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Introduction

First-line datopotamab deruxtecan (Dato-DXd) \AS » The phase 3 TROPION-Breast02 study « Full details of the study design (Figure 1) and
(NCT05374512) met both dual primary primary results have been published previously.’

Key toxicity management guidelines for patients receiving Dato-DXd
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* At DCO (25 August 2025), 319 patients had received Dato-DXd « In the Dato-DXd arm, treatment-related ocular surface events were reported in 149 patients (47%)' (Figure 3), and treatment-related oral mucositis/stomatitis in 192 patients (60%)" (Figure 4).

Objective and 309 had received ICC.

 Adjudicated drug-related ILD/pneumonitis was reported in 9 patients (2.8%) in the Dato-DXd arm — grade 1 in 1 patient (0.3%), grade 2 in 7 patients (2.2%), and grade 5 in 1 patient (0.3%)."

« To provide dc_atalls of the safety profile of Dgto_—DXd in the TROPIQN-BreastQZ study, including analyses of N » Median total treatment duration (range) was 8.5 months — The grade 5 event was characterized by the investigator as grade 3 pneumonitis, with death assessed as related to breast cancer.
exposure-adjusted safety and AEs of special interest (oral mucositis/stomatitis; ocular surface events; ILD/pneumonitis). (0.7-38.0) in the Dato-DXd arm and 4.1 months (0.1-32.0) in — Median time to onset was 259 days; 4/9 events had resolved at DCO, with median time to resolution of 112.5 days; events led to treatment discontinuation in 3 patients (0.9%).
Conclusions the ICC arm. 35.1% of patients in the Dato-DXd arm vs 9.4% in
, , , the ICC arm had total exposure >12 months. Figure 3. Treatment-related ocular surface events* (A) by CTCAE grade and (B) by corneal toxicity severity grade
* In TROPION-Breast02, patients were on treatment for more than twice as long in the Dato-DXd vs ICC arm. Absolute
incidence rates of grade =3 and serious TRAEs were similar, and discontinuations were lower, with Dato-DXd vs ICC; Absolute and exposure-adjusted incidence of TRAEs (A) Proferred t 515 patient ) The corneal toxicity severity (CTS) grading scale replaces
exposure-adjusted rates of TRAEs were lower with Dato-DXd vs ICC. . - - - - referred terms in patients mGr4 mGr3mGr2O0Gr1 ::No event | : _ ) .
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Treatment-related AESIs with Dato-DXd were mainly grade 1/2 and rarely led to treatment discontinuation, and grade 23 the Dato-DXd arm, absolute incidence rates of grade 23 TRAEs otal ocularsurfaceevents g | 4rh ] 5 guidelines for cornea-related or visual acuity-related
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Why did we perform this research? Figure 2. (A) Absolute incidence rates of TRAEs and Patients (%) | | or more loss in best corrected distance visual acuity:
» Datopotamab deruxtecan (Dato-DXd) is a type of drug called an “antibody-drug conjugate” that consists of an antibody (Dato) and Bg ) diusted incid t f TRAE — 18% Gr 1 obtain ophthalmolqgic.assessment; delay dose until resolved to
an anticancer drug (DXd), joined via a linker. (B) exposure-adjusted incidence rates o 2 % Median time to onset: 77.5 days v Grade 22 events resolved to 20 1 ol grade <1, then maintain dose
The TROPION-Breast02 study looked at how well Dato-DXd worked, compared with chemotherapy, as initial (first-line) treatment (A) Absolute incidence rates (%) grade <1 at DCO: 49/73 (67%) 8% Gr 2
for people with triple-negative breast cancer (TNBC), with a tumor that had grown back in the same place that it started (locally DCO is a snapshot in time: 45 patients remained 40 G3 Corneal ulcer or stromal opacity, or best
