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Powles T, et al. N Engl J Med. 2024;390(10):875-888



R Mantaniet al, EurUrol 2024 (In press)

Real-world Uptake of EV+Pembrov after FDA approval



Powles T, Bellmunt J, ComperatE, et al.AnnOncol. 2024;35(6):485-490

But EV+Pembro is not accessible everywhere



While combinations had largely failed, the maintenance 
approach was the first strategy to improve 1st line OS in mUC

Powles T, Park SH, VoogE, et al. N Engl J Med. 2020;383(13):1218-1230.  Powles T, Park SH, Caserta C, et al. J Clin Oncol. 2023;41(19):3486-3492



Powles T, Park SH, Caserta C, et al. J Clin Oncol. 2023;41(19):3486-3492

OS and PFS in ITT population



Grivas P, et al. EurUrol2023

Benefit seen across all subgroups



Grivas P, et al. EurUrol2022

And QoL maintained



Powles T, Park SH, Caserta C, et al. J Clin Oncol. 2023;41(19):3486-3492

Avelumab is safe and well tolerated



EV-Pembro is likely more toxic than a sequential 
approach

T Powles et al, NEJM 2024; J Bellmunt et al, ASCOGU 2023

Avelumab maintenance
11%

(38mo f-up)

Chemotherapy(EV302)
18%EV-Pembro

35%
(17 monthsf-up)

TRAEsleadingto (any) treatment discontinuation



Toxicity is reflected in real world usage of EV

R. Mamtani, et al. UrologicOncology2024



Less exposure to EV in the first 2 cycles might lead to 
worsened outcomes

D. Petrilaket al, ASCO 2024



Does EV average concentration influence outcomes?

D. Petrilaket al, ASCO 2024



EV-Pembro contraindications: treatment criteria or 
clinical judgment?

Not suitablefor EV-Pem, but
άJavelinέ ŎŀƴŘƛŘŀǘŜǎ

Uncontrolledhyperglycemiawith
poor antidiabeticadherence

җDн neuropathy

Active / uncontrolledkeratitis

Skin disorderslinkedto Cell adhesion
molecules (SJS, TNE)

Suitablefor EV-Pem, but
specialcaution

Poor controlleddiabetes after 
endocrinologyassessment
and treatment optimisation

G1 neuropathy

Prior keratitis

Obesity

EVITA, meeting Ô2 criteria

Hb A1c Ô8%

җDн neuropathy

Anycorneal or retinal abnormality

CreatClearanceÓ45ml/min

9/hD t{ җн 

E Grande et al, EurUrol2024; A Apolo et al, AnnalsOncol 2024



EV-Pembro is the new SoC, but resistance is common

T Powles et al, NEJM 2024

æ60% progression
at 18 months

æ60% progression
at 18 months

??

32%
non-resp

32%
non-resp



AscioneL, GuidiL, PrakashA, et al.  Am SocClin Oncol EducBook. 2024;44(3):e431766

EV-Pembro is the new SoC, but resistance is common



Do Nectin-4 low/negative patients benefit?

T Powles et al, ESMO 2024

1% Nectin4 = 0
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mPFS(mo) H-score <275 H-ǎŎƻǊŜ җнтр

EV+P 10.4 (8.2-14.5) 15.3 (10.5-NR)

Chemo 6.2 (5.9-6.4) 6.4 (6.2-8.1)

HR 0.503 0.410



Are we measuring Nectin-4 correctly?

N. Klümperet al, ASCO 2024; TF. Stewart, et al, ASCO ; MC Garassinoet al, WCLC 2024 

Nectin4 mRNA expressionand outcomesin EV-treated mUC



æ85% pts included in EV302 had pure UC

No data reported in divergent UC / subtypes

Is EV-Pem the SoC in histologic UC subtypes?

T Powles et al, NEJM 2024; KB Case et al, ASCOGU 2022; T Jindalet al, ASCOGU 2024 (Abstracts651 & 652)

Nectin4 H-score in variant histology
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Nectin-4 expression is heterogeneus across molecular 
subtypes and mediates EV sensitivity

Presented by Carissa Chu at 2021 Genitourinary Cancers Symposium



Chemo-IO sequence in histologic subtypes

Barthelemy, P. et al. ESMO 2023 



Synergic effect from EV+Pembro
Or just additive??



Synergic effect from EV+Pembro
Or just additive??

KN052 and EV103-K includeonlyCis-inelegible patients

ORR (%) mPFS(mo) mOS(mo)

Pembro1st line 
(KN361 / KN052)1,2

30 / 29 æ3.5/2.2 15.6 / 11.3

EV 1st line (EV103-K)3 45.2 8 21.7

άExpectedέ from A+B 74-75 10-11.5 33-37

EV-Pembro(EV302)4 67.7 12.5 31.5

1. Powles T, et al. Lancet Oncol. 2021;22(7):931-945. 2. VukyJ, et al. J Clin Oncol. 2020;38(23):2658-2666. 3. O'Donnell PH, et al. J Clin Oncol. 2023;41(25):4107-4117. 4. Powles T, et al.N Engl J 
Med. 2024;390(10):875-888. 5. Hwangbo, H., Patterson, S.C., Dai, A.et al.Nat Cancer4, 1693ς1704 (2023).



EV after Javelin is as effective as in EV301

Fiala O, MassariF, Basso U, et al. Target Oncol. Publishedonline October1, 2024; Rosenberg JE, Powles T, SonpavdeGP, et al. Ann Oncol. 2023;34(11):1047-1054

EV activity ARON-2EV EV-301

N 182 310

Median follow, mo 12 24

Median PFS (95% 
CI), mo

7.9 (6.4-9.9) 5.55 (5.3-6.3)

Median OS (95% 
CI), mo

12.7 (10.2-14.1) 12.91 (11.0-14.9)

ORR, %
CR, %
PR, %

39
5
34

41.32
6.9
34.4

DoR 10.9 (8.1-11.4) 7.62 (5.7-11.2)


