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Background

• Both 1L and 2L treatment for la/m UC have evolved; however, a need for novel therapies remains1–3

• Dato-DXd, a TROP2-directed ADC, is approved for the treatment of HR+/HER2- advanced breast cancer and recently 

received accelerated approved in the US for the treatment of la/m EGFR-mutated lung cancer4–6

– Dato-DXd has also demonstrated antitumour activity in patients with heavily pre-treated la/m UC7,8

• Rilvegostomig, an Fc-reduced, monovalent, bispecific IgG1 antibody against PD-1 and TIGIT receptors,a has 

demonstrated enhanced activity in freshly isolated NSCLC tumours compared with anti–PD-L1 or anti–TIGIT 

treatment (alone or in combination) and also showed encouraging efficacy in patients with advanced or metastatic 

NSCLC9,10

• Combining ICIs with therapies with broad antitumour activity, such as ADCs, has shown improved clinical efficacy in 

patients with la/m UC11

• Here, we present initial results from patients with la/m UC who received Dato-DXd + rilvegostomig in the phase 2 

TROPION-PanTumor03 study (NCT05489211) 
aThe anti-TIGIT component of rilvegostomig is derived from COM902 developed by Compugen Ltd.

1L, first line; 2L, second line; ADC, antibody-drug conjugate; Dato-DXd, datopotamab deruxtecan; EGFR, epidermal growth factor receptor; EMA, European Medicines Agency; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; ICI, 

immune checkpoint inhibitor; la/m, locally advanced or metastatic; NSCLC, non-small cell lung cancer; PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1; TIGIT, T cell immunoreceptor with Ig and ITIM domains; TROP2, trophoblast cell-

surface antigen 2; UC, urothelial cancer; US, United States.

1. Powles T, et al. Ann Oncol 2024;35:485-90; 2. Koshkin VS, et al. Trans Androl Urol 2021;10:4022-35; 3. Vlachou E, et al. Clin Med Insights Oncol 2024;18:11795549241290787; 4. Okajima D, et al. Mol Cancer Ther 2021;20:2329-40; 5. US Food and Drug 

Administration. DATROWAY®. Highlights of prescribing information. Available at: https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/761464s000lbl.pdf. Accessed 16 September 2025; 6. EMA. DATROWAY Summary of Product Characteristics. Available 

at: https://www.ema.europa.eu/en/documents/product-information/datroway-epar-product-information_en.pdf. Accessed 16 September 2025; 7. Lisberg A, et al. J Clin Oncol 2024;42(4_suppl):abstract 603; 8. Meric-Bernstam F, et al. J Clin Oncol 

2025;43(5_suppl);abstract 663; 9. Ratiu J, et al. Abstract OA03.03. Presented at the 2025 World Conference on Lung Cancer; 10. Hilterman TJN, et al. J Thoracic Oncol 2024;19(suppl):abstract OA11.03; 11. Powles T, et al. N Engl J Med 2024;390:875-88.



TROPION-PanTumor03 Study Design
Phase 2, open-label study evaluating Dato-DXd ± various anticancer agents across several tumour types

• Here, we present initial results of Dato-DXd + rilvegostomig in patients with la/m UC (cohort 6B)

aTransitional cell or mixed transitional/non-transitional cell histologies of the urothelium, including the renal pelvis, ureters, urinary urothelial, and urethra; bProgression >12 months after platinum-based neoadjuvant or adjuvant therapy was allowed; cPatients who 

progressed <12 months after platinum-based neoadjuvant or adjuvant therapy were eligible; patients who progressed >12 months after platinum-based neoadjuvant or adjuvant therapy should have received one line of platinum-based chemotherapy in the la/m 

setting; dPatients received treatment until they met one of the discontinuation criteria, including: disease progression, unacceptable toxicity, withdrawal of consent, or study termination. Per protocol, a daily oral care plan was provided to all patients prior to 

initiation of Dato-DXd; the use of a steroid-containing mouthwash for stomatitis prophylaxis was highly recommended. Patients were also advised to use artificial tears and to avoid use of contact lenses as a preventative measure for ocular surface events.

