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OUTLINE

« T-Dxd impact as 1L treatment in HER2-positive mBC (DESTINY
Breast 09)

* Role of 1L Maintenance Therapy with:
« Palbociclib + HP + ET in HR+ HER2+ mBC (PATINA)
* Tucatinib+ HB +/- ET in HER2+ mBC (HER2CLIMB-05)

« T-DXd in the adjuvant setting following residual disease
(DESTINY Breast 05)

« T-DXd in the neoadjuvant setting (DESTINY Breast 11)




The therapeutic landscape in HER2-positive breast cancer is rapidly evolving, with new agents
and combinations expanding options across early and advanced disease
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Fig. 1| Evolution of HER2 as a bilomarker and target for treatment For breast necadjuvant setting; +, approved in China only; *, M. Bishop and H. Varmus awarded
cancer. Timeline of preclinical discovery milestones for HER2 biclogy and regulatory Mobel Prizein 1989 for this discovery: **, 5. Cohen and B. Levi-Montalcini awarded
approval for anti-HER2 therapies. A, adjuvant secting: M. mecastatic serting: M, Mobel Prize in 1986 for discovery of growth factors and their receptors.

Nature Reviews Drug Discovery; Vol 22; February 2023
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HER2+ subtype

Overall survival in the HER2+ subcohort according to the YOD

Based on Kaplan-Meier estimates
— 2008 2010 — 2012 2014 — 2016

ESM E Recent nationwide overall survival trends across subtypes in 33,044

| unicancer

patients with metastatic breast cancer in the French ESME cohort

Paul Cottu?, A. Antoine?, W. Jacot3, V. C. Diéras*, J.-S. Frenel®, A. Gongalves®, A. Mailliez’, C. Levy8, M. Arnedos®, V. Massard??, F. Dalenc!!, C. Bailleux!?, A.M. Savoye?3,
M. Leheurteur!, S. Delaloge?®, L. Bosquet16 D. Pérol?, T. Grinda'®

erard, Lyon, France, *Medical Oncology Department,
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2020-2022 Total
(N=5173) (N=33044)

2008-2010 2011-2013

(N=7161)

2014-2016
(N=7097)

2017-2019
(N=7231)

(N=6382)

*  HER2+ 1128 (17.7%) 1289 (18.0%) 1255 (17.7%) 1251(17.3%) 970(18.8%) 5893 (17.8%)

¢) HER2+ subtype according to the YOD

Median OS (95% CI) (months)

YOD _ 5609 2011 - 2013 — 2015 by year of diagnosis of MBC
190 2008 30.1(36.2.46.5) YOD — YOD 2008-2010 — 2011-2013 — 2014-2016 — 2017-2019 — 2020-2022
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* OS has dramatically improved in HER2-positive mBC, but unmet needs remain: resistance mechanisms,
CNS progression, and treatment-related toxicities

Cottu P et al. ESMO 2025



HEJ%F&%E[%G}E%%LF@RBE'%I\‘S%N HER2-positive mBC Treatment Landscape

Docetaxel, Trastuzumab, Pertuzumab o
(THP) Trastuzumab Tucatinib,

Deruxtecan Trastuzumab,
Capecitabine

Maintenance:
HP +/- ET T-DM1
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T-DXd + pertuzumab as 1L in HER2-positive mBC: DESTINY BREAST 09 results

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

Eligibility criteria
* HER2+ a/mBC
= Asymptomatic/inactive brain mets allowed

= DFI >6 mo from last chemotherapy or
HER2-targeted therapy in neoadjuvant/
adjuvant setting

* No other prior systemic treatment
for mBCT

Stratification factors

= De-novo vs recurrent mBC

* HR+or HR-

= PIK3CAm (detected vs non-detected)

PFS:* de novo

mPFS: NC
95% Cl 36.5, NC

mPFS: 31.2 mo
95% Cl 23.5, NC

Hazard ratio 0.49
95% Cl 0.35, 0.70

0

No. at risk
TDXd+P 200 189 179 171 157 148 136 124 117 106 55 35 16 9 3 0

THP

200 185 165

T
3 6 9 12 15

T T T T T T T T T 1
18 21 24 27 30 33 36 39 42 45 48
Time from randomization (mo)

