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EV-302 / KEYNOTE-A39 — Actualizacion 3,5 afios de seguimiento

| Aim
To present updated efficacy and safety after ~3.5 years of median follow-up, including
exploratory subgroup analyses

I Study Design

EV+Pc Dual primary endpoints:
ITT Patient R Treatment until progression® : gl;S e

Population (N=886) ‘l1 :
|

Select secondary endpoints:
* ORR per RECIST 1.1 by

|
* Untreated la/mUC L= BICR and INV assessment
* Eligible for EV, P,and | . DOR
platinum | + Safety
¢ PD-(L)1 inhibitor-naive !
¢ GFR 230 mL/min? Strafification factors:
+ ECOG PS <2b « Cisplatin eligibility (eligible/ineligible)

«  PD-L1 expression (high, CPS 210; low, CPS <10)
« Liver metastases (present/absent)
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EV-302 / KEYNOTE-A39 — Actualizacidn 3,5 afios de seguimiento

100 — Median OS Stratified HR
50 o Events/N (95% Cl), mo (95% CI)
80 — 77.7% EV+P 240/442 33.6 (26.6, 39.8) 0.53
At 3.5 years, an 707 o Chemothera 329/444 15.9 (13.6, 18.3) (0.45, 0.63)
estimated 44.0% 60 60.8% 60.1%
of patients inthe 3 °V 7
EV+P arm were % 50 — M '
alive vs 24.6% in O 40— 35.0% 4
the chemotherapy e EV+P
arma? 30 — - — & '
20 —
10 —
0 — Chemotherapy
T 1 T 1 T 1 11 T 1T 7 T 1T T 1T T 1T T T 17 T

T T T 11
0 2 46 81012141618202224 2628 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64
Time (months)

No. at risk
EV+P 442 426 409 394 375 356 336 319 302 294 281 272 256 237 225 218 212204 181154126104 84 62 42 24 14 9 5 1 1 1 0
Chemotherapy 444 423 393 356 316 289 262 232 214 197 176 161 150 146 138 131 125116107 91 75 62 47 32 18 14 10 6 5 2 1 0 0

Powles, T., et al. Presented at: ASCO Annual Meeting; May 28-June 2, 2026; Chicago, USA. Oral Presentation: Abstract 4507._



Objective Response and CR Rates in EV-302

Complete response evolution?

Response-evaluable patients

£
E 60 c
] .29 EV+P hemotherapy
2 133 (30.4%)
= 40 CR Patients achieving CR, n (%) 133 (30.4) 64 (14.5)
E 30 64 (14,5%) Patients achieving CR directly 45 (10.3) 26 (5.9)
2 Patients achieving CR after PR 88 (20.1) 38 (8.6)
3 » 162 (l;? 1%)
m 1%,
10 131(29,7%) « Among patients with confirned CR in the EV+P arm
0 (n=133), 66.2% achieved PR initially, then converted from
PR to CR (n=88)?
EV+P Chemotherapy ( )
(n=437 (n=441)
The CR rate was approximately doubled in the EV+Pjvs chemotherapy arm
Median Time to CR? in the EV+P Arm Cumulative Response Rates in the EV+P Arm
z : i { a
In the overall safety population, patients received EV+P Cumulative CR over time2 Cumulative ORR over time
All CR® (n=133) treatment® for a median of 9.6 months (range, 0.3-52) 100 g
4.3 (IQR, 2.2.8.4) 100 2
Median time to CR | g% Cumulative CR E
g —— Cumulative g
1 70 PR converted to CR 2
PR converting to CR? (n=88) 2w B Oirsclly to CR g
£ 50 s
6.6 (IQR, 4.3-12.1) 5 ¥
Median time to CR & 40 g
£ 3
21 (IQR, 1822) E 20 ©
Median time to inital PR '2 B e 5 P w s 18 27 B 45 5 63 72 B4 %
9 18 27 3% 45 54 63 T2 B4 96 Time (weeks)
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 Time (weeks)
Months N AR AN NS NS TN OA 69 AS B s MIPR 1] PR progresseddied/staried new therapy
Wcr CR progressed/died/started new therapy

with a PR toCR CR after a median of 6.6 months from randomization Patients continue to achieve CRs over time, and CRs show long-term durability
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EV-302 / KEYNOTE-A39 — Actualizacidn 3,5 afios de seguimiento

I OS benefit in patients with CR

All patients with CRf PR converting to CRf
0 98.9%
100o ———— 1T 95.5% . 100 0 96.6%
g0 084% i+,  S84iem . 00% A
" 92.1%
80 85.9% ﬁLﬂ_‘-l_l_w 80
70 70 Chemotherapy
o 607 : . 60 HH—f——+
ES ES
o 50 i Chemogherapy % 50
O 40 © 401
30 T e 30 N
Median OS Stratiffed HR Median OS Stratiffed HR
20 Events/N  (95% ClI), mo (95% C1 20 Events/N (959 Cl), mo (95% CI)
10- [EV+P 20/133 NE 0.36 10- [EV+P 14/88 NE 0.§4
0 Chemotherapy 24/64  56.7 (43.9, NE) (0.20,[0.68) o Chemotherapy 14/38  59.4 (39.6, NE) (0.1540.77)
T T T T T 7T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T If7T T T T T T T 71
0 2 46 810121416 182022 2426 28 30 32 34 36 38 49 42 44 46 48§50 52 54 56 58 60 02 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 4(dduiddudSudlH0 52 54 56 58 GO
No. at risk Time, mo No. at risk Time, mo
EV+P 133133133132131131 120129128 128128 127 125123121 119113110103 91 73 63 53 38 25 12 0 7 4 0 0 EV+P 88 88 80 83 88 88 87 87 85 86 86 85 85 83 81 80 75 73 69 6245 40 35 2314 7 6 5 3 0 O
Chemotherapy 64 64 64 64 64 63 63 62 62 61 57 56 55 54 52 50 48 45 43 35 28 22 1813 5 5 4 3 2 1 0 Chemotherapy 38 38 38 38 38 38 38 38 38 38 36 30 3534 32 31 30 27 27y 21 16 13 11 7 4 4 3 2 1 1 0O

Powles, T., et al. Presented at: ASCO Annual Meeting; May 28-June 2, 2026; Chicago, USA. Oral Presentation: Abstract 4507._
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EV-302 / KEYNOTE-A39 — Actualizacidn 3,5 afios de seguimiento

Subsequent Therapy (ITT population)

ORR in evaluable patients receiving
subsequent platinum-based chemotherapy2<
Patients who received subsequent anticancer therapies, n (%) 192 (43.4) 7