CrCl, creatinine clearance; CTLA4, cytotoxic T-lymphocyte-associated protein 4; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; IV, intravenous; NCI CTCAE, National Cancer Institute 

Common Terminology Criteria for Adverse Events; ORR, objective response rate; PFS, progression-free survival; Q3W, every 3 weeks; RECIST v1.1, Response Evaluable Criteria in Solid Tumours version 1.1.

Endpoints
Primary

• ORR (by investigator, per RECIST v1.1)

• Safety and tolerability

Secondary

• DCR, DoR and PFS (by investigator, per RECIST v1.1)

• Histologically confirmed unresectable, la/m UCa

• No prior anti-PD-(L)1, anti-CTLA-4, anti-TIGIT, enfortumab vedotin, 

or TROP2-targeted or deruxtecan-based ADCs

Either 1L cisplatin-ineligible

• No prior systemic therapy in the la/m settingb

• Cisplatin-ineligible (investigator’s opinion) and met one of the following:
– ECOG PS 0–2

– CrCl ≥30mL/min but ≤ 60 mL/min

– NCI CTCAE v5.0 grade ≥2 hearing loss

– NCI CTCAE v5.0 grade ≥2 peripheral neuropathy

Or 2L platinum-treated

• Previously treated with platinum-based chemotherapy in the la/m settingc

• ECOG PS 0 or 1

NCT05489211. Data cut-off: June 27, 2025

Key eligibility

Dato-DXd

6 mg/kg IV Q3W

+

Rilvegostomig 

750 mg Q3Wd

N=40



Baseline Characteristics and Demographics

aFollowing data cutoff, 5 and 17 patients were categorised as stage III and IV, respectively; bPatients whose disease progressed <12 months after platinum-based neoadjuvant or adjuvant therapy are counted as a line of therapy;
c One patients received carboplatin administered as 2L treatment; dTwo patients switched from cisplatin to carboplatin due to toxicity; eTwo patients received adjuvant chemoradiotherapy with cisplatin. 

AJCC, American Joint Committee on Cancer.

1L cisplatin-ineligible (N=22) 2L (N=18)

Age, median (range), years 71 (53–85) 66 (56–78)

Sex, n (%)

Male

Female
17 (77.3)

5 (22.7)

15 (83.3)

3 (16.7)

ECOG PS, n (%)

0

1
17 (77.3)

5 (22.7)

13 (72.2)

5 (27.8)

AJCC stage, n (%)

III

IV
3 (13.6)a

19 (86.4)a

2 (11.1)

16 (88.9)

Previous lines of therapy, n (%)

No prior treatment

Adjuvant/neoadjuvantb

1L

2L+

19 (86.4)

3 (13.6)

0

0

0

6 (33.3)

11 (61.1)

1 (5.6)c

Prior therapy, n (%)

Radiotherapy

Chemotherapy

Carboplatin

Cisplatin

0

0

3 (13.6)

2 (11.1)e

5 (27.8)c,d

16 (88.9)e



Objective Response Rate and Duration of Response (Investigator Assessed)

*A value of 20% is imputed as patient has no post-baseline assessment and died less than 13 weeks after first dose.
aDefined as the percentage of patients who achieved a CR or PR in the first 13 weeks or who had SD for at least 11 weeks after start of treatment per RECIST 1.1 as assessed by the investigator. 

BOR, best overall response; CI, confidence interval; CR, complete response; NC, not calculable; PD, progressive disease; PR, partial response; SD, stable disease.

2L (N=18)
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1L cisplatin-ineligible 

(N=22)

Confirmed ORR, % 

(95% CI)
68.2 (45.1–86.1)

DCRa at 12 weeks, % 

(80% CI)
95.5 (83.4–99.5)

2L (N=18)

Confirmed ORR, % 

(95% CI)
38.9 (17.3–64.3)

DCRa at 12 weeks, % 

(80% CI)
83.3 (66.6–93.7)

Treatment ongoing

Treatment discontinued

1L cisplatin-

ineligible (N=22)

Median time to response, 

months (range)
1.4 (1.2–3.9)

Median DoR, months 

(95% CI)
NC (9.4–NC)

