths since Randomization

EMBRACA : gzm cc):\ﬁzﬁmapy Robson M, et al. NEJM, 2017
gBRCA1/2, HER2-negative, Locally Advanced or Metastatic breast cancer 100 Median PFS: 8.6 months vs 5.6 months with standard therapy
<3 previous chemotherapy regimens g 2% HicOs4 G, 04ra T Pty
No limit on number of prior endocrine therapies 301 \\ D ——
H 70 ' . g%;;z ;;I(a:zoparih
RANDOMIZED 2:1 @ 0 1 \‘\ ‘
'g 750 | _____,__,__,A_,_,,_,,__3‘;__,_ B,
& 40 | i
£ ] e FDA approved Dec 2018
E ; Lﬁ"\érq--- -
Talazoparib 1 mg daily MD Choice Chemotherapy** 2 i: : . —
n=287 n=144 = 0 | Stand)ra'merap.y‘ o
**Capecitabine, eribulin, vinorelbine, or o 3 & 9 zoB 1 u b z 30 336 3 2
gemcitabine Months Litton J, et al. NEJM, 2018
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Pembrolizumab added to 15t line chemotherapy in advanced TNBC
KEYNOTE-355

Key Eligibility Criteria

Pembrolizumab® + Chemotherapy®

Progressive
: : diseased/cessation
- Completion of treatment with
LRTRE GG i of study therapy

curative intent =6 months prior to
Placebo® + Chemotherapy®

= Adequate organ function

= No systemic steroids

= No active CNS metastases

« No active autoimmune disease

Stratification Factors:

« Chemotherapy on study (taxane vs gemcitabine/carboplatin)

» PD-L1 tumor expression (CPS 21 vs CPS <1)

- Prior treatment with same class chemotherapy in the
neocadjuvant or adjuvant setting (yes vs no)

= November 2020: Granted accelerated FDA approval for PD-L1+
metastatic TNBC with CPS > 10

= July 2021: Granted full FDA approval

Cortes J, et al. Lancet. 2020;396(10265):1817-1828.
Cortes J, et al. N Engl J Med. 2022 Jul 21;387(3):217-226.

Progression-Free Survival: PD-L1 CPS 210

1004

HR P-vall
65.0% 39.1% LU Events: % (o5% i) :nm‘-’:l;:ﬂ]
90 46.9% %
; 23.0% Pembro + Chemo 136220  61.8% 0685 0.0012°
0 807 [ Placebo + Chemo  7oi1es  7e7n LTS
§ 7o+ |
=
o 60 i
k] ! 9.7 months
g S e :' _______ [ 5.6 months
£ 4 ; '
2 304 | |
S 1 i
& 20 | :
' H
10 : 1
I '
O T i T ; T T T T T T T T
0 3 6 9 12 16 18 21 24 27 30 33 38

Time. months

Overall Survival: PD-L1 CPS 210

E HR Poval
100 an BVOS  oency  (one.siden
901 58.3% Pembro+Chemo 156220  70.5% 0.73 0,000
30 44.7% PlaceboChemo 84103 818% o0
2
& - 48.2%
% L 34.0%
T 60
H 50 \ 23.0 months
& N ™ 16.1 months
£ 40 'Lk\_
3
] il w
204
104
4] T T 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 42 45 48 51 54
No. at risk Time, months

220 214 193 171 154 139 127 116 105 91 84 78 73 59 43 31 17 2 0
103 98 91 77 66 55 46 39 35 30 25 22 2 17 12 8 6 2 0

“Prespecified £ value boundary of 0.0113 met.
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First antibody-drug conjugate in advanced TNBC
Sacituzumab govitecan

\IAS<ENT
ASCENT: A Phase 3 Confirmatory Study of
Sacituzumab Govitecan in Refractory/Relapsed mTNBC

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints

(per ASCO/CAP) 10 mg/kg IV Primary
days 1 & 8, every 21-day cycle Continue « PFSt

(n=267) treatment until secondary
progression — . PFS for the full

22 chemotherapies for
advanced disease

[no upper Iim_it; 1 of the required unacc‘;;table population®
prior regimens could be Treatment of Physician’s toxicity + 0S, ORR, DOR,
progression occurred within a Choice (TPC)* TTR, safety
12-month period after (n=262) Exploratory
completion of (neo)adjuvant * Biomarkers
therapy]
N=529 Stratification factors Data cutoff: March 11, 2020

*  Number of prior chemotherapies (2-3 vs >3)
Geographic region (North America vs Europe)
* Presence/absence of known brain metastases (yes/no)

NCT02574455

Bardia A, et al. NEJM 2021; 384:1529-41
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Phase lll ASCENT
Trial Comparing
Sacituzumab
Govitecan to

Chemotherapy in
Metastatic TNBC

April 2020: Granted accelerated
FDA approval

April 2021: Granted full FDA
approval

A Progression-free Survival among Patients without Brain Metastases

Median
No.of No.of Progression-
Patients Events free Survival

mo (95% Cl)
Sacituzumab Govitecan 235 166 5.6 (4.3-6.3)
Chemotherapy 233 150 1.7 (L.5-2.6)

Hazard ratio for disease progression

X or death, 0.41 (95% CI, 0.32-0.52)
k] P<0.001
2
E Sacituzumab govitecan
'g —— Chemotherapy
£
&
2
@
g
%
& ’
e T T T T 1
12 15 12 21 24
Months
No. at Risk
Sacituzumab govitecan 235 154 91 49 28 15 9 1
Chematherapy 233 39 14 5 1 1 0 o

B Overall Survival among Patients without Brain Metastases

Median
No.of No.of  Overall
Patients Events  Survival
mo (95% Cl)
Sacituzumab Govitecan 235 155 12.1 (10.7-14.0)
Chemotherapy 233 185 6.7 (5.8-7.7)

100+ Hazard ratio for death, 0.48
. (85% Cl, 0.38-0.59)
g w0 P<0.001
_§ Sacituzumab govitecan
g &0 —— Chemotherapy
5
2 4
£
3 20
0+ T T T T T T T T 1
0 3 6 9 12 15 18 21 24 7
Months
No. at Risk
Sacituzumab govitecan 235 214 190 153 107 70 37 13 o
Chemotherapy 233 173 117 74 45 30 1 3 1

C Change in Tumor Size among Patients without Brain Metastases
125+
1004

Sacituzumab Govitecan

Change from Baseline (%4)
i

Chemotherapy

Change from Baseline (%)

Patients

D Progression-free Survival in the Full Population

Median

No.of No.of Progression-

Patients Events free Survival

mo (95% ClI)