40
< 12/61 16/73
Systemic therapy 173 (39.1) & (19.7%) (21.9%)
First subsequent systemic therapy, n (%) E 30 |
Platinum-containing chemotherapy? l 135 (30.5) I ‘:
Carboplatin-based therapy 73(16.5) 8
Cisplatin-based therapy 61(13.8) g 20
PD~(L)1 inhibitor therapy® 17 (3.8) 2
Maintenance 0 §-10 |
EV+P-based therapy 2(0.5) 2
Other PD-(L)1 inhibitor therapy 15 (3.4) §
Atezolizumab 1(0.2) @ All platinum  Cisplatin  Carboplatin
I LT 1462 +  Median OS from start of platinum-based
Other 21(4.8) chemotherapy was 10.9 months (95% Cl 8.3, 12.8)

In the EV+P arm, the most common first subsequent treatment wa i
wh:ch resulted in an ORR of 21% and a medla 0S of 10 9 months

La sensibilidad al platino se preserva tras EV-P

Powles, T., et al. Presented at: ASCO Annual Meeting; May 28-June 2, 2026; Chicago, USA. Oral Presentation: Abstract 4507._
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EV-302 / KEYNOTE-A39 — Actualizacion 3,5 aiios de seguimiento

Patients Remaining on Treatment and Dose Modifications (EV+P arm)?

i b
Time Point LR trea_\tment | Percentage on treatment, %"
Overall population, n/n¢

At 6 months 297/440 67.5%
At 12 months (1 years) 184/440 41.8%
At 18 months 139/440 31.6%
At 24 months (2 years) 102/440 23.2%

100 TRAEs leading to dose interruptiond TRAESs leading to EV dose reduction®

920
B e 80 Manejo proactivo de dosis
B ® 70 . q .
= 6 70.6 mantiene la eficacia
§ 50
g 40 e
'S
% I Safety and Treatment Exposure (EV+P arm)
20
Overall population® DOT >1year" DOT >2year"
10 Patients, n (%) (n=440) (n=184) (n=102)
0
Overall DOT >1year DOT >2year Patients with TRAEs
population® (n=184) (n=102) |
(n=440) All Grades 428 (97.3) 183 (99.5) 102 (100)
At 2 years after treatment initiation, 23.2% of patit  crade >3 251 (57.0) 108 (58.7) 59 (57.8)

Rate of TRAEs leading to dose modification remained similar regardless of treatment duration

Powles, T., et al. Presented at: ASCO Annual Meeting; May 28-June 2, 2026; Chicago, USA. Oral Presentation: Abstract 4507._
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EV-302 / KEYNOTE-A39 — Actualizacidn 3,5 afios de seguimiento

I Key takeaway points/conclusions

« EV + P continues to demonstrate superior overall survival benefit versus chemotherapy as 1L treatment
for la/muUC

* After EV+P, subsequent platinum-based chemotherapy resulted in clinically meaningful response rates

« Cumulative responses to EV+P deepened over time, with particularly favorable outcomes in patients who

achieved a CR
« Dose interruptions and reductions are important to manage AEs and continue EV+P therapy

Powles, T., et al. Presented at: ASCO Annual Meeting; May 28-June 2, 2026; Chicago, USA. Oral Presentation: Abstract 4507._
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SAKK 06/19 — BCG recombinante intravesical + chemo-10 neoadyuvante en MIBC

Study design

SAKK 06/19 is a prospective single arm, open-label multicenter phase Il trial N:47
In : cT2— T4a cNO/N1; WHO PS 0-1; cisplatin fit (GFR >50); UC, subtypes allowed*
Exclusion: prior intravesical BCG; small cell component

* subtypes: no percentage threshold but no pure squamous/glandular

intravesical rBCG day 1, 8, 15 4-8 weeks after end of chemo Atezolizumab q3w x 13

Atezolizumab start day 1, q3w x 4 only if 2 ypT2 or ypN+
Cisplatin/Gemcitabine start day 22, q3w x 4

if £ ypT1 ypNO: transfer to follow-up
RGLND ‘ol fi2 ypT2 or ypN: _ > inmunogenicidad

it 1t :
w2 a des Prtttrtrttsst

A/IGC A/GC A/GC A A A A A A A A
pathological complete response
(pCR, ypTO ypNO) at cystectomy (central review)
s: pathological response (PaR)
Richard Cathomas, ASCO 2026 0, EFS*, OS**, feasibility, safety




Baseline characteristics

e e e
N=47 n=40 n=7

Median age, vears (range) 67 (24 - 78) 66 (24 —78) 68 (48 -73)

Female 9 (19%) 8 (20%) 1(14%)

Male 38 (81%) 32 (80%) 6 (86%)

WHO performance status

0 37 (79%) 33 (82.5%) 4 (57%)

1 10 (21%) 7 (17.5%) 3 (43%)

cT2 28 (60%) 21 (52.5%) 7 (100%)
3 15 (32%) 15 (37.5%) 0 (0%)

cT4a 4 (8%) 4 (10%) 0 (0%)

Clinical N stage at presentation

cNO 42 (89%) 35 (87.5%) 7 (100%)

cN1 5(11%) 5(12.5%) 0 (0%)

Resection Status TURBT

Macroscopically complete 17 (36%) 15 (37.5%) 2 (29%)

Macroscopically incomplete 30 (64%) 25 (62.5%) 5(71%)

Histology

Pure UC 36 (77%) 30 (75%) 6 (86%)

UC with subtype 11 (23%) l 10 (25%) 1(14%)
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SAKK 06/19 — rBCG intravesical + chemo-10 neoadyuvante en MIBC

Primary endpoint: pCR at cystectomy

(centrally reviewed; N=40)

Non-PaR

2ypT2 PaR (<ypT1 ypNO)
and/or ypN+ _
18% (7/40) non-pCR includes:

- ypTa 1 (3%)

: _ ypTis 3 (8%)
ypTalis/1 ypNO yp
15% (6/40) - ypT1 2 (%)

non-PaR 7 (18%)
2ypT2 and/or ypN+:

- 2ypT2ypNO 2 (5%)
- 2ypT2 ypN+ 4 (10%)

*pCR one-sided 95%CI 53%: null hypothesis rejected (p<0.0001)

Richard Cathomas, ASCO 2026
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Resultados prometedores a los 12 meses ( mFU 16.7 : inmaduros)

Secondary endpoints: EFS and OS

Median follow-up 16.7 months

B,

12-month EFS
90% (95% CI 76%-96%)

12-month OS
96% (95% CI 84%-99%)

Event-free survival (%)
Overall survival (%)

0 1 1 T T | | 0 T T T T T T
0 3 6 9 12 15 18 0 3 6 9 12 15 18 21

# at risk Time from treatment start (months) # at risk Time from treatment start (months)

47 46 42 41 25 25 13 47 46 44 44 27 26 15

Overall survival

Richard Cathomas, ASCO 2026
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SAKK 06/19 —Valor predictivo de la CCR
Sankey plot: ¢cT cN - clinical CR - pathological CR

