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Risk stratification

Clinical composition of the EAU NMIBC prognostic factor risk groups

Risk group
Low Risk e A primary, single, Ta/T1 LG/G1 tumour < 3 cm in diameter without CIS in a patient
< 70 years
e A primary Ta LG/G1 tumour without CIS with at most ONE of the additional clinical
NS ECtoN (S Atave) o Additional clinical risk factors are:
Intermediate Risk | Patients without CIS who are not included in either the low, high or very high-risk groups
High Risk e Al T1 HG/G3 without CIS, EXCEPT those included in the very high-risk group
e All CIS patients, EXCEPT those included in the very high-risk group - age>70;
Stage, grade with additional clinical risk factors: - multi pIe pa pi lla ry tumours;

e TalLG/G2 orT1 G1, no CIS with all 3 risk factors

e TaHG/G3 orT1LG, no CIS with at least 2 risk factors
¢ T1 G2 no CIS with at |least 1 risk factor

Very High Risk Stage, grade with additional clinical risk factors:

¢ Ta HG/G3 and CIS with all 3 risk factors

e T1 G2 and CIS with at least 2 risk factors

e T1HG/G3 and CIS with at least 1 risk factor

e T1HG/G3 no CIS with all 3 risk factors

- tumour diameter > 3 cm.
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Table 6.2: Probabilities of disease progression in 1, 5 and 10 year(s) for the new EAU NMIBC risk groups [227]*

Risk group

Probability of Progression and 95% Confidence Interval (Cl)

1 Year

5Years

10 Years

New Risk Groups with WHO 2004/2016

Low

0.06% (CI: 0.01%-0.43%)

0.93% (CI: 0.49%-1.7%)

3.7% (CI: 2.3%-5.9%)

Intermediate

1.0% (CI: 0.50%-2.0%)

4.9% (Cl: 3.4%-7.0%)

8.5% (Cl: 5.6%-13%)

High 3.5% (Cl: 2.4%-5.2%) 9.6% (Cl: 7.4%-12%) 14% (O): 11%-18%)
N
Very High 16% (CI: 10%-26%) 40% (Cl: 29%-54%) B3% (Cl: 36%-73%)

New Risk Groups with WHO 1973

Low

0.12% (CI: 0.02%-0.82%)

0.57% (C: 0.21%-1.5%)

3.0% (CI: 1.5%-6.3%)

Intermediate

0.65% (Cl: 0.36%-1.2%)

3.6% (Cl: 2.7%-4.9%)

7.4% (CI: 5.5%-10%)

High

3.8% (CI: 2.6%-5.7%)

11% (Cl: 8.1%-14%)

14% (CI: 10%-19%)

Very High

20% (CI: 12%-32%)

44% (Cl: 30%-61%)

59% (Cl: 39%-79%)

WHO = World Health Organization.
*Table 6.2 does not include patients with subtypes of urothelial carcinoma (variant histologies), LVI, CIS in the

prostatic urethra, primary CIS or recurrent patients.

*Please note that these percentages refer to patients who were not (immediately) treated with adjuvant BCG
instillations after their primary TUR.




5-Year Overall Survival After Radical Cystectomy

Bladder cancer stage groups

pT0-pT1 pT2-pT4

High-risk non-muscle-invasive /
downstaged disease

86% 24%

5-year overall survival 5-year overall survival

Muscle-invasive disease

Approximate grouped values

Source: Adapted from Nikulainen et al. Acta Oncologica, 2023 (5-year OS by pathologic stage after radical cystectomy:
pTO 87%, pTa/pTis/pT1 85%, pT2 70%, pT3 50%, pT4 41%).



BCG-naive

Table 1 - Clinical trials including systemic immunotherapy for BCG-naive high-risk non-muscle-invasive bladder cancer °

ALBAN CREST POTOMAC KE¥YMOTE 676 SunRISe-3

Immunotherapy Atezolizumab Sasanlimab Durvalumaby Pembrolizumab Cetrelimab

Type of immunotherapy PD-L1 PD-1 PD-L1 PD-1 PD-1

Duration of Immunotherapy (yr] 1 2 1 1 2

Administration of Intravenous Subcutaneous Intravenous Intravenous Intravenous

immunotherapy Every 3 wk Every 4 wk Every 4 wk Every 3 wk Every 3 wk

Start date Dec 2018 Dec 2019 May 2018 Dec 2018 May 2023

Trial design Randomized, open-label, Randomized, open-label, parallel- Randomized, open-label, parallel-group, Randomized, open-label, Randomized, open-label, parallel-
parallel-group, multicenter  group, multicenter multicenter parallel-group, multicenter group, multicenter

