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Background

[Advanced/metastatic TNBC is the most aggressive cancer subtype with the fewest treatment options}

Metastatic TNBC 5-year OS: 14.9%'

~70% not candidates for 1L immunotherapy? ~30% do not receive treatment beyond 1L23
Rebecca Dent

For these patients, there have been no new 1L drug approvals Many patients do not receive 2L treatment, highlighting el e e s s e
in over a decade; chemotherapy remains the mainstay of 1L the critical unmet need for more effective 1L options e e

48 anid’ . : . dis
care*® and is associated with poor patient outcomes T L S
Primary results from the randomised, pha..

TROPION-Breast02 was designed to determine whether 1L Dato-DXd can improve clinical outcomes
in patients with locally recurrent inoperable or metastatic TNBC for whom immunotherapy is not an option

1. National Cancer Institute SEER Program. Available al. hitps //seer cancer gov/statfacts/htmifbreast-subtypes html, 2. Punie K, et al. Oncologist 2025,30.0yaf034
3 Trama T, etal Clin Cancer Res 2025,31 P3.08-10, 4 Trapani D, et al Ann Oncol 2025, dor 10 1016/ annonc 202507 017, 5 Moy B, et al J Clin Oncol 2021,39 3938-58
6. ShiM, et al Cancer Pathog Ther 2023;2:81-90; 7. Kuderer NM, et al. Nat Rev Clin Oncol 2022,19:681-97; 8. Li CH, et al. Breast Cancer Res 2019:21:143

Robweou Deot 1L, first-line; 2L, second-line; Dato-DXd, datopotamab deruxtecan; mcongmss

Content of this presentation is copynghl and responsibilily of the author. Permission 1s required for re-use 08, overall survival, TNBC, tnple-negative breast cancer.
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TROPION-Breast02: Study Design
Randomised, phase 3, open-label, global study (NCT05374512)

Key inclusion criteria: ;
i Endpoints
« Patients with histologically or cytologically Dato-DXd

documented locally recurrent inoperable or bimg/eg IV Bay 1 Gaw Dual primary:
metastatic TNBC* . (n=323) « 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:

metastatic setting chemotherapy (ICC)* * PFS (investigator-assessed) Rebecca Dent

* Immunotherapy not an option' Paclitaxel, nab-paclitaxel, capecitabine, «ORR. DoR
*ECOGPSOor1 eribulin mesylate/eribulin, carboplatin .
» No minimum DF ¥ (n=321) * Safety (pts) with locally recurrent inoperable or metastatic triple-negative breast

Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients

cancer (TNBC) who are not candidates for PD-{L)1 inhibitor therapy:
Randomisation stratified by:

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

* PD-L1 status (high [CPS 210] vs low [CPS <10))$

* DFI history (de novo vs prior DFI 0-12 months vs prior DFI >12 months)T

* Treatment continued until investigator-assessed RECIST v1.1 progressive disease, Primary results from the randomised, phe...
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 ASCO/CAP cntena. 'Including patients with PD-L1-low tumours, or patients with PD-L1-hgh tumours with (a) disease relapse after pnior PD-{L)1 inhubitor therapy for early-stage breast cancer, (b) comorbidities preciuding PD-(L)1 inhibstor therapy. or (c) no regulatory access to
PD-(L)1 mhibitor therapy. *DF | defined as time date of ¢ of wath curative mtent and date of first documented local or distant disease recurrence. SRecrutment of patients with PD-L1-high tumours who would othermse be eligible for pembrolizumab if regulatory
access was available was capped at ~10% of rand d patients 1R of patients with DFI 0-12 months was capped at ~20% of randomised patients. *if no pnor taxane, or prior taxane in the (neo)adjuvant setting and DF| >12 months: packtaxel 80 mgim? IV, 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 enbulin mesylate 1 4 mg/m? / eribulin 1 23 mg/m? IV, Day 1, 8, Q3W or carboplatin
AUCB IV, D1, Q3W Hin the Dato-DXd vs ICC am, 85% vs 72% of patients received any subsequent therapy in any treatment line; 14% vs 30% received a subsequent ADC (sacituzumab govitecan, sacituzumab tirumotecan, trastuzumab deruxtecan)