Sacituzumab Govitecan 267 190 4.8 (4.1-5.8)
Chemotherapy 262 171 1.7 (1.5-25)

- 100 Hazard ratio for disease progression
£ or death, 0.43 (95% Cl, 0.35-0.54)
3 w0 P<0.001
E Sacituzumab govitecan
E 60 — Chemotherapy
& 40
s
3
a 20
0 3 13 9 1n 15 18 21 24 7
Months
No. at Risk
Sacituzumab govitecan 267 145 82 38 23 14 3 1
Chemotherapy 262 41 13 & 2 1 0 [

Bardia A, et al. NEJM 2021; 384:1529-41
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#%% DESTINY-Breast04

DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd for
HER2-low mBC

An open-label, multicenter study (NCT03734029)

T-DXd
Patients? 5.4 mg/kg Q3W
« HER2-low (IHC 1+ vs IHC (n=373) Primary endpoint

2+/ISH-), unresectable, and/or + PFS by BICR (HR+)

mBC treated with 1-2 prior

lines of chemotherapy in the Key secondary endpoints®

metastatic setting TPC + PFS by BICR (all patients)
+ HR+ disease considered Gapuciabine. oribulle, - OS (HR+ and all patients)
g gemcitabine, paclitaxel,
endocrine refractory nab-paclitaxel®

(n = 184)

Stratification factors
Centrally assessed HER2 status? (IHC 1+ vs IHC 2+/ISH-)
1 versus 2 prior lines of chemotherapy
HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR-

Modi S, et al. N Engl J Med. 2022 Jul 7;387(1):9-20.
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¢ DESTINY-Breast04

PFS and OS in HR- (Exploratory Endpoints) Confirmed ORR

PFS oS

Hazard ratio: 0.46 L Hazard ratio: 0.48
95% Cl, 0.24-0.89 E 95% CI, 0.24-0.95

T-DXd o i T-DXd
mPFS: 8.5 mo mOS: 18.2 mo

y (%)

Survival

ion-Fi

Overall Survival Probability (%)

Progressive disease, %

mPFS: 2.9 mo

Not evaluable,

e L e e e e e e S A e — T B T — T Clinical benefit rate,® %
0 1 2 3 4 5 6 7 & 9 101 1213 4 15 1617 18 19 20 21 22 23 24 25 26 27 28 a1 2 3 4 5 86 7 8 0

Percentage
8 8 &
—t

3

o

Hormone receptor-negative

10 1112 13 14 15 18 17 18 19 20 21 22 23 24 26 26 27 28 e £
Months Months b
No. at Risk No. at Risk
TOXA(N=40) 40 39 33 20 28 25 2120 19 1813 13 11 11 10 8 T 5 5 4 4 4 & 3 1 0 T-OXa(n=40) 40 39 36 07 36 34 34 32 31 90 26 27 26 26 23 23 1914 13 9 9 8 7T 7T 6 6 § 4
TPC(n=18) 18 17 11 7 € 4 3 3 2 2 2 2 2 2 1 1 11 1+ 10 TPC{n=18) 18 17 16 14 14 14 3 11 10 8 8 8 7 8 6 5 5 5 § 3 3 2 2 2 0

FDA approved in August 2022 for advanced HER2
low breast cancer, including TNBC

50.0% B Complete Response
 —— Partial Response
47.5 16.7%
|56 ]
14
T-DXd (n = 40) TPC (n = 18)
125 333
7.5 5.6
62.5 27.8
86 4.9

Modi S, et al. N Engl J Med. 2022 Jul 7;387(1):9-20.
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2025 New Data Releases
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ASCENT-04/KEYNOTE-D19 Study Design

SG + pembro¢

Previously untreated, locally End points
advanced unresectable, or (SG 10 mg/kg IV, days 1 and 8 of 21-day All treatment :
metastatic TNBC2: cycles; pembro 200 mg, day 1 of 21-day includin SG' Primary
CYCI;_!;).I or chemc? was * FEG Dy BiCRs
» -L1-positi )= ; 3 e
PD-L1-positive gCPS =10 by continued until
the 22C3 assay®) e § BICR-verified Secondary
+ 26 months since treatment in Chemo™ + pembro disease + 0S
curative setting (prior anti-PD- (paclitaxel 90 mg/m? OR nab-paclitaxel progression or + ORR, DOR by
[L]1 use allowed) 100 mg/m? on days 1, 8, & 15 of 28-day cycles, unacceptable BICR®
(@]34 gemmtabme 1000 mgfm? * carboplatln toxicit
AUC 2 on days 1 & 8 of 21-day cycles; pembro > + Safety
N =443 200 mg on day 1 of 21-day cycles) + QoL

n =222

Stratification factors:

+  De novo mTNBCEt vs recurrent within 6 to 12 months from *Eligible patients who experienced BICR-

completion of treatment in curative setting vs recurrent verified disease progression were

> 12 months from completion of treatment in curative setting offered lo cross-over to
receive 2L SG monotherapy

+ US/Canada/Western Europe vs the rest of the world

+  Prior exposure to anti-PD-(L)1 (yes vs no)

ClinicalTriais_gov identifier: NCT05382286.

=TNBC status determined according to standard American Society of Clinical Oncology-Coliege of Amenican Pathologists criteria. ®Dako, Agilent Technologies. “Up to 35% de novo mTNBC. Pembro was administered for 2 maximum of 35 cycles. *Per RECIST v1.1

AUC. area under the curve: BICR. blinded independent central review: chemo. chemotherapy. CPS. combined positive score; DOR, duration of response; IV, intravenously, ORR. objective response rate: OS, overall survival; PD-L1, programmed cell death ligand 1: pembro,
pembrolizumab; PFS, progression-free survival; QoL quality of life; R, randomized; RECIST v1.1; Response Evaluation Criteria in Solid Tumors, version 1.1; 8G, sacituzumab govitecan: TNBC, tripie-negative breast cancer. TTR, time-to-response
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Demographics and Baseline Characteristics

ITT Population ITT Population

Female sex, n (%) 221 (100) 222 (100) PD-L1CPS 210,9n (%) 221 (100) 222 (100)
Median age, (range) yr 54 (23-88) 55 (27-82) Metastatic sites, n (%)
2 65 yr, n (%) 58 (26) 57 (26) Lymph node 159 (72) 154 (69)
Race or ethnic group,® n (%) Lung 111 (50) 95 (43)
White 139 (63) 118 (53) Bone 61 (28) 45 (20)
gf‘;‘c; 41:;((169)) 513; ((25?) Liver 55 (25) 57 (26)
: ! Brain 8 (4) 6 (3)
Geootgh::‘;ﬁ::s;zzf:d n (%) — — Ol -1, 71(32)
US/Canada/Western Europe 85 (38) 85 (38) Chemo selected prior to randomization,' n (%)
Rest of the worldb 136 (62) 137 (62) Tiane _ o) il o
ECOG PS at baseline,® n (%) Gemcitabine/carboplatin 105 (48) 108 (49)
0 156 (71) 154 (69) Prior anti-PD-(L)1 therapy.® n (%) 9 (4) 11 (5)
1 65 (29) 67 (30)
Curative treatment-free interval, n (%)
De novo 75 (34) 75 (34)
Recurrent within 6-12 mo 40 (18) 40 (18)
Recurrent > 12 mo 106 (48) 107 (48)

