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Methods
- Study design Figure 1. TROPION-PanTumor01 study design
Dato pOta ma b de ru Xte Ca n I n adva n ce dl « TROPION-PanTumor01 (NCT03401385) is an ongoing phase 1, multicenter, open- Endpoints
- - label, 2-part dose-escalation and -expansion study evaluating Dato-DXd in Key inclusion criteria (urothelial cancer cohort) —p— -
m etaStatl C u rOth el Ial Ca n Ce r' Res u Its fro m patients with previously treated advanced solid tumors, including urothelial cancer - Adults (aged =18 years) with unresectable advanced/ Primary: Safety and tolerability
. (renal pelvis, ureters, urinary bladder, and urethra) metastatic urothelial carcinoma (including renal pelvis, ureter, urinary Secondary:
_ _ _ _ _ bladder, and urethra) of transitional cell and mixed transitional/non- . ORR*
th e p h ase 1 T RO P I 0 N _Pa nTu m o ro 1 Stu dy » The study design for this patient cohort is shown in Figure 1 transitional cell histologies > R
- The response evaluable population in this ongoing study included patients who ? [PhEovs WEetyen eitn =1 [ne ©F ey nalrelng Fmiie ez . DCR*
received at least one dose of Dato-DXd and had tumor assessments at both * No prior treatment with DXd ADC . PES*

Aaron Lisberg,’? Alexandra Drakaki,’® Funda Meric-Bernstam,? Omar Alhalabi,* Takahiro Kojima,* baseline and post-baseline; patients who discontinued Dato-DXd and had baseline * ECOG PS 0-1

*Evaluated via BICR per RECIST 1.1.

Manabu Kato,* Alexander Spira,®” Mohamad A. Salkeni,®> Rebecca Heist,® Xin Gao,° Manali Bhave,’ tumor assessment but lacked post-baseline assessment were also included Total planned patient number = 40
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(A) B Prior enfortumab vedotin + prior chemotherapy (B) — Prior enfortumab vedotin + prior chemotherapy
L . _ 1007 M Prior enfortumab vedotin + no prior chemotherapy 1007 — Prior enfortumab vedotin + no prior chemotherapy
n n Characteristic All patlents (N_33) 80 - No prior enfortumab vedotin + prior chemotherapy 80 - No prior enfortumab vedotin + prior chemotherapy
ObjeCtlve Age, median (range), years 67 (46-83) ) )
. : . : : : o 60 o
- To assess the safety, tolerability, and antitumor activity of Dato-DXd 6 mg/kg in patients with Female, n (%) 7 (21) g £
advanced/metastatic urothelial cancer treated with =1 prior line of therapy (including a checkpoint inhibitor) in ECOG PS, n (%) % < 407 g e
the advanced setting 0 18 (55) So S E
1 15 (46) g > Z =
Conclusions Site, n (%) ;8 5 3
. : : : USA 21 (64
* In this interim analysis of the ongoing Phase 1 TROPION-PanTumor01 study, Dato-DXd demonstrated P 12 E36; 'GE, § E §
encouraging antitumor activity and a manageable safety profile in patients with pretreated advanced/metastatic — = - _ _ _ o =
thelial Number of prior lines of therapy, n (%)? © —60 - Patients with tumor burden reduction: ©
uroinelial cancer 1 1(3) 6 _g0- 82% (18/22 patients) 5
» Confirmed ORR was 19.2% ([95% CI, 6.6—39.4]1 CR and 4 PR) in all response-evaluable patients 5 6 (18)
regardless of follow-up time and 22.7% (95% CI 7.8—45.4) in patients with at least 2 post-baseline tumor >3 25 (76) —100- —100-
= 1.2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
assessments : :
_ _ _ Prior systemic treatment, n (%) 322 (97) Month
- Tumor burden reduction was observed in 82% of evaluable patients Immune checkpoint inhibitors 31 (94) Safety onths
« TEAEs were primarily grade 1 or 2; stomatitis, nausea, and fatigue were the most frequently reported Platinum-based chemotherapy 27 (82)
» Enrollment in this cohort is now complete, and updated efficacy and safety data will be presented at a future Taxanes 5 (15)