144 129 113 101 94 84 74 36 23 8 5 1 0

Blinded until final PFS analysis

T-DXd++

THP

Taxane (paclitaxel or docetaxel)? +
trastuzumabl + pertuzumab$

Endpoints
Primary
- PFS (BICR)

Key secondary
+ 0S

Secondary

* PFS (INV)

* ORR (BICR/INV)

+ DOR (BICR/INV)

+ PFS2 (INV)

« Safety and tolerability

ok
PFS:* recurrent
1.0+
0.8-|
) mPFS: 38.0 mo
& o6 95% Cl 26.9, NC
S
z
2
-§ 0.4
o
mPFS: 22.5 mo
0.24 95% Cl 18.1, NC
Hazard ratio 0.63
95% Cl 0.46, 0.87
o B R S S
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Time from randomization (mo)
T-DXd +P 183 169 156 150 136 127 106 84 58 47 27 14 5 1 0
THP 187 168 147 129 112 102 86 66 40 32 15 9 4 ) 0

T-DXd + P THP
0 93.0% n=383 n=387
7 95% CI189.9, 95.2 " 40.7* 26.9
o ) 85.9% Median, mo (95% CI)
! (95% C181.9, 89.1) (36.5, NC) (21.8, NC)
1 H 0,
08 ; 70.1% Hazard ratio (95% Cl)  0.56 (0.44, 0.71)
187.8% (95% C164.8, 74.8) P-value <0.00001%
[ 1 (95% C184.0,90.7) ; :
o
— 06 : 172.4% g
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at i Time from randomization (months)
0. at risk
T-DXd+P 383 358 355 321 293 275 242 208 175 153 82 49 21 10 3 0
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 5 1 0
PFS:* HR+ PFS:* HR-
1.0 1.0+
0.8 mPFS: 38.0 mo 0.8 mPFS: 40.7 mo
95% Cl 36.0, NC 95% CI 40.7, NC
e e
L 06 o 06
s s
2 2
2 2
2% mPFS: 27.7 mo 2% H
95% Cl 22.4, NC mPFS: 22.6 mo L
o
024 02l 95% Cl 17.3, 32.7
Hazard ratio 0.61 Hazard ratio 0.52
95% C1 0.44, 0.84 95% C10.37, 0.73
0 3 6 9 12 15 18 21 24 27 30 33 3B 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 3B 39 42 45 48
No. at risk Time from randomization (mo) No. at risk Time from randomization (mo)
T-DXd +P 207 194 184 179 162 154 136 117 99 85 46 24 13 6 2 0 T-DXd+P 176 164 151 142 131 121 106 91 76 68 36 25 8 4 1 0
THP 209 194 173 153 136 123 107 88 67 54 28 18 8 1 0 0 THP 178 159 139 120 105 92 80 72 57 52 23 14 4 4 1 C

Patients with HR+ disease could receive concurrent ET after six cycles of T-DXd or discontinuation of taxane,
which occurred in 13.5% (T-DXd + P) versus 38.3% (THP) of patients

T-DXd + pertuzumab represents an effective 1L treatment for patients with HER2+ mBC,
regardless of prior treatment, HR, or PIK3CAm status

Tolaney SM, et al. ASCO 2025 (LBA 1008); Loibl S, et al. ESMO 2025; Tolaney SM et al. NEJM 2025



T-DXd + pertuzumab: Potential New 1L in HER2-positive mBC

DESTINY Breast-09

Arms T-DXd + Pvs. THP
De-novo disease at diagnosis ~50%
mPFS (mo) 40.7 versus 26.9
HR 0.56

mOS (mo) NR (Immature)
HR 0.84

Grade > 3 AE 63.5 vs. 62.3%
ILD (Any grade) 12.1vs. 1%
PRO Similar between arms

Tolaney SM et al. NEJM 2025; Rimawi et al SABCS 2025; Reid S, SABCS 2025



ABEMACICLIB + FULVESTRANT +

CDK4/6i1 +ET in ER+/HER2-positive aBC

TRASTUZUMAB VS QT + TRASTUZUMAB
CDK4/6 Inhibition in ER+ HER2+ MBC: monarcHER Trial