Definition of clinical CR (cCR) based on: CT thorax/abdomen/pelvis, MRI bladder, cystoscopy, urine cytology

cCR:
PPV 92%
NPV 69%

Baseline Pre-surgery Post-surgery

Richard Cathomas, ASCO 2026
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SAKK 06/19 — rBCG intravesical + chemo-10 neoadyuvante en MIBC

Comparison SAKK 06/17 vs SAKK 06/19 (psw analysis)
pCR: odds ratio in multivariate analysis 5.13 (2.63 - 10.02; p<0.001)

SAKK 06/17 SAKK 06/19

2ypT2
and/or vpN+
17%

2ypT2

and/or ypN+

42% vpTal/is/1 ypNO
16%

La tasa de PCR se duplica al ahadir rBCG

Far sy v yperew

Fase 3 Aleatorizado? Combinaciones con ADC?




l." 0
Grupo Oncolégico

RAD-I0O — Durvalumab + CRT (5-FU/Mitomicina C) en MIBC — Preservacion vesical

CRT (RT + 5-FU/MMC) con durvalumab neoadyuvante, concurrente y 12 meses post-CRT

Methods — Stage 2

Stage 2 (Efficacy):

T2 NO-2 MO, CRT+ Durva
Single arm phase Il trial using
disease free survival rate at

12 months as a surrogate for
overall survival.

Stage 1 patients also included
in stage

BC2011: QTRT
vs RT;, HR 0.78

5-FU continuous infusion
500 mg/m?/ 24 h (5 days)

Radiotherapy
55 Gy in 20 fractions

Randomise
Durvalumab / Mitomycin C / 5-FU / Radiotherapy Schedule

Week -1 Week1l Week2 Week3 Weekd
Loading 5 812 Das15-19 Days22-26

4

1500mg

+ Durvalumab

5-FU continuous infusion
500 mg/m? / 24 h (S days)

Radiotherapy
55 Gy in 20 fractions

James ND, ASCO 2026
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RAD-I0 — Durvalumab + CRT (5-FU/Mitomicina C) en MIBC — Preservacion vesical

CRT (RT + 5-FU/MMC) con durvalumab neoadyuvante, concurrente y 12 meses post-CRT

Results — Baseline characteristics

Baseline Characteristics Number
(%)

Chemo-RT + durvalumab 55

Age (years) Mean (IQR) 69 (62-76)

Sex, Female 10 (18)
Male 45 (82)

Previous neoadjuvant No 14 (25)

\")
| 41 (75)
Clinical stage, T2

T3 11 (20)
N+ 7 (13)
N1
N2

James ND, ASCO 2026
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RAD-I0 — Durvalumab + CRT (5-FU/Mitomicina C) en MIBC — Preservacion vesical

CRT (RT + 5-FU/MMOC) con durvalumab neoadyuvante, concurrente y 12 meses post-CRT | Abstract #4504 - Clinical Science Symposium

Number (%)
N = 54*

Received full 55 Gy in 20 fractions 54 (100)

Radiotherapy Parameter

Stopped treatment early 0
Treatment extended or delayed 7(13)

No extension or delay 47 (87)

*1 participant withdrew before any treatment and is not included

James ND, ASCO 2026

Durvalumab Cycles Received

Treatment status NUmper (%)
N = 54*

Completed planngd

treatment

Discontinued early 21 (39)

*1 participant withdrew before any
treatment and is not included
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RAD-I0O — Durvalumab + CRT (5-FU/Mitomicina C) en MIBC — Preservacion vesical

Primary Outcome: Disease-Free Survival rate (12
Months post chemoRT)

Figure 10. Disease Free Survival by chemotherapy randomisation

GO / NO-GO Decision
Framework (12-Month DFS)

Disease Free Survival

re}

N4

D HR (95% CI) = 0.78 (0.60-1.02)
Stratified logrank p= 0.07

=}
S
S

T T T T T
0 48 72 96
. Months since randomisation
N at risk (events)

CT 182 (85) 77 (7) 6 (4 54 (2) 28 (2 8 (0)
NoCT 178 (95) 72 (14) 53 (8 38 (2) 28 (1) 13 (0)

James ND, ASCO 2026
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RAD-I0O — Durvalumab + CRT (5-FU/Mitomicina C) en MIBC — Preservacion vesical

Primary outcome — DFS Rate (12 Months post CRT)

Figure 10. Disease Free Survival by chemotherapy randomisation

DFS Rate at 12 months post CRT
Disease Free Proportion  40/50 (80%)

95% CI 0.67, 0.89

Pending 2

Disease Free Survival

HR (95% CI) = 0.78 (0.60-1.02
S(trgtiﬁed )Iograyr'*lk (p= 0.07 ) Not Evaluable 3

T T T T
0 48 72 96
) Months since randomisation
N at risk (events)

CT 182 (85) 77 (7) 65 (4 54 (2) 28 (2 8 (0)
NoCT 178 (95) 72 (14) 53 (8 38 (2) 28 (1) 13 (0)

James ND, ASCO 2026




. 0
Grupo Oncolégico

RAD-I0O — Durvalumab + CRT (5-FU/Mitomicina C) en MIBC — Preservacion vesical

Secondary outcome — Cystectomy rate at 12
months

Status Number (%)
Cystectomy Rate 0/52 (0.0%)
Pending 1

Not Evaluable 2

James ND, ASCO 2026
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SHR-A2102 + adebrelimab — Nuevo ADC anti-Nectin-4 perioperatorio en MIBC

Trial design n:37

Open-label, Multicenter Phase 2 Study:
To evaluate the efficacy of SHR-A2102 combined with adebrelimab in the perioperative treatment of MIBC

SHR-A2102
Abstract 4506
%ﬁ”ﬁ%@i{mmm Key Eligible Criteria: SHR-A2102 SHR-A2102 8 mg/kg =
P menen SO + Pathologically and 8 mg/kg = E Q3Wx5 cycles z
S radiographically confirmed * o 2 + S
T2-4aNOMO or T1-4aN1MO Adebrelimab T2 Adebrelimab I
1200 m e 2 2
MIBC g o 1200 mg b
Eligible for RC + PLND Q3Wx4 cycles Q3Wx13 cycles 0:'3
3 0] ECOG: 0-1
Pkont 535 Adequate organ function, Primary endpoints: Secondary endpoints#:
s E‘} : « Recommended phase 3 dose (RP3D)# * EFS, DFS, OS
Cr ;I >
%' S0l e * Investigator-assessed pathological * Preoperative ORR, DCR
complete response (pCR, defined as pTONO) + Safety
Payl Oa d : i n h pa C ie nte S *Surgery was performed within six weeks after the last neoadjuvant therapy.
:Z(:; sfr{;t:;)rl;dz:; Zit;';;:'%tz:)iﬁzlo;:t; :va;sz);ﬁg;a:;ct): :; :tf’i(tional combination doses of SHR-A2102 would be made based on sfudy data.
Top | INELEGIBLES :