2L (N=18)

Median time to response, 

months (range)
1.3 (1.2–8.4)

Median DoR, months 

(95% CI)
NC (6.9–NC)
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Progression-Free Survival (Investigator Assessed)
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2L (N=18)1L cisplatin-ineligible (N=22)

1L cisplatin-

ineligible (N=22)

Median PFS, months (95% CI)

6-month rate, % (95% CI)

12-month rate, % (95% CI)

NC (10.8–NC)

85.9 (62.4–95.2)

73.5 (46.5–88.4)

Median duration of follow-up, 

months (range)
10.8 (2.6–19.4) 

2L (N=18)

Median PFS, months (95% CI)

6-month rate, % (95% CI)

12-month rate, % (95% CI)

12.5 (4.2–NC)

72.2 (45.6–87.4)

60.0 (33.7–78.7)

Median duration of follow-up, 

months (range)
9.7 (8.1–17.8)



Overall Safety Summary

aRelated to either treatment; assessed to be possibly related by the investigator; bGrouped terms defined by a range of medically relevant MedDRA preferred terms; cAll cases of possible ILD/pneumonitis are subject to review by an independent adjudication committee.

AESI, adverse event of special interest; ILD, interstitial lung disease; IRR, infusion-related reaction; TRAEs, treatment-related adverse events.

1L cisplatin-ineligible (N=22) 2L (N=18)

TRAEsa leading to:

Dose reduction of any treatment

Dose interruption of any treatment

Discontinuation of any treatment

Death

14 (63.6)

10 (45.5)

2 (9.1)

0

4 (22.2)

6 (33.3)

3 (16.7)

0

1L cisplatin-ineligible (N=22) 2L (N=18)

Any grade Grade ≥3 Any grade Grade ≥3

TRAEsa 21 (95.5) 4 (18.2) 17 (94.4) 7 (38.9)

Serious TRAEsa 0 0 3 (16.7) 3 (16.7)

AESIs for Dato-DXd

Oral mucositis/stomatitisb

Ocular surface eventsb

Adjudicated drug-related ILD/pneumonitisb,c

9 (40.9)

4 (18.2)

1 (4.5)

0

0

0

11 (61.1)

4 (22.2)

2 (11.1)

1 (5.6)

0

0

AESIs for rilvegostomig

Hepatic eventsb

Diarrhoea/colitisb

Dermatitis/rashb

IRR/hypersensitivity reactionb

3 (13.6)

1 (4.5)

11 (50.0)

2 (9.1)

0

0

0

0

1 (5.6)

1 (5.6)

8 (44.4)

0

1 (5.6)

0

0

0
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9.1
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4.5c
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31.8

13.6

40.9

18.2

40.9

95.5

5.6

38.9
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16.7
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33.3

5.6
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Dry mouth

AST increased

Dry eye

Anaemia

Alopecia

Neutrophil count decreased/Neutropaenia

Pruritus

Constipation

Decreased appetite

Amylase increased

Rash

Fatigue

Asthenia

Nausea

Stomatitis

Any TRAE

Most Common TRAEsa (≥10% of Patients)

Any grade

Grade ≥3

Any grade

Grade ≥3

Patients with TRAE (%)
a≥10% of all-grade TRAEs by MedDRA preferred term. Related to either treatment; assessed to be possibly related by the investigator.
b16.7% for both any grade and grade ≥3.
c4.5% for both any grade and grade ≥3.

AST, aspartate aminotransferase. 

1L cisplatin-ineligible (N=22) 2L (N=18)

11.1

13.6 16.7b

16.75.6
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13.6

5.6

5.6



Conclusions

• The combination of Dato-DXd + rilvegostomig demonstrated promising efficacy 

in patients with la/m UC who were cisplatin-ineligible and patients who had 

progressed on prior platinum-based chemotherapy

• The safety profile of Dato-DXd + rilvegostomig was consistent with previous 

reports of this combination. No new safety signals were identified

• These results warrant further exploration of Dato-DXd + rilvegostomig in the 

1L la/m UC setting



Scan the QR code:

• To obtain a copy of these slides

• To access a plain language summary

Acknowledgements

• The authors would like to thank the patients, their families and caregivers, and the 