Eligibility Criteria

* HR+, HER2+ ABC

* 22 prior HER2
directed therapies
for ABC

+ prior T-DM1 and
taxane required

* CDK4 & 6 inhibitor/

Randomized Phase 2

Arm A
abemaciclib 150 mg PO BID +
trastuzumab IV q21d +
fulvestrant® IM q28d

Randomization
{ N =237 Arm B
111 abemaciclib 150 mg PO BID +
trastuzumab IV q21d

Primary Endpoint

Bvs. C)

* PF5¢ (Avs. C, then

Secondary Endpoint

+ ORR, safety, OS,

fulvestrant naive PRO, PK
* No untreated or
symptomatic CNS m
metastases trastuzumab IV q21d +
investigator’s choice
chemotherapy®
100 Numberof — Numberof  Medianmonths  Hazard ratio pvalue
patients events (95%Cl) (95% CI) (two-sided)
= —GroupA 79 56 83 (5.9-12.6) 0-673 (0-45-1-00) 005
80 —GroupC 79 52 57(5:4-7.0)

Progression-free survival (%)
k-
1

Number at risk
(numibser censoned)
GroupA 79(0) 63(3)

S3(4)  44(6) 36(6) 34(6) 29(6) 210100 wW(4) B(PH E(17)

Group€ 79(0) 54(13) 44(14) 27(16) 22(16) 2006 76 116 B8(22) 72 5(4)

6(19)
5{24)

4[21)
2(26)

4(2)
127)

2(33)
o(27)

Luminal subtypes? were associated with longer PFS and OS compared to non-luminal.

PALBOCICLIB + LETROZOL + TRASTUZUMAB
VS QT/HT + TRASTUZUMAB

PATRICIA Trial (Cohort C): Design

Multicenter, open-label, randomized phase Il trial (SOLTI-1303) Enrollment: 8/19-8/23

Pre-screening

Cohort 1, 21-day cycle

PAMS0
Luminal

Key eligibility:
A/B

* HR+ HER2+ MBC

* Pre & postmenopausal
women

* PAMSO0 Luminal A/B
subtype

+ 21 line HER2-directed
therapy
Stable CNS metastases

(N=73)

Palbociclib 125 mg daily, 3wks on, 1
wk off + ET* + H IV/SC
(n=38)

e
Primary endpoint:
* PFS (investigator)

Secondary

endpoints:
* ORR

Re-randomization SR pTo1 =}

- - DCR
+ Safety
N

ET*:A inhibitor, fulvestrant or fen +/- ovarian suppi
#T-DM1, H+ ET or H + chemo (gemcitabine, vinorelbine, capecitabine,
eribulin, paclitaxel or docetaxel)

Cohort 2, 21-day cycle

Treatment of Physician’s Choice”
(i.e., H + ET*, chemo +H, or T-DM1)
(n=35)

Stratification Factors
*  Prior regimens (1-2 vs 2 3)
Visceral disease (Y vs. N)

PATRICIA Cohort C: Longer PFS with Palbociclib + H + ET vs. TPC

Progression-free survival

PFS (Investigator Assessed)

PFS Palbociclib + T + ET TPC
Median, months (95% CI) 9.1 (5.9-17.6) 7.5(5.5-11.1)
Stratified HR (95% CI) 0.52(0.29-0.95)
1.00 p-value* (two-sided) p=0.03
Median follow-up: 27.6 months (95%CI 25.8 — NR)
0.75
0.50
0.25
No. at risk!
0 6 12 18 24 30
-— 38 12 6 6 1
— 35 18 2 1 1

Tolaney et al. Clin Cancer Res 2024, Ciruelos et al Clin Cancer Res 2025



1L Maintenance Therapy with Palbociclib + HP + ET in HR+ HER2+ mBC: PATINA

Objective: To evaluate the addition of palbociclib to anti-HER2 and ET for patients with HR+/HER2+ breast cancer Palbociclib + Anti-HER2
il akal anti-HER2 + ET +ET

REGISTRATION . - Events 1271261 1351257

 Histologically confirmed HR+/HER2+ mBC = Primary Outcome 90 Median PFS (95% CI),

¥ i L : Palbociclib + * Investigator-assessed PFS months 43(324-568) 29.1(23.3-386)
No prior treatment in the advanced setting % t1 B
beyond indudtion treatment Trastuzumab £ pertuzumab + ET Baccu ey Duioomis g Hazard ratio (95% CI) 074 (0.58-0.94)