Data cutoff date: March 3, 2025

2As reporied by the patients; “other” includes American Indian or Alaska Native. other, and not permitted *Rest of the world includes Argentina Australia. Brazil, Chile. Czech Republic, Hong Kong. Hungary. Israel, Japan, Malaysia, Mexico. Poland, Singapore. South Africa. South
Korea, Taiwan, and Turkey. “One patient in the chemo + pembro group had an ECOG PS 2 2 “PD-L1 status assessed using the PD-L1 IHC 22C3 assay (Dako. Agilent Technologies) at the time of enroliment. *Other melastatic sites includes pleura, pleura effusion, skin, soft
tissue, chest wall, and muscle "Actual chemo received was consistent with what was selected prior to randomization; however, two pafients were randomized but did not receive freatment #While 20 patients were included in the siratified subgroup of prior exposure to anti-PD-
(L)1 therapy (yes) per the IRT system, only 6 patients received prior treatment with anti-PD-(L)1 agents per the clinical database

Chemo, chemotherapy; CPS. combined positive score; ECOG PS, Eastern Cooperative Oncology Group performance status: IHC. immunohistochemistry. IRT, interactive response technology. ITT. intent-to-treat. PARPI, poly ADP-ribose polymerase inhibitor. PD-L1.
programmed cefl death ligand 1: pembro, pembrofizumab; SG, sacitiuzumab govitecan
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Progression-Free Survival by BICR

100 + SG+Pembro Chemo +Pembro
(n=221) (n=222)
904 6 mo Number of PFS events 109 140
- ; Median PFS, mo (95% CI) 11.2(9.3-16.7) 7.8(7.3-9.3)
i Stratified HR (95% Cl) 0.65 (0.51-0.84)
70 P-value® <0.001
; 12 mo 6-month PFS rate, % (95% CI) 72 (65-77) 63 (56-69)
60 ) 12-month PFS rate, % (95% CI) 48 (41-56) 33 (26-40)
50

. —"\\_\ 3.4 month absolute
o ‘_‘—-“r——__..,_l_‘ improvement in mPFS

Progression-Free Survival Probability (%)

20
104
D T T ; T T I T T T T T 1 T
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time (months)

No. of Patients Still at Risk (Events)
SG + Pembro 221 (0) 202 (11) 174 (33) 142 (53) 105 (75) 78 (89) 58 (96) 42 (98) 34 (99) 22 (103) 11 (106) 6(109) 2 (109) 0(109)
Cheme + Pembro 222 (0) 191 (21) 159 (48) 123 (76) 88 (102) 59 (120) 40(128) 29 (134) 21 (135) 13 (137) 7 (138) 4(138) 1(139) 0(140)

SG + pembro demonstrated statistically significant and clinically meaningful improvement in PFS vs

chemo + pembro by BICR analysis, with a 35% reduction in risk of disease progression or death

Data cutoff date: March 3, 2025
*Two-sided P-value from stratified log-rank test
BICR, biinded independent central review; chemo, chemotherapy; HR, hazard ratio; PFS, progression-free survival pembro, pembrolizumab; SG, sacituzumab govitecan
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Descriptive Overall Survival at Primary Analysis

100
90 H
F 804
®
2 704
3
3
9 60+
B
& 50+ ) .
- Only 43% of patients in
7 SG + Pemb Chemo + Pemb .
E n=22) a2 control arm received SG
'é Number of OS events 53 61 ) )
& 204 ) 81% of patients who received any subsequent treatment
Median OS, mo (95% Cl) NR (25.6-NR) NR (NR-NR) : . : . =
104 after discontinuation of chemo + pembro received SG
HR (85% Cl) 0.89 (0.62-1.29)
0 T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. of Patients Still at Risk (Events) Time (months)
SG + Pembro 221(0)  216(5)  211(¢10) 206 (15) 190 (23) 162(28) 138(37) 111(41) 88 (46) 55(47) 36 (50) 21 (51) 14 (52) 5 (53) 1(53) 0(53)
Chemo + Pembro 222 (0) 218 (2) 215 (5) 210 (10) 193 (16) 166(29) 142(34) 111 (45) 87 (53) 56 (58) 38 (60) 19 (81) 11(81) 8 (81) 0(81)

OS data were immature (maturity rate, 26%), however,

a positive trend in improvement was observed for SG + pembro vs chemo + pembro

Data cutoff date: March 3, 2025. Median follow-up was 14 .0 months (range. 0.1-28 6).

=0f the 96 patients who received SG monotherapy as subsequent anticancer therapy, 77 received it as part of the protocol-specified crossover after meeting all crossover eligibility criteria, including BICR-verification of disease progression; the remaining 19 patients received
subsequent SG monotherapy as commercial supply.

2L. second line; chemo, chemotherapy: HR, hazard ratio; pembro, pembrolizumab; NR, not reached: OS, overall suivival: SG. sacituzumab govitecan
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Tumor Responses and Duration of Response by BICR

100 - SG +Pembro  Chemo +Pembro

Chemo + (n=132) (n=118)
Variable Pembro 90 Median DOR, mo 16.5 9.2
Loy g 6 (95% Cl) 127195 76113
Objective response rate? 60 53 § -
(95% CI), % (52.9-66.3) (46.4-59.9) =
Stratified odds ratio (95% Cl) 1.3 (0.9-1.9) %’ o
Best overall response, n (%) E jz I ‘1_‘_|]
Complete response 28 (13) 18 (8) é - T i
Partial response 104 (47) 100 (45) g -
Stable disease 70 (32) 70 (32) £ |
Stable disease =z 6 months 23 (10) 29 (13) 12 : | : : | : : : : : : ;
Progressive disease 9 (4) 26 (12) 0 2 4 6 8 10 12 14 16 18 20 22 24
Not evaluable 10 (5) 8 (4) No. of Patients Still at Risk (Events)