ADC, antibody-drug conjugate, BICR, blinded independent central review, CPS, combmned positive score,

Rebecca A. Dent D, day, DF|. disease-free interval, DoR, duration of response, ECOG PS, Eastemn Cooperative Oncology — congress
Gt ey R et o i P ot CYESMD
Content of this presentation is copynghl and responsibility of the author. Permission 1s required for re-use death (ligand) 1; PFS, progression-free survival; QXW, every X weeks
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TROPION-Breast02: Statistical Methods

Multiple testing procedure with alpha-exhaustive
recycling strategy for dual primary endpoints

« Data cutoff for primary PFS and final OS analysis:

August 25, 2025
. 2-sided a=5.0% )\ — 408 observed PFS events by BICR (63% maturity)
< 'o,—° — 349 observed OS events (54% maturity)

— Median study follow-up: 27.5 months Rebecca Dent
(range 13.3-38.7)

. Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients
OSinlITT

PFSin ITT It PFS statistically — 45 patients (14%) in the Dato-DXd group and (pta) with locsly ecurent inoperstle of metastatic iplenegetive breset

= ek significant, a = 5.0% 8 patients (3%) in the ICC group remained on gt il gt i
a=10% If PFS not statistically

study treatment Primary reaults from the randorised, ph.
significant, a = 4.0%

« Study considered positive if PFS and/or OS analysis
were statistically significant

Rebecca A. Dent

2025
Content of Ihﬁpresentahon is copynght and responsibility of the author. Permission is required for re-use ITT, ntention-to-treat population =
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Demographics and Baseline Characteristics

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

Median age (range), years 56 (27-85) 57 (23-83) SO sty LoW(CPS<ID) 267(89) 291 (91)
Female, n (%) 323(100) 319 (99) Lstatus,tn(®%)  yjigh (cps 210) (M) 2909
Black or African American 13 (4) 14 (4)

: Visceral 263 (78) 233 (73)
Asian 151 (47) 131 (#1 _
Race, n (%) White 131 241; 153 E48§ Metastases, n (%) Liver 93(29)  98(31)

in§
Other* 28 (9) 23 (7) Brain 36 (11) 28 (9) Rebecca Dent
Geographic US, Canada, Europe 120 (37) 120 (37)
region, n (%) Other geographic regions 203 (63) 201 (63) sites, n (%) >3 116(36) 106 (33)

ECOG PS, 0 195 (60) 182 (57) cancer (TNBC) who ere not candidates for PD-L)1 inhibitor therapy:
n (%) 1 128 (40) 139 (43) Nab-paclitaxel 180 (56) 172 (54)

Number of metastatic <3 207 (64) 215 (67) Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients

(pts) with locally recurrent inoperable or metastatic triple-negative breast

Primary results from the randomised, pha...

Paclitaxel 82 (25) 92 (29)
Eribulin mesylate/eribulin 43 (13) 35(11)
Carboplatin 11(3) 14 (4)
8(2)

De novo 109 (34) 110 (34) Pre-selected choice
DFI history, Prior DFI 0-12 months! 67 (21) 66 (21) of chemotherapy, n (%)
n (%) Prior DFI 0-6 months 47 (15) 51(16) Capecitabi 70

Prior DFI >12 months! 147 (46) 145 (45) mpeokabing @)

“Including not reported. 1Based 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%) $Patients with asymptomatic, stable brain metastases were permitted in the study

Rebecca A. Dent mcungr&ss
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Progression-Free Survival by BICR
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Dato-DXd ICC
PFS events, n (%) 199 (62) 209 (65)
HR (95% ClI) 0.57 (0.47-0.69)
18-mo rate:
32.7% P-value <0.0001

12-mo rate:
45.6%

---- Median PFS (95% Cl)
10.8 mo (8.6-13.0)

*
5.6 mo (5.0-7.0) —J 2 33 M0

0
Number at risk
Data-DXd 323
ICC 321

Rebecca A. Dent

15 18 21 24
Time from randomisation (months)
265 84 56 41 24 20 10
191 46 29 19 16 8 6 1

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 (5% C1 8 57-12 98) SORIoss
vith Dato-DXd, 5.55 (95% CI 4.96-6.97) with ICC, A 5.29 months. m £