meeting Enfortumab vedotin 26 (79) TEAE, n (%) All patients (N=33) Stomatitis 6
: : : T : : : : ; H ; 0
 Dato-DXd is being further evaluated as a monotherapy and in combination in patients with urothelial cancer in History of brain metastasis, n (%) TEAEs Nausea
the phase 1/2 TROPION-PanTumor02 (NCT05460273) and the phase 2 TROPION-PanTumor03 Yes 1(3) Arc‘;/ ggadf?) ;”f (23,)
(NCT05489211) studies’:# No 31(94) rade (33) Fatigue
aData for one patient was missing at DCO. The maximum number of prior therapies was 6. Drug_related 29 (88) )
Grade 23 3 (9) Decreased appetite
« At data cut-off (DCO, September 14, 2023), thirty-three patients were enrolled Serious TEAEs Alopecia
and treated with Dato-DXd 6 mg/kg Q3W (Table 1) Any grade 7 (21)
Introduction _ _ » Sixteen (49%) patients had treatment ongoing, and 17 (52%) patients had Grade 23 6 (18) Constipation
| | Dat_o'DXd- Humanized discontinued, primarily due to disease progression DIUEE 1 0 Cough
* Dato-DXd is an ADC.composed of a TROPZ-dlrecfted anti-TROP2 IgG1 mAb + The median study duration was 9.0 (range, 0—21) months and the median Dose adjustments due to TEAEs W B Grade 1
lgG1 monoclonal antibody covalently linked to a highly - ~ Dose reduction 5 (15) g Grade 2
. . Y . treatment duration was 2.8 (range, 0.7-12.8) months Dose interruption 9 (27) Grade 3
potent cytotoxic topoisomerase | inhibitor payload via a pton Diarrhea
lasma-stable, tumor-selective, tetrapeptide-based f- Efficacy Treatment discontinuation 2(6) ' '
D kor] ’ Pep TEAEs associated with death 0 40 60
cleavable linker PYY 4 Patients, %
L \ %L / « Any grade and grade =23 TEAEs were observed in 30 (91%) and 11 (33%) | _ ’
In the Ph.ase 1 TROPION-PanTumorO1 StUdy, Dato-DXd - | [ Vo All response-evaluable Patients with 2 post- patients, respectively (Table 3) Owing to rounding, summed rates may not reflect total percentage of TEAEs.
has previously shown enco-uragllng antl’Fumor activity and a - ’ Response, n (%) patients (N=26)2 baseline scans (N=22) « No TEAEs associated with death were observed * The most common TEAEs were stomatitis (55%), nausea (30%), and fatigue
+ - : . 0 '
manageaple safety.proflle in patients with HR+/HER2- breast u ]«_ ORR (confirmed) 5(19.2) 5 (22.7) - Drug-related TEAEs of any grade and grade >3 occurred in 29 (88%) and (30%) (Figure 3) 3 |
cancer, triple-negative breast cancer, and advanced/ Deruxtecan (95% ClI) (6.6, 39.4) (7.8, 45.4) 3 (9%) patients « The most common grade 23 TEAEs were stomatitis (6%) and diarrhea (3%)
" 2-4 ..
metastatic NSCLC | ICDJ:: i (13-84)r 41 (148-52) - No drug-related serious TEAEs were reported - The majority of TEAEs were grade 1-2; no grade 4 or 5 TEAEs were reported
Dato-DXd demonstrated significant improvements in PFS (154) (18.2) * Nine (27%) patients had a TEAE associated with dose interruption and * 61% of patients experienced an AESI, the majority of which were grade 1-2
vs SOC in two Phase 3 trials: Non-CR/non-PD 1(3.8) 1(4.9) 5 (15%) patients had a TEAE associated with dose reduction (Table 4)
; SD 15 (67.7) 11 (50.0)
« TROPION-Lung01 (NCT04656652) met the primary DCR 21 (80.8) 17(77.3)
endpoint of PFS, showing significant improvement Cleavable Topo-l inhibitor (95% ClI) (60.6, 93.4) (54.6, 92.2) AESIs AESIs leading to:
vs docetaxel in patients with previously-treated tetrapeptide-based linker payload (DXd) PD 3 (11.5) 3 (13.6) Dose Dose | Treatment
5
advanced NSCLC NE 2(7.7) 2(9.1)° n (%) Any grade Grade 1 Grade 2 Grade 3° reduction interruption discontinuation