recurrent) and could not be operated on (inoperable), or that had spread from its original site (metastatic), and for whom 0 20 40 60 80 100 Events leading to treatment on Dato-DXd treatment at the time of DCO 0 D t Xd corrected distance visual acuity 20/200 or worse:
immunotherapy (treatment that helps the immune system kill cancer cells) was not an option. ' ' ' : ' . : : i N . ato- : : : ]
Py ( bsthe ysrerm ) . P : o : 93 discontinuation: 3 patients (0.9%) Median time to resolutiont: 64 days - obtain ophthalmologic assessment; delay dose until resolved
In TROPION-Breast02, people who received Dato-DXd lived longer overall, and lived longer without their disease growing, Any-grade TRAEs n=319 <
di i 4 with e wh ved ch h to grade <1, then reduce dose
spreading, or getting worse, compared with people who received chemotherapy.
p. 9 . g. g P p. P . . Py . *Comprising the preferred terms of acquired corneal dystrophy, blepharitis, conjunctivitis, corneal disorder, corneal epithelium defect, corneal erosion, corneal 149 patients had treatment-related ocular surface events. Among 76 patients with CTCAE gr 1 events, 37 had CTS gr 1 events, 3 had CTS gr 2 events, and 36 had
* This analyS|S aimed to understand more details of the side effects seen with Dato-DXd in TROPION-Breast02. Grade >3 TRAES exfoliation, corneal lesion, corneal toxicity, dellen, dry eye, keratitis, keratopathy, lacrimation increased, limbal stem cell deficiency, meibomian gland dysfunction, no event per CTS; among 50 patients with CTCAE gr 2 events, 17 had CTS gr 1 events, 15 had CTS gr 2 events, and 18 had no event per CTS; among 20 patients with
How did we perform this research? = photophobia, punctate keratitis, ulcerative keratitis, vision blurred, visual acuity reduced, visual impairment, and xerophthalmia. CTCAE gr 3 events, 2 had CTS gr 1 events, 8 had CTS gr 2 events, 9 had CTS gr 3 events, and 1 had no event per CTS; among 3 patients with CTCAE gr 4 events,
’ TResolution of events may only have been captured at a scheduled visit, which took place every 3 weeks for patients in the Dato-DXd arm. all 3 had CTS gr 3 events. For patients with treatment-related ocular surface events with a CTCAE grade but no CTS grade, management was based on CTCAE grade.
» The number of people with side effects was divided by the total time on treatment then multiplied by 100 to calculate Seri TRAE
oXPos ure'a.d justed incidence .rat(.as' : : " . : : eriots y Figure 4. Treatment-related oral mucositis/stomatitis* by CTCAE grade Abbreviations
» Details of side effects of special interest to researchers were assessed, including oral mucositis/stomatitis (sores or inflammation ] _ - _ . . .
in the mouth), ocular surface events (side effects that affect or damage the surface of the eye), and interstitial lung disease (ILD)/ TRAEs associated AEs, adverse events; AESIS, adverse events of special interest; BICR, blinded independent central review;
In oo . ) g Ye), g . . . . 100 9oL —_ Cl, confidence interval; CPS, combined positive score; CTCAE, Common Terminology Criteria for Adverse
pneumonitis (inflammation or scarring of the lung). with discontinuation i i amia Median ti t t 26 d Events; CTS, corneal toxicity severity; D, days; Dato-DXd, datopotamab deruxtecan; DCO, data cutoff; DFI,
What were the findings of this research? TRAEs associated Dato-DXd (n=319) ! ! % €dian ime to onset. ays dCisease-free ionterval; DgR, duratii-?n of response; EAIR, exposure-adjusted incidggce rate; ECOG PS, Eas’;ern
. . _ . : ) - = | 0 ' ooperative Oncology Group performance status; gr, grade; HR, hazard ratio; ICC, investigator’s choice o
Pe_0p|e given Dat_o DXd stayed on treatment for over twice as |0n$_3 as people given ChemOth?rapy (8.5 vs 4.1 months), a_nd when with death I ICC (n=309) 80 40% . Absent chemotherapy; ILD, interstitial lung disease; IV, intravenously; ORR, objective response rate; OS, overall