« 6-8 cydes of treatment, induding n =261 Until PD ) . 0S5 g 70 65.4% 1-sided unstratified 0.0109
trastuzumab + pertuzumab and o~ fSuruwai 3 and 5-year suvival , 5 TRAN Logrank Pvalue :
taxaneivinorelbine N =518 toxigity | lowP probabilities - 46.9%

= . o

REY EUGBIL!TY C,RITERIA Trastuzumab * pertuzumab + ETtS ORRBCG 1 CH z 43.2% Survival

+ Completion of induction chemotherapy + Safety - Estimate
and no evidence of disease progression (ie, n =257 + PRO % 40
CR, PR, or 3D) * Incidence of CNS B a5

« Patients with a history or presence of metastases & 33.4% Survival
asymptomatic CNS metastases were eligible o 204 Estimate

Stratification Factors 104 i iy
« Perluzumab use (yes vs no) « Prior anti-HER? therapy in the « Response o inducion « Type of ET (fulvestrant Median follow-up: 53.5 months
— The non-pertuzumab option is limited to (neo)adjuvant setting (yes vs therapy (CR or PR vs SD) vs aromatase inhibitor) 0 T T T T T T T T T T T T
up to 20% of the population no, including de novo)’ by invesligalor aescssment? 0 6 12 18 24 301" (36 B J42 48 54 60 66 72
ime (months
Patients-at-Risk
Anti-HER2 + ET 267 197 157 135 115 101 a8 68 52 30 15 6 1
Palbociclib + 261 230 202 166 144 126 11 92 76 54 33 15 5
anti-HER2 + ET
1999 Patbocielib+ | , cicon . e Palbociclib+ | , oo b
i anti-HER2 + ET = anti-HER2 + ET 7
= (n=261) (n=257) (n = 261) (n=257)
. 807 First of CNS progression or death 39 52 Cumulative risk of CNS progression
2 - (event), n or death, % (95% Cl) . . o
8 CNS progression 3 51 12 months 52 (2.9-85) 7.5(46-115) ° Baseline CNS involvement: 4%
g 60 Death B3 1 24 months 10.1 (6.7-14.3) 17.0(12.3-223) . . . . .
§ .| Aive,no progression (censor), n 134 122 3 months 138(07-186) 204 (163-261) * Median of cicles of induction treatment: 6-7
© Non-CNS progression (competing), n 88 83 .
o)
£ * De novo M1 disease 54%
3
E 30 i i i . Y
5 * Prior neo/adj anti-HER2 therapy: 32% (?)
20 z
= At 36 months, the cumulative : 0 :
S [ )
04 incidence of CNS progression or Type of ET: 91% aromatase inh.
0 , g ; ' ; ; . . : : . . . death was 13.8% vs 20.4% for
o 6 12 18 24 3 3% 42 48 54 60 66 72 78 palbociclib vs control (Gray's test

Patients at risk TNT——") P =10.0404).

m:f":’é’éé"'i'be; 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

Vaz Luis et al ESMO 2025; Metzger et al SABCS 2025; Metzger et al N Engl J Med 2026



1L Maintenance Therapy with Tucatinib + HP +/-ET in HER2positive mBC: HER2CLIMB-05

HER2CLIMB-05 is a randomized, double-blind, placebo-controlled, international, phase 3 trial (NCT05132582)

Key Eligibility Criteria

« Centrally confirmed HER2+ MBC

+ No evidence of progression after
THP (4 to 8 cycles)

+ ECOGPSof0or1

+ No or asymptomatic BM R
confirmed by contrast-enhanced ~— 1:1
MRI at screening

Randomization was stratified by:
+ Diagnosis: de novo or recurrent
+HR status: positive or negative
«Presence or history of BM: yes or no

« 51.5% HR+

1L Maintenance Therapy

TUC 300 mg PO BID
+ HP*
Once every 21 days
)

(n =326)

PBO PO BID
+ HP*
Once every 21 days
+ET
(n =328)

Study treatment continues until
unacceptable toxicity, disease progression,
consent withdrawal, or study closure. No
crossover from PBO to TUC was allowed.