SG+Pembro  132(0) 131 (0) 108 (14) 84 (21) 64 (33) 48 (39) 34 (40) 26 (42) 18 (44) 9(47) 6(49) 2(49) 0(49)

b .
i tofte sponse, inedian 1.9(1.0-8.3) 1.9(1.1-11.4) Chemo + Pembro 118 (0) 117 (0) 95 (17) 64 (37) 48 (44) 32 (52) 20 (60) 15 (60) 10(60) &(61) 3(61) 2(62) 0(63)

(range), months

A substantially longer duration of response and a higher overall response rate (including an increased

complete response rate) was observed for SG + pembro vs chemo + pembro

Data cutoff date: March 3, 2025
=0Objective response rate is defined as the proportion of patients who achieved a best overall response of complete response/partial response; ®Time to response {months) = (date of first documented complete or partial response - date of randomization + 1)/30.4375
BICR, blinded independent central review; DOR, duration of response; mo, monihs; pembro, pembrolizumab; SG, sacituzumab govitecan.
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TROPION-Breast02: Study Design
Randomised, phase 3, open-label, global study (NCT05374512)

K:ylmclu.snor.l crltgrla. | Dato-DXd T —
. .atlents wﬂh .hlstglogically or pytologtpglly Dual Grimary:
documented locally recurrent inoperable or . &
metastatic TNBC* 11 « OS
= No prior chemotherapy or targeted systemic » PFS by BICR per RECIST v1.1
therapy in the locally recurrent inoperable or Investigator’s choice of Secondary included:
L s i : chemotherapy (ICC)* * PFS (investigator-assessed)
* Immunotherapy not an option’ Paclitaxel, nab-paclitaxel, capecitabine, «ORR. DoR
*ECOGPSOor1 eribulin mesylate/eribulin, carboplatin '
» No minimum DFI: (n=321) - Safety

Randomisation stratified by:

« Geographic region (US/Canada/Europe vs other geographic regions)

« PD-L1 status (high [CPS 210] vs low [CPS <10))8

« DFI history (de novo vs prier DFI 0~12 months vs prior DFI >12 months)T

« Treatment continued until investigator-assessed RECIST v1.1 progressive disease,
unacceptable toxicity, or another discontinuation criterion was met

« Following progression or discontinuation of study treatment, patients could receive subsequent
therapies, including approved ADCs or chemotherapy, at the investigator's discretion!

*According to ASCOICAP criteria. fincluding patients with PD-L1-low tumours, or patients with PD-L1-high tumours with (a) disease relapse after prior PD-(L)1 inhibitor therapy for early-stage breast cancer, (b) comorbidities precluding PD-{L)1 inhibitor therapy, or (c) no regulatory access to
PD-(L)1 inhibitor therapy. *DFI 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 tumours whe would otherwise be eligible for pembrolizumab if regulatory

access was available was capped at ~10% of patients. IR of patients with DFI 0~12 months was capped at ~20% of randomised patients. *If no prior taxane, or prior taxane in the (neo)adjuvant setting and DFI >12 months: paclitaxel 80 mg/m2 1V, D1, 8, 15, Q3W, or

nab-paclitaxel 100 mg/m? IV, D1, 8, 15, Q4W; if prior taxane and DFI 0~12 months: capecitabine 1000 or 1250 mg/m? orally twice daily, D1-14, Q3W (dose determined by standard institutional practice), or eribulin mesylate 1.4 mg/m? / eribulin 1.23 mg/m? IV, Day 1, 8, Q3W, or carboplatin

AUCS IV, D1, Q3W. lin the Dato-DXd vs ICC am, 65% vs 72% of patients received any sub therapy in any line; 14% vs 30% received a subsequent ADC (sac b govitecan, sac b tirumotecan, trastuzumab deruxtecan)
ADC, antibody-drug conjugate; BICR, blinded independent central review; CPS, combined positive score;

Rebecca A. Dent D, day; DFI, disease-free interval; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology CE congress
Group performance status; IV, intravenously, ORR, objective response rate; PD-(L)1, programmed cell m

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. death (ligand) 1; PFS, progression-free survival; QXW, every X weeks
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Demographics and Baseline Characteristics

Dato-DXd ICC

Dato-DXd ICC
(n=323) = (n=321)

(n=323) = (n=321)
Median age (range), years 56 (27-85) 57 (23-83)

o e iacn mra oo PD-L1status,Tn (%) t?)?.’fﬁii??&
Femaie, n (%) 323 (100) 319 (99) mign (Lro 210)
Black or African American 13 (4) 14 (4) '
: Visceral 253 (78) 233 (73)
A 151 (47 131 (41
Race, n (%) V\f’rﬁg 131 §41; 153 %48; Metastases, n (%) Liver 93 (29) 98 (31)
Other* 28 (g) 23 (7) Brain$ 36 (11) 28 (9)
Geographic US, Canada, Europe 120 (37) 120 (37) Number ol motastafic . <3 207 (64) 215 (67)
region, n (%) Other geographic regions 203 (63) 201 (63) sites, n (%) >3 16(36) 106 (33)
ECOG PS, 0 195 (60) 182 (57)
n (%) 1 128 (40) 139 (43) Nab-paclitaxel 180 (56) 172 (54)
: Paclitaxel 82 (25 92 (29
De novo 109 (34) 110 (34) Pre-selected choice Eﬁgaﬁ?:iwesylate feribulin 43 E13; 35 Eﬂ))
DFI history, Prior DFI 0~12 months? 67 (21) 66 (21) of chemotherapy, n (%) Barboulalir 1) 14 (4)
n (%) Prior DFI 0-6 months 47(15)  51(16) o pt i 3 (2 a0
Prior DFI >12 months? 147 (46) 145 (45) Apeaiiabine (2) )

*Including not reported. TBased on central laboratory testing, using Agilent PD-L1 IHC 22C3 pharmDx Assay (Agilent Technologies, Santa Clara, CA); PD-L1 status missing/not applicable
in 2 patients in the Dato-DXd arm and 1 patient in the ICC arm. *Prior (neo)adjuvant cancer therapy was received by 66% of patients, including nitrogen mustards (57%), taxanes (57%),
anthracyclines (56%), pyrimidine analogues (27%), platinum compounds (16%), and PD-(L)1 inhibitors (5%). SPatients with asymptomatic, stable brain metastases were permitted in the study.