Estimated number of enrolled 516 999 1018 975 1050

patients

Treatment arms Atezolizumab + BCG Sasanlimab + BCG (IND + MAIN) or Durvalumab + BCG (IND + MAIN) or Pembrolizumab + BCG Cetrelimab + TAR 200 vs TAR 200
(IND + MAIN) vs BCG sasanlimab + BCG (IND) vs BCG control  durvalumab + BCG (IND} ws BCG control  (IND + MAIN) vs BCG vs BCG control (IND + MAIN)
control (IND + MAIN)

Primary endpoint RFS EFS DFS CR (CIS) EFS

Secondary endpoints PFS, 05, C55, CRR, DW, QLQ, 05, CRR (CI5), DOR (CI5) DFS at 24 mo, 05 at 5 yr, QLQ, safety 12-mo EFS, 12-mo DOR, RF5, 05, CRR (CIS), DOR, RFS5, (S5, 05, QLQ,
safety DSS, time to RC, QLQ, safety DSS, time to RC, QLQ, safety safety

Results on the primary endpoint  Awaiting Positive Positive Awalting Awaliting

Expected results date 'J'ﬂ'?‘? HIE TIE 2025 2030

BCG = bacillus Calmette ALBAN CREST | POTOMAC |r|nval DFS = disease-free survival; DOR = duration of response; DSS = disease-specific

i“_”‘.,::;f.’;”mﬁ“:;;‘.‘.‘;- AMM UM SIM UM D/I/M M e e oy Tl survivals P

* Definition of endpoir 2_year ise, persistence of CIS, or death; DFS: HG or LG local recurrence or occurrence of any

metastasis or death;
ers (%) Bk 82 85 80 87 82

3-year
EFS (%) 79 79 82 75 82 77

m 0.98 (0.71-1.36)  0.68 (0.49-0.94) 0.68 (0.5-0.93)

0% 7% 5%

Gabriel PE, Roumiguié M, Marcq G, Allory Y, Audenet F, Bajeot AS, Leon P, Masson-Lecomte A, Pradere B, Seisen T, Thibault C, Rouprét M, Xylinas E; Cancer Committee of The French Association of Urology (CC-AFU). The
Evolving Landscape of Systemic Immunotherapy for Bacillus Calmette-Guérin-naive High-risk Non-muscle-invasive Bladder Cancer: At the Edge of a Tsunami? Eur Urol Oncol. 2025 Aug;8(4):1174-1181.
https://www.urotoday.com/conference-highlights/esmo-2025/esmo-2025-bladder-cancer/164039-esmo-2025-discussant-systemic-treatment-for-non-muscle-invasive-bladder-cancer-clinical-precision-or-overreaction.html



EFECTIVITY

Trial Endpoint Treatment N Patients Treatment vs. Control HR 95%-Cl Weight
CREST EFS Sasanlimab + BCG 703 . 0.68 [0.49;0.94] 32.6%
ALBAN EFS Atezolizumab + BCG 217 L 0.98 [0.71;1.36] 32.7%
POTOMAC DFS Durvalumab + BCG 679 = 0.68 [0.50; 0.93] 34.6%
Random effects model -{::? 0.77 [0.60; 0.97] 100.0%

Heterogeneity: /I° = 39.2%, t° = 0.0170, p = 0.1933 | ! '
04 0.75 1 1.5
Hazard Ratio / Recurrence Related Time to Event

Fig. 2 Forest-Plot: Meta-analysis of recurrence-related time to event for intravesical BCG combined with systemic immunotherapy

Roessler N, et al. First-line treatments for BCG-naive non-muscle invasive bladder cancer: a systematic review and meta-analysis. World J Urol. 2026 Jan 5;44(1):76.



ALBAN - Study design

BCG-naive patients, with high-risk Primary endpoint
NMIBC after first and second look _ EFS
TURBT: BCG: once aweek for 6 weeks (induction phase)
i . once a week for 3 weeks at 3, 6, 12 months ' .
« High-risk defined as the presence of (maintenance phase) Key secondary endpoints
any high-grade/grade 3 Ta, T1 High-grade RFS
il - : Atezolizumab: 1200 mg; IV q3w for up to 1 year oo
tumors and/or CIS 1 PFS
* No prior BCG therapy BCG: once aweek for 6 weeks (induction phase) 0S
« Absence of metastatic disease in DHGE a week for 3 weeks at 3, 6, 12 months DOR
the pelvis, abdomen, or chest bl ol Safety
« ECOGPS of 0-2 QoL