*  Only 50% of HR+ pts received ET

* G3 AEs were more common in the HP + Tucatinib arm
where Gl and Hepatic Adverse events were the most
commonly reported AE

Endpoints

Primary

+ Investigator-assessed
PFS per RECIST v1.1

Secondary

+ OS (key secondary)
* PFS per BICR

+ CNS-PFS

+ Safety

+ HRQoL

+ Pharmacokinetics

PFS probability, %
3
1

304
204
104

w‘

Median PFS, months (95% CI)
HR (95% CI); 2-sided P-value*

TUC +HP PBO +HP

(n = 326) (n =328)
Events 141 191
24.9(21.3,-) 16.3 (12.6, 18.7)

| 0.641 (0.514, 0.799); < 0.0001 |
A of 8.6 months

’*'-H'H—ir—f%#r

Median follow-up for PFS of ~23 months

e

0
0
No. at risk

TUC arm 326
PBO arm 328

T T T
3 6 9 12 15 18 21 24 27
Time (months)
296 274 236 222 178 143 95 67 31
283 249 200 182 142 109 65 46 24

30 33 36 39 42

10
9

3 0 0 0
6 2 1 0

Addition of TUC to 1L maintenance therapy extended median PFS to over 2 years
in patients with HER2+ MBC, an 8.6-month improvement over HP, the standard-of-care.

100
g4 T

PFS probability, %
[4,]
o

Hormone receptor-negative

TUC + HP PEO + HP
(n=158) (n=152)
Events 68 92
24.9(19.4,-) 12.6 (9.4, 16.8)

Median PFS, months (95% Cl)

~ \HR (95% CI); P-value®
%

| 0.554 (0.403, 0.761); 0.0002 |
A of 12.3 months

No. at risk

T T T T T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30 33 36 39
Time (months)

TUCarm 158 142 135 121 114 94 79 52 38 16 6 2 0 0

PBO arm 152 1

30 112 87 75 61 43 30 21 12 3 2 1 0

1004—_

90
80+
704
60
504
404
30
204
104

0

PFS probability, %

Hormone receptor-positive
(n = 168) (n =176)
Events 73 99
25.0(16.5,-)
| 0.725 (0.535, 0.983); 0.0389 |
A of 6.9 months

1~ Median PFS, months (95% CI) 18.1(13.0, 20.8)

h‘\“\ HR (95% CI); P-value®

1‘4\::_‘L

L

=

_HH- My

a
%P+H—+ ————— +

0

No. at risk
TUC arm 168
PBO arm 176

T T T T T T T T T T T T T 1

3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)

154 139 115 108 84 64 43 29 15 4 1 0 0 0

153 137 113 107 81 66 35 25 12 6 4 1 1 0

Hamilton E, et al SABCS 2025



1L HER2positive mBC Maintenance Clinical Trials

HER2CLIMB-05 PATINA
Arms Tucatinib + HP +/- ET vs. HP +/- ET = Palbociclib + HP + ET vs. HP + ET
De-novo disease 70% 952%
HR+ subgroup 51.5% (<50% received ET) All
mPFS (mo) 24 9vs. 16.3 44 3 vs. 26.9
HR 0.64 0.74
mPFS (mo), by subtype HR+*:25.0vs. 18.1 ' HR-124.9vs. 12.6
HR 0.725 0.554 =
Adverse events 42% vs. 24% Neutropenia 63.2 % vs. 4.4%
(Grade > 3) Diarrhea 11.1% vs. 1.6%

Metzger et al SABCS 2024; Metzger et al 2026; Hamilton et al SABCS 2025; Reid S SABCS 2025



Potential 15t line HER2-positive m BC Treatment Landscape and Unanswered Questions

T-DXd + Pertuzumab

—  \aintenance ?

(DESTINY Breast09)
VS. .
* Treatment of Recurrent disease after
U —— neo/adjuvant T-Dxd (DB-05; DB-11)
+ Tucatinib (HER2CLIMB-05) - Balancing Efficacy vs Tolerability

BN et enance  Is there a role of T-DXd +P induction
+ Palbociclib (PATINA) followed by HP maintenence +/- palbo

+ Tucatinib (HER2CLIMB-05) or tucatinib®?
« Can some pts still be treated with THP?