Content of this presentation is copynght and responsibility of the author. Permission 1s required for re-use Cl, confidence interval, HR, hazard ratio, mo, months
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Progression-Free Survival by Investigator Assessment

100 Dato-DXd | IGC
091 B~ PFSevents,n (%)  241(75) 258 (80)

12-mo rate:
0.8 1 40.7% HR (95% CI) 0.56 (0.47-0.67)
0.7 4

0.6 T
05- ---- Median PFS (95% Cl)
0.4 N Py, 9.6 mo (7.4-11.2)

s A4.4mo
0.3 o il 5.2 mo (4.2-5.6)
<] Rebecca Dent

0.1+ Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients
)

18-mo rate:
27.5%

w
.
o
‘s
z
o
g
[
o

0 . H (pts) with locally recurrent inoperable or metastatic triple-negative breast
0 3 15

Number at risk Time from randomisation (months)
Data-DXd 323 260 184 150 116 88 59 42 23

ICC 321 194 13 75 46 30 17 13 7

cancer (TNBC) who are not candidates for PD{L)1 inhibitor therapy:

Primary results from the randomised, pha...

PFS by investigator assessment was consistent with PFS by BICR

Rebecca A. Dent — mcongr&ss
2025
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Overall Survival

1.0 190 eaie: DEIGED) G ICC
09+ 75.2% 0S events, n (%) 168(52) 181 (56)
08- 67.8% ;f;“/" I HR (95% CI) 0.79 (0.64-0.98)
0.7 4 e :51j3% P-value 0.0291

0.6 1 :"-.: -..~ W,

05 S—— - Median OS (95% CI)
0.4 PR, Qe 23.7 mo (19.8-25.6
03- R SR 187 mo :16.0-21.8;:|A5°° me

=] Rebecca Dent

0.1+ Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients

w
o
e
z
a
©
8
oo

0 T T T T (pts) with locally recurrent inoperable or metastatic triple-negative breast
0 3 6 9 12 15 18 21 24 cancer (TNBC) who are not candidates for PD{L)1 inhibitor therapy:
Number at risk Time from randomisation (months) Primary results from the randomised, pha...

Data-DXd 323 311 291 272 235 201 157 122 86 64 37
ICC 321 290 268 231 199 158 122 93 70 48 27

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 — mcongress
2025
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PFS by BICR Subgroup Analysis

Events/patients, n
Dato-DXd ICC

All patients 199/323 209/321 0.57 (0.47-0.69)
<65 years 153/245 153/239 0.58 (0.46-0.73)
265 years 46/78 56/82 0.50 (0.34-0.74)
Asian 91/151 90/131 0.47 (0.35-0.64)
Non-Asian 94/151 114/173 0.60 (0.45-0.79)
US, Canada, Europe 791120 701120 0.69 (0.50-0.95)
Other geographic regions 120/203 139/201 0.50 (0.39-0.64)

0 107/195 115/182 0.51 (0.39-0.67)
EREEES 1 92/128 94/139 0.63 (0.47-0.84) Rebecca Dent

De novo 63/109 771110 0.46 (0.32-0.64) Datopotamab deruxtecan (Dato-DXd) vs chemotherapy (CT) in patients
DFI history Prior DFI 0-12 months 44/67 49/66 0.62 (0.41-0.94)
Prior DFI >12 months 92/147 83/145 0.65 (0.48-0.87)
High (CPS 210) 22/34 18/29 0.77 (0.41-1.45)
Low (CPS <10) 176/287 191/291 0.53 (0.43-0.65) Primary reauits from the mndomised, pha.
S - Yes 26/36 19/28 0.39 (0.21-0.74)

No 173/287 190/293 —— 0.56 (0.46-0.70)
Yes 70/93 72/98 © 0.57 (0.40-0.80)
No 129/230 1371223 —_— 0.55 (0.43-0.70)

0.125 0.25 0.50 1.00 2.00
Favours Dato-DXd €—— ~—> Favours ICC

Hazard ratio (95% Cl)

Age at randomisation

Race

Geographic region

(pts) with locally recurrent inoperable or metastatic triple-negative breast

cancer (TNBC) who are not candidates for PD-{L)1 inhibitor therapy:

PD-L1 status

Liver metastases

*Patients with asymptomalic, stable brain melastases were permilted in the study

Rebecca A. Dent mcongress
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OS Subgroup Analysis

Events/patients, n
Dato-DXd ICC

All patients 168/323 181/321 0.79 (0.64-0.98)
<65 years 128/245 132/239 0.80 (0.63-1.02)
265 years 40/78 49/82 0.71 (0.46-1.08)
Asian 76/151 78/131 0.66 (0.48-0.90)
Non-Asian 82/151 98/173 0.87 (0.65-1.17)
US, Canada, Europe! 721120 59/120 1.22 (0.86-1.73)
Other geographic regions 96/203 1221201 0.60 (0.46-0.79)

0 93/195 92/182 0.80 (0.60-1.07)
SOeRa 1 75/128 89/139 0.78 (0.57-1.05) Rebecca Dent

De novo 51/109 63/110 0.67 (046-097) Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients
DFI history Prior DF| 0-12 months 51/67 45/66 1.02 (0.68-1.53)
Prior DFI >12 months 66/147 73/145 0.75 (0.54-1.05)
High (CPS 210) 17/34 18/29 0.77 (0.39-1.50)
Low (CPS <10) 149/287 163/291 0.77 (0.61-0.96) Brimacyireauttalfrom the mrdomised, pha.
Rsliaiesa Yes 21/36 19/28 0.61 (0.33-1.15)

No 147/287 162/293 —— 0.79 (0.63-0.99)
Yes 64/93 66/98 - 0.85 (0.60-1.20)
No 104/230 115/223 —_— 0.74 (0.57-0.97)

0.50 1.00 2.00
Favours Dato-DXd €—— ——> Favours ICC

Hazard ratio (95% Cl)

Age at randomisation

Race

Geographic region

(pts) with locally recurrent inoperable or metastatic triple-negative breast

cancer (TNBC) who are not candidates for PD-(L)1 inhibitor therapy:

PD-L1 status

Liver metastases

*Patients with asymptomalic, stable brain melastases were permitted in the study
'Ad hoc analysis of the US cohort showed comparable OS HR to the ITT population

Rebecca A. Dent mCUHUI’ESS

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

MUNICH AUDITORIUM - CITYCUBE B




08:30-10:00 Proffered paper session 2: Breast cancer, metastatic

CHAIRS: RUPERT BARTSCH, SEOCK-AH IM

Overall Safety Summary

Dato-DXd ICC

Treatment-related AEs, n (%) (n=319) (n=309)

* Median total treatment duration:
— Dato-DXd: 8.5 months (range 0.7-38.0) ADyiace 296 (93) 257 (83)

—1CC: 4.1 months (range 0.1-32.0) Gate ¥ 105(33)  89(29)
Serious TRAEs 29 (9) 26 (8)

Associated with dose interruption 76 (24) 60 (19)

Rebecca Dent

+ Patients with total exposure >12 months:
—Dato-DXd: 35.1%

Datopotamab deruxtecan (Dato-DXd) vs chemotherapy (CT) in patients

Associated with dose reduction 85 (27) 56 (18) i) G el ok Vbl or iaiants Dol egth s et

cancer (TNBC) who are not candidates for PD-(L)1 inhibitor therapy:

Associated with discontinuation 14 (4) 23 (7)

—ICC: 9.4% Primary results from the randomised, pha...

Associated with death 0 0

Despite more than double the median duration of treatment in the Dato-DXd arm, rates of grade 23 and
serious treatment-related AEs were similar, and discontinuations were lower, with Dato-DXd vs ICC
N

Rebecca A. Dent mcongmss
2025
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Most Common Treatment-Related AEs (215% of Patients)

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

Any Grade Grade 23 Any Grade Grade 23
Dry eye* | N ’ 76 (24) 9(3) 0
Stomatitis 182 (57) 27 (9) 0
‘Nausea 142 (45) 53 (17) 2 (<1)
Constipation 72 (23) 31 (10) 0
Vomiting 65 (20) 23(7) 1(<1)
Decreased appetite 49 (15) 20 (6) 1(<1) Rebecca Dent

Neutropenia® 39 (12) 90 (29) 40 (13) uicpolaab deriecan (Hues i) = comekhaeey (1) in patints
Anaemia? 48 (15) 64 (21) 10 (3) e
Leukopenia$ 27 (8) 55 (18) 13 (4)
Peripheral neuropathy! 14 (4) 75 (24) 5(2)
Alopecia 130 (41) 96 (31) 1 (<)l
Fatigue* 101 (32) 8 86 (28) 9(3)

Treatment-related AEs, n (%)

cancer (TNBC) who ere not candidates for PD(L)1 inhibitor therapy:

Primary results from the randomised, pha...