CIS: carcinoma in situ: DOR, duration of response: EFS: Event-Free Survival: OS, Overall
Survival; PFS: Progression-Free survival, QoL, Quality of Life; RFS: Recurrence-Free Survival




ALBAN - Analysis of EFS* (primary endpoint, ITT population)

*EFS events were high-grade or low-grade NMIBC relapse, persistence of CIS

i after 6 months, progression of disease, appearance of UTUC, or death

50 whatever the cause BCG + atezolizumab BCG
s EFS events,n/N 7131262 731255
5 Median EFS (95% Cl), mo NE NE
E _ Adjusted HR (95% CI), mo 0.98 (0.71-1.36); P=0.9106
g 60 - Type of events, n (%)
3 - Local recurrence 62 (84.9%) 60 (82.2%)
-
2 Locoregional recurrence 3 (4.1%) 3 (4.1%)
a 04 .
@ Distant recurrence 1(1.4%) 2 (2.7%)
-
E 30 UTuC 0 (0.0%) 2(2.7%)
™ Death from any cause 7 (9.6%) 6 (8.2%)

- HR was adjusted on the presence of CIS at inclusion
0 BCG + Atezokzumad
— UGS Acwe Cl, Confidence Interval: CIS, Carcinoma In Situ; EFS, Event-Free Survival; HR,
0 . - ; ; . . - - y ' Hazard Ratio: ITT, Intent To Treat: NE not evaluable
0 [ 12 18 24 0 k', L ¥ 48 54 B0

Months
Rizk (No. Cumulative Events)

Adezohzumab 262 000 272 (30 193 (44) 184 (52) 157 (5% 1290621 97 (6% TBEM S5070 IS5 203
BOG Alone 255001 208 (3&) 190 (500 169 (58 15562} MG(EE) S0EM TIM S5 3BTH 67N
Prof Morgan Rouprét

Content of this presentation 1s copynght and responssbility of the author Permission is required for re-use @mcungress



Figure 1. CREST Study Design

Patient Population:

» BCG-naive,
HR-NMIBC: T1, N=1055

high grade Ta,
and/or CIS R 1-1-1

* No prior PD-(L)1, B

PD-L2, or CTLA-4  Stratified by

inhibitors or CIS (Y/N) and

immunostimulatory QEGQ-‘"?PWC
agents region

Arm A
Sasanlimab +

Primary endpoint
EFS:Avs C
(recurrence of high-grade disease,
progressive disease, persistence of
CIS, death from any cause)

BCG-Induction +
Maintenance (I+M)

Arm B
Key secondary endpoints
Sasanlimab + EFS:Bvs C
BCG-Induction () 0Ss

Select secondary endpoints
CR (patients with CIS)
Duration of CR (patients with CIS)
Safety
QOL: EORTC QLQ-C30 and
EORTC QLQ-NMIBC24

BCG-Induction +

Maintenance (I+M)

Final EFS analysis data cut-off date: Dec 2, 2024 BCG-I+M: BCG induction (6 doses)® and maintenance

(up to 2 years) therapy
BCG-l: BCG induction (6 doses)? only
Sasanlimab: Administered SC for up to 25 four-week cycles

Re-induction permitted for patients with C|S at randomization who had persistent disease or recurrence of high-grade Ta disease 3 months after initiating study treatment.
BCG, Bacillus Calmette-Guérin; CIS, carcinoma in situ; CR, complete response; CTLA-4: cytotoxic T lymphocyte-associated antigen 4; EFS, event-free survival,

EORTC, European Organization for Research and Treatment of Cancer;, HR, high-risk; |, induction; M, maintenance; PD-1, Programmed cell death-1; PD-L1/PD-L2,
Programmed cell death-ligand 1/2; QLQ-C30, Core Quality of Life questionnaire; QLA-NMIBC24, Non-Muscle-Invasive Bladder Cancer Quality of Life questionnaire; QOL,

quality of life, R, randomization.




Primary Endpoint EFS by Investigator: Arm Avs Arm C

The risk of experiencing an EFS event was 32% lower with sasanlimab + BCG-I+M vs BCG-I+

100 -
90 A 1 84.7% 82.1 % Sasanlimab
80 - S e : WBCG-HM
70 - 79.9% haaa
: i CID
~ 60 : S BCG-1+M
S~ : :
o 50 l |
LL : '
w40 : :
30 - i
20 i
10 - Median follow-up for EFS: 36.3 mo ; '
8 Stratified HR (95% CI): 0.68 (0.43-0..94); 1-sided P-value: 0.0095
0 6 12 18 24 30 36 42 48
No. at risk Months
Sasanlimab + BCG-1+M 352 285 262 256 241 236 169 45 2
BCG-1+M 391 293 279 262 240 232 197 33 2