Swain et al. Lancet 2020; Hurvitz et al. Lancet 2023; Metzger et al SABCS 2024; Metzger et al 2026, Hamilton et al SABCS 2025; Reid S SABCS 2025



Novel approaches being assessed

DEMETHER CLINICAL TRIAL

The DEMETHER study is an international, multicenter, open-label, single-arm phase Il trial (NCT08172127).

KEY INCLUSION CRITERIA

« =18 years of age.

« Centrally-confirmed HER2[# (IHC 3+, IHC 2+ & ISH+) ABC.
+ Stable brain metastasis allowed.

+ No prior systemic treatment for advanced disease
{one prior line of ET is allowed for ABQ).

+ Participants may have received CT or HER2-targeted
therapy in the (nedjadjuvant setting with a disease-
free interval from completion of the systemic treatment
(excluding ET) to metastatic diagnosis = 2 months.

« No prior treatment with T-DXd in the {nedadjuvant
setting.

+ Evaluable disease according to RECIST vIL
« ECOG PS 01

+ LVEF 2 55% (ECHO or MUGA scan)

+ Adequate hematologic and organ function

* aninterim analysis will be performed on the first 62 prs with measurable lesions;
if at least &4 pts show objective response, the trial will continue.

N =165

Induction therapy

T-DXd
6 cycles

Maintenance therapy

Subcutaneous
trastuzumab+pertuzumab

5.4 mafig
IV, @3W

Treatment regimen

1200 mg pertuzumab,
600 mg trastuzumab
[loading dose) -
600 mg pertuzumab,
600 mg trastuzumab
[maintenance dose)

SC,FDC, Q3w

*Hormeone receptor.
will akso receive concomitant ET

-positive pts

Post-treatment FU

Physician's

o choice

PO, coath. discortinuation from the study treatment
for any other feason, of up to 3 years (36 maonths]

Note

DX initiation, whichever occurs first

N =300

Pre/Post menopausal or
male patients

HER2-positive (IHC 3+ or
ISH+) mBC

Newly diagnosed stage IV
BC or PD after
neo/adjuvant therapy

No prior CT or anti-HER2
treatment for mBC

ECOG 0-2
Active and stable CNS not

needing immediate local
therapy allowed

Screening

SINGLE
ARM

I
]
]
]
1
]
1
]
I
]
I
1
1
]
]
]
I
]
I
]
]
1
:
]

v

=

Biopsy

TOP-REAL CLINICAL TRIAL

Broader eligibility criteria; emphasizing
patient-centered outcomes; and exploring
the feasibility of rechallenging patients

with T-DXd

T-DXd + Pertuzumab Until PD
or
+ Digital Companion* Unacceptable
toxicity 2
-

Maintenance treatment®

0&¢ L

* Cankado and/or Resilience, depending on the Country PD

!
T-DXdRechallenge ©

& & ¢

v
CIDNA® CtDNA® CIDNA¢*
(plasma) (plasma) (plasma)
¢ >
=
Pharmacogomics Biopsy*

(whole blood)

Primary endpoints:

* Time to first subsequent anti-
cancer therapy (TFST)

* Physical functioning scale

Secondary and exploratory
endpoints:

« Safety and tolerability as initial
treatment and at rechallenge

« ILD detection and management
through digital tool

+ Unplanned health care utilization
« PFS, ORR, CBR, TtR, DoR
« Biomarkers of response and toxicity



DESTINY-Breast05-T-DXd in the Adjuvant Setting: Potential new standard of care

Invasive Disease—Free Survival

Number at Risk:

T-DXd
T-DM1

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

Population

Primary endpoint

) o _ _ T-DXd 5.4 mg/kg IV Q3W = - IDFS
* Residual invasive disease in the breast and/or axillary for 14 cycles 0
lymph nodes after neoadjuvant chemotherapy and HER2- =~1600 N = 800 E Key secondary endpoint
directed treatment2 oS
L2
- High-risk jy DFS
1 1 o Inoperable eBC (cT4, N0-3, M0 or cT1-3, N2-3, 2 .
H Ig h rIS k MO0) at presentation before NAT or & LG EZEE 2 O el
| t o Operable eBC (cT1-3, N0-1, M0) with axillary T-DM1 3.6 mg/kg Q3W > + 0S > BMFI
popu ation node-positive disease (ypN1-3) after NAT for 14 cycles h * DRFI - Safety
Wlth reS|d ual « Centrally confirmed HER2+ (IHC 3+ or ISH+) eBC N = 800 S’r
* ECOGPSOor1
Invasive Stratification factors 0 ﬁ:pcom{t;l-}t ad;ul\lt;nt ET _vtvas. allowed per local practices
i « Extent of disease status at presentation® * jLVary an monitoring program:
d |Sease - HER2-targeted NAT (single, dual) = All patients receiving RT had chest CT scans prior to start of RT, 6 weeks after start of
f0| | OW| n N AT « Hormone receptor status (positive, negative) stugy treatment, _then every 12 weeks while on treatment, and at 4_-0-day follow-up_
g « Post-NAT pathologic nodal status (positive [ypN1-3], = Patients completing RT prior to start of study medication (sequential) had an additional

negative [ypNO]) chest CT scan prior to start of study treatment

T-DXd T-DM1
n=_818 n =817
Patients with events, n 51 (6.2) 102 (12.5)

(%)
3-year IDFS, % (95% Cl) _ 92.4 (89.7-94.4) | 83.7 (80.2-86.7)
HR (95 % Cl) 0.47 (0.34-0.66)

HR+72%

IHC 3+ 82%
Inoperable 52%
ypN+ 81%
Neaodjuvant
trastuzumab +
pertuzumab 78%

1.0 P value <0.0001® 9 4 85(77) T-DXd T-DM1
;‘Wﬂ_ﬂ% 81 n=2818 n=817
05 . - e : . ] IDFS events, n (%) 51 (6.2) 102 (12.5)
I A8.7% E 5; u T-DXd
: > s u T-DM1
0671 =roxam-smm : £ T-DXd (CNS)
= T-DM1 (n = 817) ' g 4 4
+ Censor N o 3] T-DM1 (CNS)
0.0 :
I T T T T T T T T T T T T 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 32 34 36 38 40 42 44 46 48 50 52 54 21 0gz) 10®
Time, months 1 CONS 011 0.6(5) 010 0.7 (6) 0.7(8) A
, L l21tm sies O OO p o b

818 788 781 776 771 768 758 753 731 684 634 544 440 380 370 275 218 212 129 92 90 46 14 14 O 0 0 0
817 781 769 760 745 734 719 708 687 632 599 527 417 355 337 233 186 177 120 84 79 38 14 13 4 1 1 0

Distant recurrence Local invasive

recurrence

Regicnal recurrence Contralateral invasive Death without prior event

recurrence

Category of First IDFS Event

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

Drug related ILD/pneumonitis 11 vs 2.5%

Geyer C, et al. ESMO 2025



DESTINY-Breast11: T-DXd in the Neoadjuvant Setting

Patient population

» Previously untreated
HER2+ eBC

* HR-positive or
HR-negative

» High-risk defined as:

- 2cT3 and NO-3 or
cT0—4 and N1-3

- Inflammatory BC

Recommended
post-neoadjuvant
treatment per study
protocoll

pCR: radiotherapy and

concomitant trastuzumab +
pertuzumab for up to 1 year

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

HR-positive: endocrine

T-DXd* — THP?
4 + 4 cycles

ddAC* — THPS

4 + 4 cycles

T-DXd*

8 cycles therapy

Stratification factors
« HR status: ER and/or

The T-DXd alone arm closed on March 13 2024, following

PR-positive or negative Independent Data Monitoring Committee recommendation

+ HERZ2 status: (IHC 3+ or
ISH+ in the absence of

IHC 3+ status)

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

surgery

) | T

Data cutoff:
March 12, 2025

Primary endpoint
* pCR (ypT0Q/is ypNO) by blinded
central review

Secondary endpoints « HR+73%

* pCR (ypTO ypNO) by blinded 0,
central review * IHC 3+ 88 A)

« EFS « N+88%

+ Safety

. Pharma-::nki_ngtics and ° DXd monOtherapy
mmunegenicy . arm closed early due

* Invasive disease-free survival

* Overall survival to lower pCR (43%)