Prof. Yijun Shen, ASCO 2026
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SHR-A2102 + adebrelimab — Nuevo ADC anti-Nectin-4 perioperatorio en MIBC

Baseline characteristics

ECOG performance-status score, n (%)
0 9 (24.3)
1 28 (75.7
Histology, n (%)
Pure urothelial carcinoma 32 (86.5)
UC with other differentiation or variants* 13.5
Baseline cTNM stage, n (%)
TININ 11 (90 7\

T3-4aNO 19 (51.4) i
T1-4aN1 7(18.9) Alto riesgo

Creatinine Clearance, n (%)
260 mL/min 23 (62.2)
230 and <60 mL/min 14 (37.8
Baseline PD-L1 CPS*, n (%)
210 9 (24.3)
<10 26 (70.3)
Unknown® 2 (5.4)

* Include 2 with squamous differentiation, 2 with glandular differentiation, and 1 with ga id differentiation. * PD-L1
(E1L3N) IHC assay (Amoy Diagnostics Co., Ltd. China); CPS = the number of survivin, lis with varying degree
of staining and tumor-associated immune cells (lymphocytes, macrophages)+the total number of

surviving invasive tumor cells in the entire slide X 100. * No qualified tissue sample was available for testing.

Prof. Yijun Shen, ASCO 2026
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SHR-A2102 + adebrelimab — Nuevo ADC anti-Nectin-4 perioperatorio en MIBC

Efficacy

Pathologic Response Evaluable Patients (N=27) Of the 9 patients who completed neoadjuvant treatment
PCR (YpTONO), n (%) 13 (48.1) but didn’t accept radical cystectomy:

%% ¢ AHE m 5 underwent TURBT with 3 (60%) showed no
pDS (<ypT2NO), n (%) 16 (59.3) _ _
evidence of residual tumor.
95% CI 388, 77.6

100
90
80
70 ) D subgroups;
ot 471%  50.0%

z 50 42.1% With the median follow-up of 4.7 months /IQR 2.1-6.6),
Q 40
30 : 3 event-free survival events were reported, the median
20
10 . EFS not yet mature.

0
T2NO T3-4aN0 T1-4aN1 260 230 and 210 <10 or
n=9 n=11 n=7 mL/min <60 mL/min n=8 unknown

n=17  n=10 n=19 Datos preliminares( n:37, mFU
4,7m)

RCR benefits were observed across all predefined

Opcidén para CDDP meleglbles

e cir,\SC0 2026
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SHR-A2102 + adebrelimab — Nuevo ADC anti-Nectin-4 perioperatorio en MIBC

Occurrence (%)
20 40 60 80

Number of treatment cycles, median (range) 4.0 (3-7) Anaemia 703
TRAE’ n (%) 37 (1 000) Neutrophil count decreased TOX H e m a to I og i Ca

Decreased appetite

Srade 23 TRAE, n (%) 10 (27.0)

Hypoalbuminaemia

TRSAE, n (%) 4 (108) Alopecia

TRAE Ieading to death n 0 White blood cell count decreased
’

Nausea

Neoadjuvant phase TRAE leading to any

drug discontinuation, n (%) 1%(2.7)

Hyponatraemia

TRAE leading patient ineligible for RC, n 0] Blood bilirubiniincreased

Lymphocyte count decreased

TRAE leading to RC delay2, n /N (%) 1#/27 (3.7)

Platelet count decreased
*Grade 2 Immune-mediated myocarditis related to adebrelimab; = Any grade
#Grade 2 Ventricular extrasystoles related to SHR-A2102 and adebrelimab. Hypocalcaemia : Grade 23

TRAESs defined as adverse events considered related to SHR-A2102 or adebrelimab,
a. RC delay defined as >6 weeks from last perioperative dose to RC in the patients accepted RC

The most common TRAEs (>15% overall occurrence)

Prof. Yijun Shen, ASCO 2026
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Nuevos agentes anti-Nectin-4 — ¢{Qué hay después de EV?

LY4052031 (NEXUS-01)
ADC Topol (Camp98) | DAR=8 fase 1
escalada de dosis

ORR en mUC (AS20,5): 42%
ORR en post-EV: 33%

Genotipado CYP2D6 obligatorio (actividad
del metabolizador afecta toxicidad payload)

LY4052031
Abstract 4508

Initial results from NEXUS-01, a phase 1 study of

LY4052031, an antibody-drug conjugate targeting

Nectin, in partcipants with advanced or metastatic
carcinoma

Zelenectide (BDC Nectin-4)
Bicycle Drug Conjugate (no ADC) MM<4,2
kDa - t% <1h - Duravelo-2

ORR 1L (6mg/m?*+pembro): 58%
Sin reacciones cut. graves: v/
Neuropatia Gr>3: 3%

Perfil de toxicidad diferenciado: neuropatia
leve, sin reacciones cutaneas severas. Fase
3 en marcha.

Nectin-4 targeting Bicycle® molecule

Molecular

weight® 4.2kDa

MMAE Half-life' <thr
in

Nectin-4

atinity (k| 25"

Peptidic
Spacer cleavable
linker

LY4101174 (EXCEED)
ADC exatecan | DAR=8 fase 1; 92% post-EV

ORR en mUC Q3W: 36%
DCR: 70%
Anemia Gr23: 47%

Actividad en post-EV pero toxicidad
hematoldgica relevante. Requiere G-CSF
profilactico.

Cleavable maleimide-$- Exatecan
glucuronide PSAR linker DAR 8

N7
| S

Humanized IgG1,
Fcy silent

4
|
|



o ) GONORTE

Grupo Oncolégico

Nuevos agentes anti-Nectin-4 — NEXUS-01: mUC Lineas Subsecuentes

Camepsmeclg:éabw Campéo'!;;méﬂ
linker AF
4 B ® LY4052031 is a next generation anti-Nectin-4 ADC, composed of a

\\ ,, ! H humanized IgG1 antibody linked to a novel Topo-I inhibitor, camp98,

'I_om.om via a cleavable peptide linker at a homogeneous drug antibody ratio

\ (DAR) of 8
s 1961 ® Clearance of camp98 is predominantly mediated by hepatic CYP2D6
Fey silent

Phase 1a Dose Escalation and Optimization (Q3W Dosing)

Study Design
Cohort A1: Dose Escalation (n=105) Cohort A2: Randomized Dose Optimization (n=32) BOIN design with backfilling
mUC and select solid tumors? mUC 21-day cycle (DLT evaluation period)