Rebecca A. Dent mcungress
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Progression-Free Survival by BICR

1.0 @ Dato-DXd ICC
0.9+ ! PFS events, n (%) 199 (62) 209 (65)
08+ e s HR (95% Cl 0.57 (0.47-0.69
0'7 | §45'6:/° 18-mo rate: st il el
E E E 25.6% 32.7% P-value <0.0001
s 064 i 16.8%
£ 05 F Median PFS (95% CI)
3 04+ 10.8 mo (8.6-13.0) A5.3 mo*
T 03 5.6 mo (5.0-7.0) '
0.2 1
0.1
0 1 1 1 I 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk Time from randomisation (months)
Data-DXd 323 265 191 150 116 84 56 41 24 20 10 5 1 0
ICC 321 191 107 64 46 29 19 16 8 6 1 0 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%

*Numbers are rounded. To two decimal points: median PFS 10.84 (95% Cl 8.57-12.98)
with Dato-DXd, 5.55 (95% CI 4.96-6.97) with ICC; A 5.29 months.
Cl, confidence interval; HR, hazard ratio; mo, months.

Rebecca A. Dent
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PFS by BICR Subgroup Analysis

Events/patients, n

All patients

Age at randomisation
Race
Geographic region

ECOG PS

DFI history

PD-L1 status
Brain metastases*

Liver metastases

“Patients with asymptomatic, stable brain metastases were permitted in the study.

Rebecca A. Dent

<65 years

265 vears

Asian

Non-Asian

US, Canada, Europe
Other geographic regions
0

1

De novo

Prior DFI 0-12 months
Prior DFI >12 months
High (CPS 210)

Low (CPS <10)

Yes

No

Yes

No

Hazard ratio (95% CI)
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Dato-DXd ICC
199/323 209/321 —P—
153/245 153/239 ——
46/78 56/82
91/151 90/131 ————
94/151 114/173 —
79/120 70120 ——
120/203 139/201 —
107/195 115/182 —————
92/128 94/139 —_——
63/109 771110 —_———
44167 49/66
92/147 83/145 —
22/34 18/29
176/287 191/291 ——
26/36 19/28
1731287 1901293 ——
70/93 72/98 — -
129/230 137/223 ———
0.125 0.25 0.50 1.00 2.00

Favours Dato-DXd €— ——> Favours ICC

0.57 (0.47-0.69)
0.58 (0.46-0.73)
0.50 (0.34-0.74)
0.47 (0.35-0.64)
0.60 (0.45-0.79)
0.69 (0.50-0.95)
0.50 (0.39-0.64)
0.51 (0.39-0.67)
0.63 (0.47-0.84)
0.46 (0.32-0.64)
0.62 (0.41-0.94)
0.65 (0.48-0.87)
0.77 (0.41-1.45)
0.53 (0.43-0.65)
0.39 (0.21-0.74)
0.56 (0.46-0.70)
0.57 (0.40-0.80)
0.55 (0.43-0.70)
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Response by BICR
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Dato-DXd ICC
(n=323) (n=321)

Dato-DXd

(n=323)

202 (62.5)

Confirmed objective response, n (%)

IcC
(n=321)

94 (29.3)

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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Odds ratio (95% Cl) 4.24 (3.03-5.95)

Best confirmed objective response, n (%)

Complete response 29 (9.0) 8 (2.5)

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 (1.5)
EEMD™
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Overall Survival

1.0 12-mo rate: Dato-DXd ICC
0.9 75.2% _ OS events, n (%) 168 (52) 181 (56)
0.8 67.8% | LT T HR (95% CI) 0.79 (0.64-0.98)
g 071 51.3% P.value 0.0291
£ 05 2 Median OS (95% Cl)
2 (4- 23.7 mo (19.8-25.6)
S A5
= 18.7 mo (16.0-21. 8):| Am
0.2
0.1
O 1 1 1 1 1) 1 1 1 1 ] 1

0 3 6 9 12 15 18 21 24 27

Number at risk Time from randomisation (months)
Data-DXd 323 N 291 272 235 201 157 122 86 64
ICC 321 290 268 231 199 158 122 93 70 48

27 12 B

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
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Most Common Treatment-Related AEs (215% of Patients)

Dato-DXd (n=319) ICC (n=309)
Troatupntirelated AEs. (%) Any Grade Grade 23 Any Grade Grade 23
Dry eye* 76 (24) 4 (1) 9(3) 0
Stomatitis 182 (57) 27 (8) 27 (9) 0
Nausea 142 (45) 2 (<1) 53 (17) 2 (<1) |
Constipation 72 (23) 1(<1) 31(10) 0
Vomiting 65 (20) 4(1) 23(7) 1(<1)
Decreased appetite 49 (15) 1(<1) 20 (6) 1(<1)
Neutropenia® 39 (12) 10 (3) 90 (29) 40 (13)
Anaemia? 48 (15) 6(2) 64 (21) 10 (3)
Leukopenia$ 27 (8) 3 (<1) 55 (18) 13 (4)
Peripheral neuropathy" 14 (4) 0 75 (24) 5(2)
Alopecia 130 (41) 0 96 (31) 1 (<)l
Fatigue* 101 (32) 8(3) 86 (28) 9(3)

*In the Dato-DXd arm only, ophthalmologic assessments were required every 3 cycles while on therapy; this was not required in the ICC arm. For all patients in both amms, ophthalmologic assessments were required at baseline, as clinically indicated, and at end of therapy.

1Grouped term comprising preferred terms of neutropenia and neutrophil count decreased. *Grouped term comprising preferred terms of haemoglobin decreased, red blood cell count decreased, anaemia, and haematocrit decreased. $Grouped term comprising preferred terms of white
blood cell count decreased and leukopenia. TGrouped term comprising preferred terms of neuropathy peripheral, peripheral motor P pathy, , and sensory neuropathy. *Grouped term comprising preferred terms of fatigue, asthenia, and malaise
IPer Common Terminology Criteria for Adverse Events version 5.0, the maximum grade for alopecia is grade 2

Rebecca A. Dent mcﬂngrass
2025

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

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




2025

Primary Results From ASCENT-03: A Randomized Phase 3
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ASCENT-03: Study Design

ﬁtients with previously untreated, |oca|h Treatment was continued until BICR-verified progression or unacceptable toxicity
advanced inoperable or metastatic TNBC=: Sacituzumab govitecan End points
«Not candidates for PD-(L)1 inhibitors: 10 mgfkg IV Primary
. (days 1 and 8 of 21-day cycles) g
— PD-L1 negative® tumors (CPS < 10) n =279 * PFSbyBICR
— PD-L1 positive? tumors (CPS = 10) and
previously treated with a PD-(L)1 inhibitor Secondary
in curative setting . 0S
— Ineligible for a PD-(L)1 inhibitor due to a Chemotherapy . ORR DOR
comorbidity Paclitaxel 90 mg/m2 OR nab-Paclitaxel 100 mg/m? TR i) BIde
«> 6 months since treatment n curative (days 1, 8, and 15 of 28-day cycles) OR y
setting Gemcitabine 1000 mg/m?+ Carboplatin AUC2 « Safety
(days 1 and 8 of 21-day cycles) . QOL
«Previously treated, stable CNS metastases/ n=279 \ /
\vere allowed