* Health-related quality of life

Additional outcome
measures
» Residual cancer burden (RCB)

« pCR higher for T-DXd in all groups

A16.1%
A11.2% ] (95% C1 3.0, 28.8) (61.4% in HR+!!)
100 7 6% ClAD, 185 Ped.0) i -:gs.%ﬂé:sl'-ni.gﬂw.g; 3.1 Erl « EFS immature but favorable trend: HR
ol e as | ea ! 0.56 (95% CI 0.26-1.17)
€% - Lower rates of Grade >3AEs, serious
2 :E AEs and AEs leading to dose
: 1237235 interruptions

T-DiXd-THP ddaC-THP : T-DXd-THP delAC-THP
Meoadjuvant T-DXd-THPF demonstrated a statistically significant and
clinically meaningful improvement in pCR vs ddAC-THP
Improvemant was observed in both the HR-positive and HR-negative subgroups

T-DXd-THP  ddAC-THP  |LD rates were low and similar between

arms

Harbeck N, et al. ESMO 2025; Harbeck N, et al. Ann Oncol 2025



Many biomarkers based on retrospective analysis...

HER2 3+ vs. HER2 2+/ISH+ Intratumoral heterogeneity (ITH) HER2 molecular subtypes
100% - A
P < 0.0001
P=0.023 0.6 4 51.7% (31/60)
80% - 42.9% (18/42)
66% ]
§ 31.7% (13/41) 35.6% (21/59)
T 60% - __ 04
= £
9 o«
40% A 2
23% 0.24 ] 9.6% (5/52)
20% A |
0% - = |
Ly P e——— HEH2+!‘:gfu s LUM ERBB2-D
WSG ADAPT prognostic score B 1OOHERZDX PCR score PAMS0
100 —
73.9%
| o 75 - (17/23)
RSN o SIS 2 56.3% -A
— o o716) 3 " DHP am
= 60 g 50- <
= < g T-DM1 arm
o Q B
(55- 40— 25 §l
“7] 1.0
0 : 47 46 7.0
. Low Medium High = 2
ProgRosie (r" - (r':::!-'llij HER2DX pCR score o’\ﬁp
&

Sonke G. SABCS 2024

Pérez-Garcia. ASCO 2024; Pérez-Garcia. Lancet 2024; Metzger-Filho. Cancer Discovery 2021; Lliombart-Cussac Clin Cancer Res. 2024; Redit. Nat Commun 2024; Aranzaru.
JAMA Oncol. 2024; Graeser. SABCS 2023



Prospective validation of the HER2DX: DEFINITIVE trial

Figure 3. Tnal design.

Treatment according to the physician’s choice and local guidelines

E—— Meoadjuvant treatment Adjuvant treatment
TH +/- P
N % Cyelag Hif P
B o PeR _.| T
RO i g OCH or TOH 4= P
% 4-6 cycles T-DM1
— ¥ 14 CyCles’
Phrysician's
choice
frm B:
Avallabde
‘ -
Mo &) o
Iy " '] H e
= HER S LR HERZDX e PER ™1 s cycles
LONW risk ]
e ¥ 4 Cyclas Hor T-0ik
i o L
" L] Crale TR Pl s 0 ] o CpChils Pry 0 S D [l b el A0 (DT el

Iaival Tl TER T i " DRLDi . ADOE D Nl W0 D et

AC: anthracyclines and cyclophosphamide; C: carboplatin; D: Docetaxel; H: trastuzumab:; pCR: pathologic complete
response; P: pertuzumab; Sur: surgery; T: pachitaxel; T-DM1: trastuzumab-emtansine; Ad): adjuvancy.



Il JORNADA TRASLACIONAL .
DF ONCOLOGIA DF PRECISION: Conclusions

- T-DXd is reshaping HER2-positive breast cancer across all disease settings

- With T-DXd as potential new 1L in HER2-positive mBC and novel efficacy
approaches for maintenance therapy: how to optimally integrate all these
strategies?

»  Post-T-Dxd sequencing represents the major upcoming challenge
* Precision biology-driven treatment decisions to guide the next era

HOW CAN
WE TAILOR

TREATMENT
?




GRACIAS

| JORNADA TRASLACIONAL gt
DE ONCOLOGIA DE PRECISION: i e