« TROPION-Breast01 (NCT05104866) met the primary endpoint of PFS, showing a7 platiirlwts withlcn:_t tunr;gr ?ss?ssrgen;_at bats_elint; atndofort a ptost-btase][ine v2vere excluded flron) thle éengsslzec_j t Oral mucositis/stomatitis? 18 (55) 12 (36) 4 (12) 2 (6) 1(3) 1(3) 0
iqnificant improvement vs investigator’s choice of chemotherap in patients with evaluable population. *Patients who discontinued study treatment before 2 scans were also included. ue to
Slgm. | P - HR ?HERZ 6 y no adequate post-baseline tumor assessment. Ocular surface eventsP 5 (15) 3 (9) 2 (6) 0 1(3) 2 (6) 0
+ -
previously treated metastatic breast cancer « The abstract (ASCO GU 2024, abstract #603), presented efficacy from IRR 2 (6) 1(3) 1(3) 0 0 1(3) 0
« Here, we present the first interim results from patients with advanced/metastatic urothelial 18 patients who were enrolled and response-evaluable at the May 18, 2023, Adjudicated drug-related ILD® 1(3) 0 1(3) 0 0 1°(3) 0
- - - ' I o o . I aEvents included the selecte s oral mucositis/stomatitis, oropharyngeal pain, mouth ulceration, odynophagia, dysphagia, oral pain, glossitis, pharyngeal inflammation, a ous ulcer, and oral mucosa erosion. °Ocular surface events included selecte s from the corneal disorder an
cancer In thIS aCtlver enro”'”g COhort Of TROPION_PanTumorO1 DCO Conflrmed ORR was 278 A) (95 A) Cl’ 97_535’ 5/1 8 patlentS) sE_Iectted relle\(/jar?ttI:r’ITs_frlon":[tr?el_De-l;/e dislorder S(t)C/ ‘t:ILD itntclL,Jdespehve%tsgthalltpwer,e adjutgic;ted :tas II,_Dde}llndrﬁgla%ed Snyugg o?‘ D’ato-IIZ)F))(d (’ingclludets c’:apshes):)fgpotlenégl ILD/;t)ne’umpc:]r:ir’:is basled <,)n I\ﬁedDIRA v26.0 for the na(r)rovJILD gMQ, sele::ted tler?n;jfrorln tLedbljgadflLD tShMQ, and IPde o?ressp'i\fac’soryd
- At the September 14, 2023, DCO presented in this poster, among fallure and acute respiratory faiure).
26 response-evaluable patients (regardless of follow-up time), the contirmed Fcif?r?)ntc?/\?/c Ther. 2021;20:2329-40; 2. Shimizu T, et al. J Clin Oncol. 2023;41:4678-87; 3. Meric-Bernstam F, et al. Presented at SABCS 2022, December 6-10, 2022; 4. Bardia A, et al. Presented at SABCS 2022, December 6-10, 2022; 5. Ahn M, et al. Presented at ESMO 2023
ORR was 19.2% (95% CI, 6.6—39.4; Table 2) Sotolfé:r)rg%géii)'zs;oe. Bardia A of al, Prasented at ESMO 2023, October 20-24, 2023 7. ClincialTrials gov. Available at. hitps.//clinicaltrials. gov/study/NGT05460273. Accessed November 8 2023, 8. ClinicalTrials.gov. Available at. hitps/clinicaltrials. gov/study/NGT05489211. Accessed ’
Please scan this quick response (QR) code with your smartphone camera or app to obtain a copy * Duraﬁon of response ranged from 2.6 to 10.1+ months (+ indicates Abbreviations
Plain of the plain Ianguage summary. AItematiVGlYa please click on the link below. Ong()'ng treatment at DCO) ADC, antibody-drug conjugate; AESI, adverse evgnt of special interest; BICR, blinded independent gentral review; ClI, confiQence interval; CR, co_mplet.e response; Dato-DXd, datopotama_lb deruxtecan; DCO, Fiatg cut-off; DCR, disease con’FroI rate; DoR, durati_on of response; ECOG PS, Eastern_
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mm i issi i . . adverse event; Topo-I, topoisomerase I; , trophoblast cell-surface antigen 2.
su ary  and may not be reproduced without permission from the authors of this poster. >6 months oer Kaplan-Meler estimate Funding p p p g
® Among 22 patientS W|th at IeaSt 2 pOSt-baseline tU Mmor assessments, ORR This study is sponsored by Daiichi Sankyo, Inc. In July 2020, Daiichi Sankyo entered into a global development and commercialization collaboration agreement with AstraZeneca for datopotamab deruxtecan (Dato-DXd).
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