Eligible patients were offered crossover to 2L SG provided
Stratification factors: through the study following BICR-verified disease progression
« United States/Canada/Western Europe vs rest of the world
« De novo mTNBCe vs recurrent within 6 to 12 months of treatment vs recurrent after > 12 months from treatment in curative setting

ClinicalTrials.gov identifier: NCT05382299. aTNBC status was centrally confirmed and determined according to standard American Society of Clinical Oncology-College of American Pathologists criteria. "PD-L1 CPS was centrally confirmed and defined using
the PD-L1 IHC 22C3 assay (Dako, Agilent Technologies). “Up to 35% de novo mTNBC. 9Per Response Evaluation Criteria in Solid Tumers version 1.1. 2L, second line; AUC, area under the curve; BICR, blinded independent central review; CNS, central
nervous system; CPS, combined positive score; DOR, duration of response; IV, intravenous; mTNBC, metastatic triple-negative breast cancer; ORR, objective response rate; 08, overall survival, PD-1, programmed cell death protein-1; PD-L1, programmed cell
death ligand 1; PD-(L)1, PD-1 or PD-L1; PFS, progression-free survival; QOL, quality of life; R, randomization; SG, sacituzumab govitecan; TNBC, triple-negative breast cancer; TTR, time to response.

Javier Cortés, MD
; - ; i ;o s ; congress
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Demographics and Baseline Characteristics
SG Chemo SG Chemo
ITT Population (n=279) (n=279) ITT Population (n=279) (n=279)
Female sex, n (%) 278 (> 99) 277 (99) PD-L1 status,® n (%)
Median age, (range) yr 56 (28-84) 54 (23-86) Negative 277 (99) 278 (> 99)
265 yr, n (%) 65 (23) 78 (28) ——— L) L)
Race or ethnic group,? n (%) —
White 178 (64) 178 (64) Metastatic sites, n (%)
Asian 66 (24) 65 (23) Lung 166 (59) 170 (61)
Black 10 (4) 7(3) Liver 81(29) 72 (26)
Other/not specified 25(9) 29 (10) Brain 15 (5) 14 (5)
Geographic region, n (%) Chemo selected prior to randomization,? n (%)
United States/Canada/Western Europe 89 (32) 89 (32)
Rest of the world® 190 (68) 190 (68) Tasire ) S5
ECOG PS, n (%) Gemcitabine/carboplatin 125 (45) 124 (44)
0 183 (66) 187 (67) Prior (neo)adjuvant therapies, n (%) 185 (66) 191 (68)
1 % (34) 92 (33) Taxanes 162 (58) 162 (58)
Curative treatment-free interval, n (%) Capecitabine 50 (18) 57 (20)
De novo 87 (31) 88 (32)
Recurrent within 6-12 mo 58 (21) 57 (20) PIAB agarts IHL1E) (15
Recurrent > 12 mo 134 (48) 134 (48) PD-(L)1 inhibitors 13 (5) 114)

Data cutoff date: April 2, 2025. *As reported by the patients; other/not specified includes American Indian or Alaska Native, other races, and not provided/collection not permitted. ®Rest of the world includes Argentina, Australia, Brazil, Chile, China, Czech Republic, Hong Kong, Hungary, Israel, Japan,
Malaysia, Mexico, Poland, Republic of Korea, Romania, Slovakia, South Africa, Taiwan, and Turkey. “PD-L1 status assessed using the PD-L1 IHC 22C3 assay (Dako, Agilent Technologies) at time of enrollment; tumors with a caombined positive score 2 10 were considered PD-L1 positive and tumors
with a combined positive score < 10 were considered PD-L1 negative. One patient in the SG group had PD-L1 CPS missing. “Actual chemo received was consistent with what was selected prior to randemization; however, 3 patients were randomized but did not receive treatment
Chemo, chemotherapy, ECOG PS, Eastern Cooperative Oncology Group performance status; ITT, intent to treat; PD-1, programmed cell death protein-1;, PD-L1, programmed cell death ligand 1; PD-(L)1, PD-1 or PD-L1; SG, sacituzumab govitecan
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Progression-Free Survival by BICR

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

= W Median PFS (95% CI), months 97 (8.1-11.1) 69(5682)

s 901 Stratified HR (95% CI) 0.62 (0.50-0.77)

s 80 - P-value? <.0001

@D

o 70 < 6-month PFS rate (95% Cl), % 65 (59-71) 53 (47-59)

LE 60 12-month PFS rate (35% CI), % 41 (34-47) 24 (19-30)

o

n 50 - :

s i

3’ 40 - 1

a 1

% 30 :

>

£ 20+ :

B3 : o

8 101 | L—>

o I

- 0 T T i ! I ! '

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

No. at Risk (Events) Time (months)
SG 279 (0) 238 (22) 199 (53) 153 (88)  128(108) 84 (131) 60 (138) 38 (146) 23 (153) 20 (154) 10 (159) 7 (158) 2 (160) 2 (160) 2(160) 0 (161)
Chemo 279 (0) 226 (37) 186 (65)  126(118) 100 (135) 44 (1720  35(178) 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: April 2, 2025. aTwo-sided P-value from stratified log-rank test.
BICR, blinded independent central review; chemo, chemotherapy; HR, hazard ratio; PFS, progression-free survival; $G, sacituzumab govitecan.
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Subgroup Analysis of Progression-free Survival by BICR

S

Chemo

Median PFS, mo Median PFS, mo Unstratified HR
(95% CI) n (95% Cl) Unstratified HR (95% Cl) (95% Cl)

ITT population 279 9.7 (8.1-11.1) 279 6.9 (5.6-8.2) —— ] 0.66 (0.53-0.82)
Age group !

< 85 years 214 956 (7.6-10.3) 201 5.7 (4.4-1.0) —e— ! 0.58 (0.45-0.74)

> 65 years 65 11.1(7.3-13.9) 78 9.0 (8.3-10.0) b - i 0.91(0.58-1.44)
ECOGPS :

0 183 11.2(9.7-13.5) 187 7.3 (6.0-8.3) —e— ] 0.61(0.47-0.80)

1 96 7.1(5.4-85) 92 5.5(4.2-7.2) I — 0.74 (0.52-1.05)
Geographic region :

United States/Canada/Western Europe 89 99(7.8-13.9) 89 7.1(5.4-8.3) L ® 1 : 0.54 (0.36-0.79)

Rest of the world 190 96 (7.2-11.1) 190 6.9 (5.5-8.3) —— | 0.72 (0.55-0.92)
Disease Status !