adjusted for the time on treatment, the rates of side effects, and side effects that led to stopping treatment, were lower with ‘No event ! _ survival; PD-L1, programmed cell death ligand-1; PFS, progression-free survival: QXW, every X weeks;
Dato-DXd compared with chemotherapy. _ ! : Events leading to treatment RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; TNBC, triple-negative breast cancer;
« Treatment-related side effects of special interest with Dato-DXd were mainly mild or moderate, rarely led to stopping treatment, and (B) EAIR (per 100 patient years) 9 ! discontinuation: 0 patients TRAEs, treatment-related adverse events.
moderate or severe events had mostly reduced to mild severity or completely disappeared at the time of analysis. 0 50 100 150 200 £ 60 4, =
L . " L. . : Acknowledgments
What are the implications of this research? ' ' ' ' - Clinically mild/asymptomatic: : _— ,
) . . ) ) 104 c 24% Gr 1| . . . . TROPION-Breast02 (NCT05374512) is sponsored by AstraZeneca. In July 2020, Daiichi-Sankyo entered into
* These data on side effects support the use of Dato-DXd as a new first-line treatment for people with locally recurrent inoperable or Any-grade TRAEs 2 malntanj dose; F’pt'_m'ze prophylactic and v Grade =2 events resolved a global development and commercialization collaboration with AstraZeneca for datopotamab deruxtecan
metastatic TNBC for whom immunotherapy is not an option. 176 ® 40 - supportive medications to grade <1 at DCO: (Dato-DXd). Medical writing support for the development of this poster, under the direction of the authors, was
o = o ’ provided by Helen Kitchen of Ashfield MedComms (Macclesfield, UK), an Inizio Company, in accordance with
Grade 23 TRAEs CIinicaIIy sym ptomatiC' 103/114 (90 /0) Good Publication Practice (GPP) guidelines (http://www.ismpp.org/gpp-2022), and funded by AstraZeneca.
e e Smorehens cameracr 39 o cain oy of 20 @I Gr2| - oimize prohyacicisupportive medicaions; | 205,33, 7azeetinimes 4 paerts s Disclosures
this poster. Alternatively, please use the link below. i i i
h p.// it IV/4986SFT P Serious TRAEs consider dose delay or reduction Median time to resolutiont: Dr Traina has acted as a consultant or advisor for AstraZeneca, bioTheranos, Daiichi Sankyo, Exact Sciences,
Poster ttps://bit.ly/4986 = ini it . GE Healthcare, Genentech/Roche, Gilead Sciences, GlaxoSmithKline, G1 Therapeutics, Hengrui Pharmaceutical,
. 0 Clinically symptomatic:
Copies of this poster obtained through this QR code are for personal use only and may not be TRAEs associated 0 8% Gr 3 } delav d th ith fimi dicat 40.5 days Merck, Novartis, Stemline Therapeutics, and TerSera Therapeutics, and has received research funding (to
reproduced without permission from the authors of this poster. with discontinuation Dato-DXd theeiym:ii?éin nge(; ;rlgfng?jllizt?;ﬁslgﬁézgz institution) from Astellas, AstraZeneca, Ayala Pharmaceuticals, Daiichi Sankyo, Genentech/Roche, and Pfizer.
Corresponding author email address: trainat@mskcc.org TRAEs associated Dato-DXd (n=319) n=319 optimized, reduce dose Reference
Corresponding author Twitter handle: @MSKCancerCenter Wlth death I ICC (n=309) *Comprising the preferred terms of aphthous ulcer, mouth ulceration, oral pain, oropharyngeal pain, pharyngeal inflammation, and stomatitis. 1. DentRA, etal. Oral presentation at ESMO 2025 Congress; Abstract LBA21.

Poster presented at San Antonio Breast Cancer Symposium (SABCS) 2025; San Antonio, TX, USA; 9—12 December 2025 tResolution of events may only have been captured at a scheduled visit, which took place every 3 weeks for patients in the Dato-DXd arm. 2. Heist RS, et al. Cancer Treat Rev 2024:125:102720.



https://bit.ly/4986SFT

	Slide 1