*In the Dato-DXd am\ only, ophthalmologic assessments were requi mcr! evcn 3 cycles while on therapy; this was not required in the ICC am. For all patients in bom arms, ophthalmologic assessments were required at baseline, as clm ically indicated. and at end of therapy

TGrouped term prising pref terms of P and il count di d *Grouped term g preferred terms of h i d , red bleod cell count d d snd ocrit d $Grouped term comprising preferred terms of white
blood coll count decreased and leukopenia 1Grouped term compr ungp referred terms of neuropathy p | heral motor pathy, poly pathy, p h and perip | sensory P "Grouped term comprising preferred terms of fatigue, asthenia, and malaise
"Per Common Terminology Crilena for Adverse Events version 5.0, the maxmum grade for alopecsa is grade 2

Rebecca A. Dent mcungr&ss
2025
"
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Most Common Treatment-Related AEs (215% of Patients)

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

Treatment-related AEs, n (%)

Decreased appetite 49 (15) 1(<1) 20 (6) 1(<1) Rebecca Dent

\1 Neutropeniat 39 (12) 10 (3) 90 (29) 40 (13) Datopotamab deruxtecan (Dato-DXd) va chematherapy (CT) in patients
Anaemia* 48 (15) 6 (2) 64 (21) 10 (3) (pts) with locally recurrent inoperable or metastatic triple-negative breast

cancer (TNBC) who are not candidates for PD-{L)1 inhibitor therapy:

Leukopema’ 27 (8) 3(<1) 55 (18) 13 (4)
Peripheral neuropathy" 14 (4) 0 75 (24) 5(2)
Alopecia 130 (41) 0 96 (31) 1(<1)!
Fatigue 101 (32) 8 (3) 86 (28) 9(3)

Primary results from the randomised, pha...

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

Grouped term pising pref terms of s and i count decreased *Grouped term g preferred terms of h glob ducm sed, red bleod cell count d d and it d $Grouped term comprising preferred terms of white
blood coll count decreased and leukopenia Grouped term 3 ferred terms of pathy p | heral motor pathy, poly pathy, p h and perp | sensory P "Grouped term comprising preforred terms of fatigue, asthenia, and malaise
UPer Common Termanology Critena for Adverse Events version 50!he ||||||||||| grmlelurobpammu:ads2
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Treatment-Related AESIs for Dato-DXd

AESI category, n (%) Dato-DXd (n=319) ICC (n=309) Treatment-related oral mucositis/stomatitis:

RN RS Grade1 Grade2 Grade>3 Grade1 Grade2 Grade =23 JERNUAIIVECENCEREEIEIEICTSEo
interruption, reduction, and discontinuation in

22 (7) 11 (3%), 36 (11%), and 0 patients, respectively

" + Grade 22 events resolved to grade <1
Stomatitis 1223) 83(2) 27(8 19(8) in 103/114 patients (90%) at data cutoff

Ocular surface events®s  76(24) 50(16) 23(7)  9(3) Rebecca Dent

Treatment-related ocular surface events:
Datopotamab deruxtecan (Dato-DXd) vs chemotherapy (CT) in patients

Oral mucositis/stomatitist 78 (24) 87 (27) 27 (8)

Dry eye 51(16) 21(7) 4(1) 6(2)
* In the Dato-DXd arm, events led to dose (a3 1 It et o 5 e et e ol st

Keralitis 72 1(<) interruption, reduction, and discontinuation in e
18 (6%), 14 (4%), and 3 (<1%) patients,
Conjunctivitis 13(4)  1(<1) 0 res:)ecot)i;/ely( o) (<) p Primary results from the randomised, pha..