De novo 87 8.3 (5.6-12.4) 88 5.5 (4.2-7.3) . < ] 0.65 (0.45-0.94)

Recurrent 6-12 mo 58 8.3 (65.6-9.9) 57 5.6 (4.2-6.7) i @ i ! 0.46 (0.29-0.72)

Recurrent > 12 mo 134 11.1(8.4-13.5) 134 8.4 (7.2-9.8) ——A 0.72 (0.52-1.00)
PD-L1 status i

CPS <1 102 8.5 (7.2-12.5) 98 8.3 (5.4-9.6) k B — 0.74 (0.51-1.06)

1<CPS<10 175 9.8 (7.6-11.3) 180 6.9 (5.5-8.1) —e— H 0.64 (0.49-0.83)
Chemo selected prior to randomization ;

Taxane 154 1.1 (8.1-12.7) 155 5.7 (4.3-8.1) —— ! 0.51(0.38-0.68)

Gemcitabine/carboplatin 125 8.5 (6.9-9.9) 124 8.1(5.7-8.3) | s e— 0.89 (0.64-1.22)

2

A
y

0.25 0.5

SG 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; chemo, chemotherapy; CPS, combined positive score; ECOG PS, Eastern Cooperative Oncology Group performance status, HR, hazard ratio; ITT, intent-to-treat, PD-L1, programmed
cell death ligand 1; PFS, progression-free survival; SG, sacituzumab govitecan
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Tumor Response

Variable n 3(2579) (gte;;g)

Objective response rate by BICR? 48 46

(95% Cl), % (42-54) (40-52)
Stratified odds ratio (95% Cl) 1.1(0.8-1.6)

Best overall response by BICR, n (%)
Complete response 20 (7) 15 (5)
Partial response 115 (41) 112 (40)
Stable disease 113 (41) 101 (36)

Stable disease = 6 months 37 (13) 32 (1)

Progressive disease 14 (5) 36 (13)
Not evaluable 17 (6) 15 (5)

(Tr':l“eg:; Saps LY BICR e 16 (0.7-16.7) 16(0.9-68)

Duration of Response $6

Probability of Remaining in Response (%)
w
o
'l

(n=135)
Median DOR by BICR, months 12.2
9.7-138

(95% Cl)

Chemo
(n=127)

5784

No. at Risk (Events)
SG 135 (0)
Chemo 127 (0)

2 4 6 8 10 12 14 16 18
Time (months)

128(0) 113(12) 86(27) 66(37) 36(46) 28(49) 18(57) 15(58) 9(60)
125(0) 94(21) 59(48) 3B(60) 22(67) 13(69) 6(73) 2(74) 0(75)

Objective response rates were similar in both treatment groups;

3(62) 3(62) 0(62)

however, duration of response was substantially longer with SG vs chemo

Data cutoff date: April 2, 2025. Objective response rate is defined as the proportion of patients who achieved a best overall response of complete response/partial response. *Time to response (months) = (date of first documented confirmed complete or

partial response - date of randomization + 1)/30.4375
Chemo, chemotherapy; BICR, blinded independent central review; DOR, duration of response; SG, sacituzumab govitecan.
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Descriptive Overall Survival and PFS2

/

* Overall survival not yet mature?

after chemo, 147 (82%) received SG

LY

« Study continues to first formal OS analysis
« Of 179 patients who initiated subsequent treatment

J

SG Chemo

Overall survival (n=279) (n=279)
Number of events, % 103 (37) 103 (37)
Median (95% Cl) , months 21.5(17.7-NR) | 20.2 (18.2-NR)

Stratified HR (95% Cl) 0.98 (0.75-1.30)
0S rate (95% Cl), %

12-month 75 (70-80) 73 (67-78)

24-month 46 (36-56) 42 (29-54)

Progression-Free Survival 2°

Event-Free Probability (%)

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

Median PFS2° (95% CI), months  182(159NR)  14.0 (12.5-17.4)

Stratified HR (85% Cl) 0.70 (0.55-0.90)

0 2 4 6 8

No. at Risk (Events)

10

12 14 16
Time (months)

SG279(0) 270(8) 259(18) 238(37) 221(51) 189(65) 156(78) 107(93) 79 (104)
Chemo 279(0) 271(6) 257(18) 237(36) 212(50) 178(79) 133(106) 86(126) 67 (127)

18 20 22 24 26 28 30

54(108) 33(11) 20(113) 13(114) 4(114) 3(114) 0(114)
34(136) 19(140) 10(142) 2(143) 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: April 2, 2025. ®At the time of this analysis, OS data maturity was 37%. "PFS2 is defined as the time from date of randomization to the first documented progression on next-line therapy based on investigator assessment of progressive disease
or death due to any cause, whichever occurs first. “By investigator assessment.

2L, second line; chemo, chemotherapy; HR, hazard ratio; NR, not reached; OS, overall survival; PFS2, progression-free survival 2; SG, sacituzumab govitecan.
Javier Cortés, MD
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Exposure and Safety Summary

. chemo SG Chemo
Safety population (n = 276) TEAES, n (%) (n=275) (n =276)
Any TEAE 273 (99) 269 (97)
e . - Gemcitabine/ Grade = 3 TEAEs 181 (66) 171 (62)
freatment component Treatment related 167 (61) | 147 (53)
Treatment-emergent SAE 71(26) 67 (24)
) Treatment-related 46 (17) 37 (13)
All treated patients, n 275 154 122 TEAEs leading to treatment discontinuation 10 (4) 33(12)
TEAEs leading to dose interruption 181 (66) 171 (62)
Median duration of 8.3 6.3 5.8 IE:E: :::g::g :g :::tehreductlon 1071 (23)7) 112?52‘;’)
treatment, months (range) | (<0.1-28.7) | (<0.1-24.2) | (<0.1-23.1) Treatment-related 5(2) 1(<1)

All treatment-related deaths with SG were due to infections; 5 infections were secondary to neutropenia. None of the 5 patients, who had risk factors
for febrile neutropenia, received prophylaxis with G-CSF

Rates of grade = 3 TEAEs and treatment-emergent SAEs were similar for both groups.

TEAEs leading to dose reduction or treatment discontinuation were lower with SG vs chemo

Data cutoff date: April 2, 2025. TEAEs were defined as any AEs that began or worsened on or after the first dose date of study drug up to 30 days after the last dose date of study drug or the initiation of subsequent anticancer therapy (including crossover
treatment), whichever occurs first.