TROPION-PanTumor03 investigators and site personnel

• TROPION-PanTumor03 (NCT05489211) is sponsored by AstraZeneca. In July 2020, Daiichi-Sankyo 

entered into a global development and commercialisation collaboration with AstraZeneca for Dato-DXd

• Medical writing support, under the direction of authors, was provided by Mark Holland (Manchester, UK) 

of Ashfield MedComms, in accordance with Good Publications Practice guidelines 

(https://www.ismpp.org/gpp-2022), and was funded by AstraZeneca

Disclaimer: Copies of this presentation obtained through Quick 

Response or text key codes are for personal use only and may 

not be reproduced without written permission of the authors.



European Society for Medical Oncology (ESMO)
Via Ginevra 4, CH-6900 Lugano
T. +41 (0)91 973 19 00
esmo@esmo.org

esmo.org

Thank you



Datopotamab deruxtecan (Dato-DXd) + rilvegostomig in patients with locally advanced or 

metastatic urothelial cancer: the phase 2 TROPION-PanTumor03 study

Plain Language Summary

Why did we perform this research?

• People with urothelial cancer (a type of cancer in the cells lining the bladder) that has grown through the bladder wall or has spread only to lymph nodes (locally advanced), has spread to other parts 

of the body (metastatic), or worsened after treatment often have limited treatment options

• Datopotamab deruxtecan (Dato-DXd) is an antibody-drug conjugate that consists of an antibody (datopotamab) and an anticancer drug (DXd), joined via a plasma-stable cleavable linker. Dato-DXd 

binds to TROP2 on the surface of cancer cells and is then taken inside the cell, where the linker detaches and releases DXd to kill the cancer cells

• Dato-DXd has shown promising antitumour activity in people with locally advanced or metastatic urothelial cancer who had already received multiple treatments1–3

• Rilvegostomig is a drug that blocks both PD-1 and TIGIT proteins to help the immune system kill cancer cells. Rilvegostomig has shown potential in treating people with non-small cell lung cancer that 

had spread to other parts of the body or was in advanced stages4

• TROPION-PanTumor03 is a clinical study in which Dato-DXd is being assessed as treatment alone or in combination with other anticancer drugs, across several different cancer types

• Here, the results of the safety and efficacy analysis of Dato-DXd in combination with rilvegostomig in people with locally advanced or metastatic urothelial cancer are presented

How did we perform this research?

• The study included 40 people with urothelial cancer. All participants had cancer that was locally advanced or metastatic. The study included two subgroups: a group of 22 people who could not receive 

cisplatin (a platinum-based chemotherapy), known as the cisplatin-ineligible group, and 18 people who had previously received platinum-based chemotherapy for advanced cancer, known as the 

platinum-treated group

• Participants received Dato-DXd every 3 weeks and rilvegostomig until their cancer worsened or they experienced unacceptable side effects

What were the findings of this research?

• Overall, the side effects experienced by people in this study were manageable and consistent with what is known from other studies of Dato-DXd and rilvegostomig

– The most common side effect was inflammation of the lining in the mouth (stomatitis), which was mostly mild

– Few side effects led to people stopping treatment and no deaths were caused by treatment

• The combination of Dato-DXd and rilvegostomig showed promising antitumour activity in both groups

– In the cisplatin-ineligible group, 68.2% of people had their tumours shrink 

– In the platinum-treated group, 38.9% of people had their tumours shrink

What are the implications of this research?

These findings demonstrate that Dato-DXd in combination with rilvegostomig has promising efficacy in people with locally advanced or metastatic urothelial cancer who cannot receive cisplatin or whose 

cancer has worsened after platinum-based chemotherapy

1. Okajima D, et al. Mol Cancer Ther 2021;20:2329-40; 2. Lisberg A, et al. J Clin Oncol 2024;42(4_suppl):abstract 603; 3. Meric-Bernstam F, et al. J Clin Oncol 2025;43(5_suppl);abstract 663; 

4. Hilterman TJN, et al. J Thoracic Oncol 2024;19(suppl):abstract OA11.03. 
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