Adjudicated drug-related ” + Grade 22 events resolved to grade <1
ILD/pneumonitis' Ut St e S I in 49/73 patients (67%) at data cutoff

*Details for preferred terms included d reported in 220 patients in ether am, 1Cx the p terms of ulcer, mouth oral pain, oropharyngeal pain, pharyngeal , and iC the preferred terms of acq comeal dystrophy, blephantis.
conjunctivitis, corneal disorder, comeal epthelium defect, corneal erosion. comeal exfoliation. comeal lesian, comeal toxicity, dellen, dry eye, keratitis, n d, imbal stem cell ib: gland dysfi hy hob {ate keratitis, ulcerative

keratitis, vision blurred, visual acuity reduced, visual impairment, and xerophthalmia fin 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 arms_ ophthaimologic assessments were
, with death d as related (o broast cancer

lung disease and pneumonitis *Grade 5 - this event was ch ised by the i gator as grade 3

required at baseline, as clinically ndﬁnod and at end of therapy YComprising the prefetred terms of i

Rebecca A. Dent mcongmss
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Response by BICR

[ Dato-DXd ICC
A 33.2% (n=323) | (n=321)

I Confirmed objective response, n (%) 202 (62.5) 94 (29.3)
ORR 62.5% Odds ratio (95% Cl) 4.24 (3.03-5.95)

Best confirmed objective response, n (%)
ORR 29 3% Complete response 29 (9.0 8 (2.9)
e Partial response 173 (53.6) 86 (26.8)
PR Stable disease 87 (26.9) 151 (47.0)

Progressive disease 27 (8.4) 52 (16.2)

Dato-DXd e
(n=323) (n=321) Not evaluable 7(22) 24 (7.9)

ES
i
(2]
&
o
o
?
@
e
o

43
-
(&)
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a
o
o
£

=
=
o
(&

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 mcungress
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Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients
(pts) with locally recurrent inoperable or metastatic triple-negative breast
cancer (TNBC) who are not candidates for PD{L)1 inhibitor therapy:

Primary results from the randomised, pha...
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Duration of Response

1.0 T—emey Dato-DXd ICC
0.9 - e Number of responders 202 94
0.8 Progression events, n (%) 112(55) 59 (63)
07

0.6 .
054 - -~ Median DoR (95% Cl)
04 - el 12.3 mo (9.1-15.9)

0.3 4 g OL_p—apo-o-08—E 1.9 mo(56—89) A52mo Rebecca Dent
0.2 1

0.1 = Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients

@
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a
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0 T T T (pts) with locally recurrent inoperable or metastatic triple-negative breast

0 3 6 9 12 15 18 21 24 cancer (TNBC) who are not candidates for PD-(L)1 inhibitor therapy:
Number at risk Time from first confirmed response (months) Primary results from the randomised, pha...
Dato-DXd 202 181 139 101 74 56 41 25 19
ICC 94 76 40 24 15 9 7 2 2

With Dato-DXd, median duration of response was >1 year
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ORR by BICR Subgroup Analysis

Confirmed objective response, %
Dato-DXd ICC

All patients 62.5 293 4.24 (3.03-5.95)
<65 years 60.8 26.4 4.34 (2.95-6.38)
265 years 67.9 37.8 3.49 (1.82-6.70)
Asian 70.9 33.6 4.81 (2.90-7.96)
Non-Asian 55.6 26.6 3.46 (2.17-5.51)
US, Canada, Europe 53.3 225 3.94 (2.25-6.88)
Other geographic regions 68.0 333 4.25 (2.80-6.44)

0 63.6 31.3 3.83 (2.50-5.88)
EQUe =2 1 60.9 26.6 4.30 (2.56-7.21) Rebecca Dent

De novo 68.8 30.9 493 (278—874) Datopotamab deruxtecan (Dato-DXd) vs chemotherapy (CT) in patients
DFI history Prior DFI 0-12 months 38.8 16.7 317 (1.41-7.15)
Prior DFI >12 months 68.7 33.8 4.30 (2.64-7.02)
High (CPS 210) 67.6 345 3.97 (1.39-11.35)
Low (CPS <10) 62.4 285 4.15 (2.93-5.89) Primacy reautta from theimndomised pha:
- Yes 61.1 17.9 7.23 (2.23-23.44)