AE, adverse event; chemo, chemotherapy; G-CSF, granulocyte-colony stimulation factor; SAE, serious adverse event; SG, sacituzumab govitecan; TEAE, treatment-emergent adverse event.
Javier Cortés, MD
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SAN ANTONIO
BREAST CANCER

(2 SYMPOSIUM®

e Change from baseline at week 25 (excluding
physical functioning)

o Time to first deterioration (excluding fatigue)?
» Time to confirmed deterioration®
» Time to firstimprovement¢

Key » Change from baseline in physical
secondary functioning at week 25

S LEEE o Time to first deterioration? in fatigue

Exploratory

end points

PRO Assessment Schedule for EORTC QLQ-C30 (All Randomized Patients)
DAY 1 of ALL END of

Completion Rate
% of eligible patients
gibie p

Baseline score

SG Chemo : =
(n=279) (n = 279) Domain scores were similar between treatment groups
: and largely comparable to the general population norms
Baseline -
« Several domains tended to have worse scores
Week 13 86 88 (eg, physical functioning, role functioning, pain)
Week 25 85 82
77D is defined as the time between randomization and the assessment at which a paricpant first experienced a worsening excesding prespecfied MNF‘CfrDm baseline or death. °TTCD is defined as ingful detericration from baseline confimed by a
next scheduled visk or followed by missing PRO vist or death < 36 days after last PRO assessment or death < 56 days after randomization if baseli nts were missing. “TT| is defined as the fime between randemization and the

assessment at which a paticipant first expenenced an improvement exceeding prespecfied MWPC from bassline. Chemo, chemctherapy, EORTC QLQ-C!O Eurepean Organisation for Research and Treatment of Cancer Qualty of Lie Questionnaire C30;
MWPC, meaningful within patient change; PRO, patient-reported ocutcome; $G, sactuzumab goviecan; TTCD, time to confirmed deterioration; TTD, time to first deterioration; TTI, time to first improvement.
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Mean Change From Baseline to Week 25 in () PATON.

SYMPOSIUM®

Physical Functioning Favored SG vs Chemotherapy(? Oy pAcH

Physical functioning scores were maintained in the SG group; a gradual worsening was observed in the chemotherapy group over time

SG Chemo
207 (n=279) (n=279)
. Number of patients with PRO assessment at week 25 158 135
Ga Mean (SD) 11(18.32) -6.2 (16.77)
‘fg“ 154 Median 0 67
g LS mean CFB (SE) at week 25 0.3(1.23) -6.6 (1.28)
£ i Difference (SE) 69 (1.72) o
] 10 &
& 95% Cl 350-10.28 E
[a 4] @
£ 647| 3
S 5 - =
e * * * * £
p &
f=2] =
§ o I1 It I | | ]
S %T— [ 1 i i
= -4 o 4
3 2
= -5 2
] T --- 647 c
10 | | | | | | | | | 8
0 4 7 10 13 16 19 22 25
No. of patients Week
SG 257 235 219 213 200 192 191 168 158
Chemo 261 222 126 208 203 159 118 155 135

Comparison between treatment ams was analyzed using a mixed-efled model for repeated measure for CFB; an asterisk dencte a nominal 2-sided Povalue < 0.05. MID was defined as 0.3 » 8D and corresponded to a change of 26 47,
CFB, change frombaseline; chemo, chemctherapy, Cl, confidence interval; LS, least-squares, MID, mnimumimpertant difference; MWPC, meaningful within patient change; PRO, patient-reported cutcome; SD, standard deviation; SE, standard emor, SG,
sacituzumab govitecan.
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Time to Deterioration in Fatigue Was Similar () SRATONO.

( SYMPOSIUM®

Between SG and Chemotherapy O pASE

Similar results were observed between treatment groups and were consistent over 2 consecutive visits

Key Secondary End Point - TTD Exploratory End Point- TTCD
100 + SG Chemo 1004 SG Chemo
a0 (n=279) (n=279) 90 - (n=279) (n=279)
= 80 Median TTD? in fatigue, months (95% Cl) 14 (1.1-1.7) 16(1.2-1.9) T g0 Median TTCD" in fatigue, months (95% Cl) 15(1.1-21) 19 (1.2-27)
5 70 4 Stratified HR (95% Cl) 0.98(0.80-1.19) :5 70 - Stratified HR (95% Cl) 0.96 (0.78-1.18)
5 3
(1] 6{}- [+
8 8
a 501 o
3 b
& 1 &
E 30 =
g 2
w2 4 i
10 1 .
0 T T T T T T T T T T T T T T D T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 6 18 22 22 M4 26 28 0 2 4 i} 8 10 12 14 % 18 22 22 M4 2% 28
No. of patients at risk (events) Time (months} Time (m onths}
SG 279(0) 101 (154) T2(175) A7 (189) 35(191) 22(193) 120194} S(194) 7(195) 3(197) 3(197) 1(198 1(198) 1(198) D{19%) 2790y 112(134) 86{159) 63 (171) 45(177) 27(182) 16(183) 11(183) &(184) 5(185) 3(18% 1(186) 1(186) 1(186) 0(186)
Chemo 279(0) 104{144) 60(175) 26 (200) 17 204) 10(207) 4(208) 3(208 2(N8 0(N8) 20940y 116(131) 75(159) 390184) 23(192) 15[195) 6(198) 4(198 3(198 10198 0(198)

Comparison between treatment ams was analyzed using the siratified Cox regression model. 2TTD is defined as the time befween randomization and the assessment at which a paticpant first expenienced a worsening exceeding prespecfied MWPC of 210
points from basefine or death. °TTCD is defined as meaningful deterioration from baselfine confimed by a next scheduled vist or followed by missing PRO visit or death < 56 days after last PRO assessment or death < 56 days after randomization if
baselne/pod-basaline assessments were missing. Chemo, chemetherapy; Cl, confidence interval; HR, hazard ratio; MWPC, meaningful wihin patient change; PRO, patient-reperted outcome; SG, sactuzumab goviecan; TTCD, time to confirmed
deterioration; TTD, fime to first detenoration.
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Concluding thoughts

Progress has been made in triple-negative breast cancer over the last decade

= Survival after relapse remains far shorter compared to other breast cancer subtypes

We will likely see TROP2 ADCs approved in the 1% line setting in metastatic TNBC in
2026, though impact on overall survival is unclear at this time

= Datopotomab deruxtecan monotherapy for PD-1 ineligible patients
= Sacituzumab govitecan monotherapy for PD-1 ineligible patients

= Sacituzumab govitecan and pembrolizumab for PD-1 eligible patients

Clinical development of novel therapeutics in metastatic TNBC remains a top priority
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