DL5.5
5.4 mg/kg
DL5 Key Eligibility Criteri
ECOG PS 0-1
DL4 5 3.6 mg/kg
4.2 mg/kg

Advanced/metastatic select tumors
DL-C known to express Nectin-4
DL4 4.2 mg/kg Measurable or non-measurable
3.6 ma/kg ‘(,c;o:lort A1 only) disease per RECIST
DL3 ’ 4.8 mg/kog + Prior EV permitted
2.4 mglkg . EYPZDE Activity Score (AS) |
+ CYP2D6 AS 0.0/0.25

associated with increased
risk of severe toxicity

CYP2D6 Sub-study * Prospective CYP2D6

* AS0.0 — 1.2 mglkg genotyping introduced to
* AS 0.25 — 2.4 mglkg mitigate risk

Key Objectives

+ Determine optimal dose
« Safety and tolerability
* Pharmacokinetics

+ Preliminary efficacy per RECIST v1.1

Data cutoff date of 29 April 2026. *Eligible tumor types include cervical cancer, esophageal cancer, head and neck squamous cell carcinoma, non-small cell lung cancer, ovarian cancer, pancreatic cancer, prostate cancer, and triple-negative breast cancer. *Moderate renal insufficiency sub-study enrolled at 3.6 (n=11)

and 4.2 mglkg (n=8). BOIN, Bayesian Optimal Interval Design; EV, vedotin; R, NC
Dr. Gopa lyer, ASCO 2026
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Nuevos agentes anti-Nectin-4 — ¢Superar resistencias?

All Participants Disease Characteristics of Special Interest

(N=137) in mUC (n=107)

Median age, years (range) 67 (31 -86) 3 CrCl mL/min®, n (%)

Race, n (%) 30-49 20 (19)
White 99 (72) 73 (68) 50-59 17 (16)
Asian 25 (18) 23 (22) 260 68 (65)
Black or African American 4 (3) 3(3) Visceral metastases, n (%) 63 (59)
R RGP o) 8(8) Liver metastases, n (%) 33 (31)

ECOG PS?, n (%) - . : -

0 54 (39) 44 (41) Median prior systemic regimens (range) ( 3(1-9) )
1 82 (60) 62 (58) rior Therapy, n (%)

Tumor type®, n (%) Platinum chemotherapy 94 (88)
muc 107 (79) 107 (100) EV with or without pembrolizumab 72 (67)
non-mUC*¢ 28 (21) - EVP 42 (39)

0

CYP2D6 AS, n (%) 1l 99 (94)
0 4(3) 3(3)

0.25 6 (4) 5 (5) ADC - Topo-| 25 (23)
205 122 (89) 98 (92) Reason for EV discontinuation, n (%)
Unknown 5(4) 1(1) Toxicity 6 (9)

Mismo target (Nectin-4, distinto payload)

Dr. Gopa lyer, ASCO 2026 _
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B
E
2 oom
° . AS 0.0 (n=4)
2 TEAEs, %
Q  0.0104 J Any G, % 2G3, %
i=d . .
{:‘ i Mucositis®
}3 0.003 1 % Neutropenia®
E‘ <. Febrile neutropenia
20.5 0.25 0.0
(n=95) (n=6) (n=4) —_—
CYP2D6 Activity Score Dose Modifications due to TEAEs, %
Median (Quartiles) payload Cavg/dose Dose reductions - 33 13
AS 20.5: 0.00264 (0.00224-0.0035)
AS 0.25: 0.00479 (0.00251-0.00675) DiSCOntinUatiOnS 75 17 3

AS 0.0: 0.015 (0.00995-0.0305)
= Participants with poor or minimal CYP2D6 function (AS 0.0/0.25) demonstrated higher payload exposure and increased risk of severe toxicity
" Prolonged neutropenia, complicated by febrile neutropenia and sepsis were observed

= There were 3 treatment related deaths — aspiration pneumonia (AS 0.25 at 4.8 mg/kg) and sepsis (AS 0.0 at 1.2 mg/kg and AS unknown at 3.6
mg/kg)a<

= | Prospective CYP2D6 genotypingfenables a precision medicine approach to dose optimization; pharmacogenomic-guided dosing is ongoing for
participants with AS 0.25; participants with AS 0.0 are not currently being enrolled

Genotipado CYP2D6 obligatorio (actividad del metabolizador afecta toxicidad payload) —
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Nuevos agentes anti-Nectin-4 — NEXUS-01

Antitumor Activity in mUC

Topo-l naive, CYP2D6 AS 20.5

Efficacy

#
* -
60 — Evaluable EV f:;ve
Participants? (n=12)
ORR®, % (n) 42 (20) 33 (12)
8 40— | R o7 CAd Gl BCH) T™18)
- [} b 4 ’
2 * * PR, n (%) 189 (38) 119 (31) 7(58)
N 20 ® 9 : o * * SD, n (%) 18 (38) 15 (42) 3 (25)
‘g LY * * DCR, % (n) 79 (38) 75 (27) 92 (11)
II o0 : = No confirmed
g 0 — responses were
&= observed in Topo-I
Q -20— AD(_) pretreated
g) N e participants (n=18)
g -40
&)
o
S .60
‘g)-; Dl:c|>se Level (Q3 _“vwcﬁ * % 000
2.4 mg/kg @ PR
@ 80 3 36mgig uPR * 0.0
B 42mglkg @ sD Treatment Ongoing * *
100 - I 48mgkg @ PD % Prior EV therapy

MEivorse vomveivevune

FIBUT I I UGG YOG L2 Ve L1 SIS SIS | D ] UM IS IS I I 2 U W e

Dr. Gopa lyer, ASCO 2026
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Nuevos agentes anti-Nectin-4 — NEXUS -01
LY4052031 (NEXUS-01)

Antitumor Activity in mUC Post EV Treatment Duration: mUC Post EV

Topo-| naive. CYP2D6 AS 20.5 Topo-l naive, CYP2D6 AS 20.5
#
60— Dose Lovel (Q3W)
o ° s 'a 24makg
@ Ep 36 mghkg
c 40 2 S0 «es 42malkg
-y O - i =
@ ° SD, n (%) 15 (42) £8 =t
a » 2% e o DCR, % (n) 75 (27 80 05 ‘f/_‘{_
I. W = LY4052031 g2 ® e
% 0 L der promising -E W g5 4 e ——
= I antitumor activity post EV g \E[ pyt ::”:‘; 52 ® ~
$ = 80
@ .20 g 42mahk LY
o * ORR47% (7/15) at 3.6 5 =u::u' T T T T T T T 1
s mgkg H S moiko 4 1 3 s 7 8 1 1314
£ -40 @ @ cr Time from First Dose (Months)
o
2 8 :M:,!. = Median duration of response was
S 60— @ so 7.4 months (95% CI, 2.7-NE)
% ® PD among 9 confirmed responders
o g ] 2.4 mg/kg @ PR ry
B ioma Sy @ Treatment Ongoing Tesponders are ongoin:
W 42mgkg @ s Treatment Ongoing -l o PO going
100 - M 48mokg @ ro % Discontinued prior EV due to toxicity H l2 l‘ lli (I! 1I° 1|z ‘|4