No 62.7 30.4 —— 3.86 (2.73-5.45)

Yes 57.0 245 4.09 (2.20-7.57)
Liver metaniunse No 64.8 314 ——— 4.02 (2.72-5.95)

0.50 1.00 2.00 4.00 8.00
Favours ICC €—— ——> Favours Dato-DXd

Odds ratio (95% Cl)

Age at randomisation

Race

Geographic region

(pts) with locally recurrent inoperable or metastatic triple-negative breast

cancer (TNBC) who are not candidates for PD-(L)1 inhibitor therapy:

PD-L1 status

*Patients with asymptomalic, slubtg brain melastases were permitted in the study
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Conclusions

* TROPION-Breast02 met both dual primary endpoints:
first-line Dato-DXd demonstrated statistically significant and
clinically meaningful improvement in OS and PFS over ICC
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Primary results from the randomised, pha...




08:30-10:00 Proffered paper session 2: Breast cancer, metastatic

CHAIRS: RUPERT BARTSCH, SEOCK-AH IM

Conclusions

TROF’ION-BreastOZ met both dual p.rir_nary erldpoints: TROPION-Breast02
first-line Dato-DXd demonstrated statistically significant and enrolled patients who -
clinically meaningful improvement in OS and PFS over ICC are representative of the

— OSHR0.79 (95%’ Cl 064_098) P=0.0291 real-world TNBC population, including

those often excluded from clinical

— PFS by BICR HR 0.57 (95% CI 0.47-0.69): P<0.0001 trials (€.g. 15% had DFI 0-6 months)
— 25-month improvement in both median OS and PFS . , Rebecca Dent

Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients

(pts) with locally recurrent inoperable or metastatic triple-negative breast
cancer (TNBC) who are not candidates for PD{L)1 inhibitor therapy:

Primary results from the randomised, pha...
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Conclusions

* TROPION-Breast02 met both dual primary endpoints: e

first-line Dato-DXd demonstrated statistically significant and enrolled patients who il
clinically meaningful improvement in OS and PFS over ICC are representative of the
— OS HR 0.79 (95% CI 0.64-0.98); P=0.0291 real-world TNBC population, including

those often excluded from clinical

— PFS by BICR HR 0.57 (95% CI 0.47-0.69); P<0.0001 trials (e.g. 15% had DF| 0-6 months)
— 25-month improvement in both median OS and PFS

TROPION-Breast02

* The Dato-DXd safety profile was manageable and generally consistent with the known profile

— Despite more than double the median duration of treatment, rates of grade 23 and serious TRAEs
were similar, and discontinuations were lower, with Dato-DXd vs ICC
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Datopotamab deruxtecan (Dato-DXd) va chemotherapy (CT) in patients
(pts) with locally recurrent inoperable or metastatic triple-negative breast
cancer (TNBC) who are not candidates for PD-(L)1 inhibitor therapy:

Primary results from the randomised, pha...
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Conclusions

. TROEION-BreastO2 met both dual primary epdpoints: TROPION-Breast0?
first-line Dato-DXd demonstrated statistically significant and enrolled patients who i
clinically meaningful improvement in OS and PFS over ICC are representative of the

— OSHRO0.79 (950/0 Cl 064—098) P=0.0291 real-world TNBC population, including

those often excluded from clinical

— PFS by BICR HR 0.57 (95% CI 0.47-0.69); P<0.0001 _ trials (e.g. 15% had DFI 0-6 months)

— 25-month improvement in both median OS and PFS Rebecca Dent

Datopotamab deruxtecan (Dato-DXd) vs chemotherapy (CT) in patients

The Dato-DXd safety profile was manageable and generally consistent with the known profile

— Despite more than double the median duration of treatment, rates of grade 23 and serious TRAEs S INEC) it ik e R 1 e e
were similar, and discontinuations were lower, with Dato-DXd vs ICC o s

(pts) with locally recurrent inoperable or metastatic triple-negative breast

TROPION-Breast02 results support Dato-DXd as the new first-line standard of care for patients
with locally recurrent inoperable or metastatic TNBC for whom immunotherapy is not an option
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