Treatment Duration (Months)

® LY4052031 demonstrated promising clinical activity across multiple dose levels, suggesting Nectin-4
remains an important therapeutic target following progression on EV-based therapy

» 42% (20/48) ORR and 79% DCR in EV-naive and pretreated mUC

» 33% (12/36) ORR, 75% (27/36) DCR and median DoR of 7.4 months in EV-pretreated mUC



() sonorre
CONCLUSIONES— NEXUS -01

. ORR 42% en mUC Topo-l ADC naive con AS 20,5 — incluyendo 33% en pretratados con EV
. Nectin-4 sigue siendo diana valida tras progresion a EV gracias al payload alternativo (camp98, topo-I)

. Sin resistencia cruzada con EV (MMAE/P-glicoproteina), pero Si con otros Topo-l ADC — seleccién de
pacientes critica

. Farmacogenémica CYP2D6 obligatoria: el 7% de pacientes (AS 0,0-0,25) tiene riesgo de toxicidad grave —
genotipado previo es requisito de seguridad

. Perfil de toxicidad cualitativamente diferente al de EV: sin neuropatia, sin ocular, sin cutaneo

. Estudio en fase 1 — pendiente confirmacion en cohortes de expansion con optimizacion de dosis por
CYP2D6

LY4052031 abre la puerta a un nuevo estandar en UC post-EV. La integracién obligatoria del genotipado
CYP2DG6 representa un paradigma nuevo en oncologia — es el primer ADC que requiere farmacogenémica
para su desarrollo seguro y eficaz.

Dr. Gopa lyer, ASCO 2026 _
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Nuevos agentes anti-Nectin-4 — ¢{Qué hay después de EV?

Zelenectide pevedotin (Duravelo-2)

« Zelenectide pevedotin (zele; BT8009) is a highly

selective Bicycle® Drug Conjugate (BDC®) targeting Zelenectide Pevedotin Structure?
Nectin-4, a protein overexpressed in la/mUC?

* In an expansion cohort of the Phase 1 Duravelo-1 study in
cisplatin-ineligible patients, many with poor performance
status, zele + pembro showed promising preliminary
anti-tumor activity (20% cORR) and a potentially Bicycle® peptide
differentiating safety profile from currently available ADCs? targeting Nectin-4

MMAE cytotoxin

Peptidic

= | Here, we report an interim analysis for zele + pembro Coavabie linker

(Cohort 1) dosage selection from the randomized Phase 2 Spacer
Duravelo-2 study (NCT06225596/BT8009-230) in previously
untreated patients with la/mUC Molecular weight: 4.2 kDa

Yohann Loriot, ASCO 2026 - TTTmiL
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é¢puede un BDC anti-nectin-4 ofrecer eficacia similar a EV+P?

Duravelo-2: Study Design for Dosage Optimization
Cohort 1: Previously Untreated la/mUC

Key Eligibility
Criteria

» Aged 218 years

* la/mUC of the renal pelvis,
ureter, bladder, or urethra

» Measurable disease (per
RECIST v1.1)

* eGFR 230 mL/min
* ECOG PS =2 (Cohort 1 only)

Cohort 1 stratification:
— Cisplatin eligibility
— % liver metastases
— ECOGPS (0vs 1/2)

Cohort 1

Previously untreated?
la/mucC

(eligible for platinum-based
chemotherapy)

Zelenectide pevedotin 5 mg/m2 D1/8/15
+

Pembrolizumab 200 mg D1
(N=30)

Zelenectide pevedotin 6 mg/m2 D1/8
+

Pembrolizumab 200 mg D1
(N=30)

Platinum-based chemotherapy
+ avelumab maintenance®

Cohort 2

Zelenectide pevedotin 5 mg/im?2 D1/8/15
(N=30)

I—D
Previously treated o
la/mucC
(21 prior systemic therapy)

Zelenectide pevedotin 6 mg/m2 D1/8
(N=30)

1A1: 29 weeks of zele, D/C¢, or PD

Yohann Loriot, ASCO 2026

Key
Assessments
at Dosage
Optimization

Efficacy: ORR (by
BICR RECIST v1.1),
DCR, DoR.

Safety: TEAEs
(graded per CTCAE
v5.0)

PK: pharmacometric
and utility score
analyses



Responses to Zelenectide Pevedotin 6 mg/m?2 D1/8
+ Pembrolizumab in Evaluable Patients (n=23)2

Best change in target sum of diameters

from baseline (%)2*

100+

-100+

Confirmed responses, Zele 5 mg/im2 D1/8/15

n (%)

+ Pembro (n=29)®

() conoRrE

Zele 6 mg/m2 D1/8
+ Pembro (n=26)2

ORR:[95% Cl] 16 (55.2) [35.7-73.6]
CR 7 (24.1)
PR 9 (31.0)

sDd 10 (34.5)

PD 1(3.4)

NE 2(6.9)

CR* CR* CR* PR*

* Median duration of zele treatment at 6 mg/m? w@onths (range, 0.@

Yohann Loriot, ASCO 2026

5 (57.7) [36.9-76.6]
8 (30.8)

7(2679)
5(19.2)
4(15.4)

2(7.7)

CR CR* CR* CR*
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Nuevos agentes anti-Nectin-4

Duration of Response and Change from Baseline in Tumor Size
With Zelenectide Pevedotin 6 mg/m? D1/8 + Pembrolizumab

1004 Best Overall Response
® Complete Response @ Stable Disease
801 ® Partial Response ® Progressive Disease

= Ongoing on treatment

Change from baseline sum of diameters
of target lesions (%)
o

100+

T T T T T T T T T T r T )

o] 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks from cycle 1, day 1

15/2fficacy evaluable patients receiving the 6 mg/m? dosage remained on treatment at data extraction?

vohamntoriot, asco 2026 [MRAURTST]

-
o d
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Zele-Related AEs of Clinical Interest With
Zelenectide Pevedotin 6 mg/m?2 D1/8 + Pembrolizumab argumento diferenciador

Zele 6 mg/m2 D1/8 + Pembro (N=30)

Category, n (%)22 Any Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Peripheral neuropathyc 11 (36.7) 6 (20.0) 4(13.3) @ 0 0
Sensory events 10 (33.3) 6 (20.0) 3(10.0) 1(3.3) 0 0
Motor events 1(3.3) 0 1(3.3) 0 0 0
Skin reactions? 5(16.7) 3 (10.0) 2(6.7) @ 0 0
Eye disorders® 3(10.0) 0 0 0
Hvperglycemiaf 0 0 0 < 0 > 0 0

* No zele-related severe skin reactions of any grade were reported at the 6 mg/m? D1/8 dosage
— No events of Stevens-Johnson syndrome or toxic epidermal necrolysis occurred

* One patient had Grade 3 peripheral neuropathy that resolved to Grade <1 in 8.4 weeks

* The occurrence of zele-related AECls was similar between arms, though any-grade peripheral neuropathy events
occurred less frequently with the 6 mg/m? dosage

Yohann Loriot, ASCO 2026 - TTTmiL
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CONCLUSIONES— DURAVELO-2

. Dosis optimizada seleccionada: 6 mg/m? D1/8 — mejor perfil beneficio-riesgo frente a 5 mg/m? D1/8/15
. Eficacia comparable a EV+P: ORR 58%, alta tasa de RC, 65% de pacientes aun en tratamiento

. Perfil de toxicidad cualitativamente diferente: sin toxicidad cutanea grave, sin SJIS/NET en 595
pacientes

. Limitaciones importantes: analisis intermedio con n pequefio (30/brazo), 27 semanas de seguimiento,
datos de SLP y SG inmaduros — fase 3 en marcha

Zelenectide pevedotin + pembrolizumab emerge como potencial alternativa a EV+P en 1.2 linea
de UC avanzado, con eficacia similar y un perfil de seguridad cutanea y de combinabilidad
potencialmente superior. El fase 3 definira su lugar.

Yohann Loriot, ASCO 2026




® Preclinical data suggest EV resistance may be mediated by P-gp-mediated payload efflux, supporting the
continued investigation of Nectin-4 targeting with alternative ADC payloads

Cleavable maleimide-B- Exatecan
glucuronide PSAR linker DARSB
4 +
I
I
I

\\ ’, ' ® LY4101174 is a next generation anti-Nectin-4 ADC

. . composed of a humanized IgG1 antibody linked to the

Nu EVOS agentes a I‘ItI-NECtIn '4: EXCE E D llb_mnott) Topo-I inhibitor, exatecan, via a maleimide-B-glucuronide
y . poly-sarcosine linker at a homogeneous DAR of 8

umanized Igi

Fey silent

Phase 1a (N=143)

Cohort A1: Dose Escalation Study Design
mUC and select solid « BOIN design with backfilling
* 14-day or 21-day cycle (DLT evaluation period)

Q2W Dose Levels
[ J Q3W Dose Levels
Key Eligibility Criteria
[ ] DEss ECOG PS 0-1
4 mg/kg + Advanced/metastatic solid tumors known to

GCSF PPX Required

express Nectin-4

+ Measurable or non-measurable (cohort A1 only)
disease per RECIST v1.1

* Prior EV permitted

h>
3.2 mg/k f v 3.2 mg/ki
i At 3.2 mgkg Q2W, 3 e
participants had DLTs
1 SDLZIk requiring a DL2.5*
oimakd schedule change to 2.4 mg/kg
Q3w

Key Objectives

Determine optimal dose

Safety and tolerability
Pharmacokinetics

Preliminary efficacy per RECIST v1.1

DL1
0.8 mg/kg

Xin Gao, ASCO 2026




() conoRrE

Nuevos agentes anti-Nectin-4_EXCEED

All Participants mucC Disease Characteristics of Special Interest
(n=143) (n=86) in mUC (n=86)

Median age, years (range) 68 (30-85) 70 (35-85) Metastatic disease site®, n (%)

Race, n (%) Visceral metastases 76 (88)
White 94 (66) 57 (66) Liver metastases 27 (31}
Asian _ _ 19 (13) 9 (11) Lo R Ty 8 (9)
Black or African American 6 (4) 4 (5) . . .

Other 24 (17)° 16 (19)° Median prior regimens for mUC (range) 3(1-8)

ECOG PS, n (%) Prior Therapy, n (%)

0 56 (39) 33 (38) Platinum chemotherapy 76 (88)
1a 87 (61) 53 (62) EV with or without pembrolizumab 79 (92)

Tumor type, n (%) EVP 26 (30)
muC 86 (60) 86 (100) ICIt 86 (100)
non-muUc®t. 57 (40) - ADC — Topo-I 18 (21)

CrCl mL/min, n (%) Reason for EV discontinuation
30-49 9(6) 8(9) Toxicity 15 (19)
50-59 24 (17) 16 (19)
260 110 (77) 62 (72)

Xin Gao, ASCO 2026
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Pharmacokinetics ,
’.l' G

Concentration of LY4101174, total antibody, and total unconjugated exatecan in plasma (cycle 1)

2.4 mg/kg (N=36) | 3.2 mg/kg (N=44) 4.0 mg/kg (N=17)

-
(=3
(=3
o

-
o
<

Safety Profile

—
o

Treatment-Emergent AEs (210% ) Grade 23 Hematologic TEAEs by DL, (All Q3W Doses)

T~ All Q3W Doses (n=109)
14 Common TEAEs, % 2.4, 3.2 and 4 mg/kg Hematologic TEAES, % (n=47)

Any Grade, % Grade 239, %

Analyte Concentration (nM)

e - Anemia 41 53 68
03 7 Anemia 76 52 X
Fatiguea. 56 9 Neutropenia®b. 14 43 36
Nausea 49 1 Thrombocytopenias. 5 26 48
Neutropenia® 39 31 . .
Thrombocytopenia® 36 24 Febrile neutropenia’ 3 13 16
Decreased appetite 28 2 Dose reductions due to AEs", % 14 40 48
Diarrhea 26 4
Z&%&d gg 133 " 29 (27%) remained on treatment at the time of data cutoff
Stomatitis®. 17 <1 . .
Constipation 17 5 ® Non-hematologic AEs were predominantly low arade and manageable
Cough 16 - a 7~
EEAT is ; . oMielosupresion severa por alta
Dysgeusia 14 - . - . .. .
. im

Pyrexia 14 2 liberacion plasmatica del payload
Abdominal pain 12 <1 > (~ 80/ )»mbocytopenia was observed in 32% at 4 mg/kg including
Dyspnea 12 2 U9 70 5ically significant bleeding
Urinary tract infection 12 7
Weight decreased 12 - . . e .
Blood creatinine increased 1 3 = EV associated AEs (e.g. skin toxicities, peripheral neuropathy, ocular
Febrile neutropenial 10 10 toxicity and hyperglycemia) were minimal

Data cutoff date of 9 March 2026. 2Includes asthenia. ®Includes neutrophil count decreased. 5,’“3"."96.5 @e_]gl\gn’l.m't d_el:’reis@ “JE\udes white blood cell count decreased. &Includes aphthous ulcer, mouth ulceration, and mucosal inflammation. ‘Includes neutropenic sepsis. 927 participants had grade 4 events — anemia,

e
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DISCONTINUACION DEL DESARROLLO

2.4 mg/kg Q3W 3.2 mg/kg Q3W 4 mg/kg Q3W
100 ¢ ! Y 1 Y L )
Efficacy 4 mg/kg mH won
Evaluable Q3w s w ®cr
pezs - i
ORR, % (n) 20 (15) 1(2) 13 (4) w g :: @®so
2
CR, n (%) 1(1) - - 1(4) $ of
2 o0
PR, n (%) 14° (18) 2(11) 4(13) 8t (32) s el
E -40
SD, n (%) 40 (53) 9 (47) 21 (66) 10 (40) @ go-|
DCR, % (n) 72 (55) 58 (11) 78 (25) 76 (19) :: *:Io:‘E‘Vl‘h:ra:;“

" In a heavily pretreated population (93% prior EV), preliminary efficacy suggests Nectin-4 remains an
actionable target

" While 4 mg/kg demonstrated promising antitumor activity (ORR 36%), grade 23 hematologic toxicities
compromised dose intensity and precluded further dose escalation

La premisa biologica es correcta — nectin-4 funciona como diana post-EV. El
problema fue la instabilidad plasmatica del linker, no la diana ni el payload.
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MAIN-CAV — MANTENIMIENTO POST-PLATINO: contexto para futuras estrategias

MAINCAYV (A032001): Study Design

@/muc. N3 only disease S
allowed within 3-10 wks |- — ~ / Primary endpoint: 0S \
Avel b 800 IV q2
CRIITRISD with standard Ve "'";k s v::g 9 ) Secondary endpoints: N: 68
lls‘t-lmet l;:Ialtmul(::lzasetli ; - — PFS (iRECIST), Safety, ORR, HRQOL .
chemotherapy cycles) |
p — ~ ) ESTUDIO
£ COG PS: 0.1 Planned Exploratory endpoints
: N =654 Cah°=a";:‘i:: ‘1° BN Baseline/C2/PD: INFRAPOTENCIADO
Tumor/peripheral blood

Stratification: AR L DO UrineF;Ct[F))NA/Stool
*  Best response to 1st- \ whx2 yrs J \ /

line chemo (CR vs PR vs

SD)

* Sites of metastases:
\ visceral vs non-viscemy

Shilpa Gupta, ASCO 2026
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MAIN-CAV— contexto para futuras estrategias

P

Adverse Events
Adverse Events (AEs) Avelumab (N=33) S
Grade 3 TRAEs 8 (24.2%) 13 (39.4%)
Grade 3 Hypertension*® 1(3.0%) 6 (18.2%)'
Grade >3 Hematologic TRAEs 0 3 (9.1%)
All-cause Grade 4 AEs 2 (6.1%) 0

Median All-cause Grade 5 AEs** 1 (3.0%) 2 (6.1%)
Grade 5 TRAEs ** 0 1(3.0%)

*Most common grade 23 AE occurring in 210% overall

**All-cause grade 5 AEs included dyspnea in the avelumab arm and 2 deaths, not otherwise specified,
in the cabozantinib + avelumab arm, 1 of which was treatment-related.

No new safety signals beyond the known safety profiles of avelumab and cabozantinib

Shilpa Gupta, ASCO 2026



SIN DETRIMENTO EN SG

POTOMAC: 5-Year Overall Survival - ITT

No detriment at the 5-year OS analysis was observed with the addition of durvalumab to BCG (I+M) therapy

(’ GONORTE
Grupo Oncolégico

D+BCG (I+M) BCG (I+M)
[ N=339 N=340
: Deaths, n (%) 45 (13) 56 (16)
< Median OS NR NR
10— 88% (95% Cl), months (NR-NR) (NR-NR)
0.8 o
7} i 86%
o H
s 06
g- '
E
% 0.4
&  HR0.81(95% Cl, 0.54-1.19) |
0.2
- Median follow-up3: 72 months
0 T T T T T T T T T T T T T T T T T T T i T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90
Time from randomization (months)
No. of patients at risk
D+BCG (1+M) 339 336 329 326 324 320 319 315 314 311 306 303 298 296 293 290 290 286 283 277 270 236 217 182 141 115 73 30 11 1 0
BCG (I+M) 340 338 336 333 330 328 326 322 317 313 313 313 309 305 301 295 292 288 284 281 275 239 220 185 140 108 70 32 12 0 O

Maria de Santis, ASCO 2026
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DURVALUMAB NO DETERIORA LA QOL ( FATIGA)
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POTOMAC: EORTC QLQ-C30 Change From Baseline

Adjusted mean changes from baseline showed modest deterioration in GHS/QoL and physical functioning and increased fatigue
in both treatment arms, with generally similar changes between treatment arms

GHS/QoL!
Difference between arms: -2.7 (95% CI, -4.85 to -0.54)

°
g 20
£
e = 10 tEetLer
1K

a
z 5_10 W}A’zﬁﬁ:} lWorse
B E
::‘_'
<

2 10 18 26 34 42 50 58 66 74 82 90 98 106114122130138 146
Visit (weeks)
No. of patients in analysis
D+BCG (1+M)214 202 188 180 177 174 171 156 149 142 148 138 138 130 126 122 117 104 105
BCG (1+M)232 219 213 192 193 178 183 158 165 165 158 149 152 138 139 133 120 124 123

Physical Functioning
Difference between arms: -2.6 (95% Cl, -4.43 to -0.81)

s

2

SE 10 1Better
SE

D =

g ';_10 chrse
580

2

<

2 10 18 26 34 42 50 58 66 74 82 90 98 106114122130138 146
Visit (weeks)

No. of patients in analysis
D+BCG (1+M)214 202 189 180 177 174 171 156 149 142 148 138 138 130 126 122 117 104 105
BCG (1+M)232 219 213 192 193 178 183 158 165 165 158 149 152 138 139 133 120 124 123

Fatigue
Difference between arms: 4.0 (95% Cl, 1.50 to 6.46)

@

2 2

5 o B R B R K _

=10 thrse
s g 0

£2 Better
2 e-10

§Em

5

7 =T

2 10 18 26 34 42 50 58 66 74 82 90 98 106114122130138146
Visit (weeks)
No. of patients in analysis

D+BCG (1+M) 214 202 189 180 177 174 171 156 149 142 148 138 138 130 126 122 117 104 105
BCG (+M)232219 213 192 193 178 183 158 165 165 158 149 152 138 139 133 120 124 123

These data further support 1 year of durvalumab in combination with BCG induction and

maintenance as a new treatment for patients with

BCG-naive, high-risk NMIBC -



Questions
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