Prespecified Subgroup Analysis of EFS: Arm Avs C

EFS benefit was consistent across subgroups including patients with CIS and T1

Events/N
Sasanlimab Hazard ratio
+BCG+M QETT TS (95% ClI)

Eﬂrnll (stratified) 61/352 89/351 ——! 0.68 (0.49-0.94)

ge :

265 years 46/210 57/218 I 0.87 (0.59-1.29)

<65 years 15/142 32/133 * oy 0.43 (0.23-0.79)
Gender :

Female 872 13/67 s . 0.59 (0.24-1.42)

Male 53/280 76/284 —— 0.71 (0.50-1.01)
Race '

Asian 15115 271126 L 4 . 0.61 (0.33-1.19)

White 451225 26/210 e 0.76 (0.91-1.12)
Geographic Region :

Western Europe/Canada 17/85 24/86 : *— 0.75 (0.40-1.40)

Rest of world 32/218 47/218 —— 0.70 (0.45-1.10)

us 12/49 18/47 * g 0.53 (0.25-1.10)
TICE strain |

TICE 311140 39/146 L L 0.84 (0.52-1.34)

No TICE» 30/210 50/203 | 0.58 (0.37-0.92)
Presence of CIS :

Yes 16/88 27/88 * { 0.53 (0.29-0.98)

No 45/264 62/263 R 0.76 (0.52-1.11)
T1 disease |

Yes 34/204 52/194 [ 0.63 (0.41-0.96)

No 27/148 371157 b 0.75 (0.46-1.24)

0.1 4 1 10

Favors sasanlimab + BCG-+#M Favors BCG-1+M



Key Secondary Endpoint EFS by Investigator: Arm B vs Arm C

EFS was not different for sasanlimab + BCG-| vs BCG-I+M

100
90 4
80
70

60 - . Sasanlimab
50 : : + BCG-l

BCG-I+M

EFS (%)

40 -
30 -

20 - .
10 - Median follow-up for EFS: 36.3 mo : ;

Stratified HR (95% Cl): 1.16 (0.87-1.55); 1-sided P-value: 0.8439

] ] ] ] | | ] |

0 6 12 18 24 30 36 42 48

No. at risk Months

Sasanlimab + BCG-I K 7. 281 240 218 206 206 136 35 1
BCG-I+M 351 293 279 262 240 232 197 33 2

BCG. Bacdlus Calmetie-Cudnn, EFS, event-res survival, | mduchon. M masienance
e




CR and Duration of Response in Patients With CIS: Arm Avs Arm C

In patients with CIS, probability of continued CR at 36 months was 92% for sasanlimab + BCG-I+M

100 973%  93.2% 91.7%
90 ' ' ’ Sasanlimab
£ 80 E E i L e
m L] ] i
70 - : :
E : : BCG-I+M
ol | : 67.7%
S 50 ; ; IS
5 404 E : E Sasanlimab BCG-
E} E : " + BCG-I+M I+M
O 30+ : ; , (N=88) (N=88)
E 20 ' .  CRatanytime, n(%) 79(89.8) 75(85.2)
w . Difference in CR rate 4.4
10 : ' (95% ClI) (-5.4t0 14.2)
0 : : 1-sided P-value’: 0.1878
0 6 12 18 24 30 36 42 48
No. at risk Months from first documentation of CR
Sasanlimab + BCG-I+M 79 75 71 69 66 62 32 8 0

BCG-I+M 75 67 635 62 of 50 24 6 0



Treatment Related Adverse Events: Arm Avs Arm C

The observed safety profile was consistent with the known safety profile for each individual agent

Sasanlimab + BCG-1+M (N=349)

Overall 6.3 839
Dysuria 321
Pollakiuria 18.9
Hematuria . 4.0 3.2 16.9 e N
Urinary tract infection _ 086 19.5 BCG-14M 3
Lipase increased Grades 1/2
Pyrexia 11.7 Grades 3/4 El B
Amylase increased
ALT increased 0314
AST increased ' 1.4
00 80 60 40 20 0 20 4 6 80 100
Incidence (%)

« The median duration (range) of sasanlimab was 80.3 weeks (4.0-103.9) for the sasanlimab + BCG-1+M arm. The median duration (range) of BCG
was 98.1 weeks (2.0, 125.1) for the sasanlimab + BCG-I1+M arm and 98.9 weeks (2.0, 110.0) for the BCG-I+M arm

« Serious TRAEs were reported in 62 (17.7%) and 5 (1.4%) patients in Arms A and C, respectively
« There were no TRAEs leading to death in Arm A or Arm C

Inchudad are THAES thal ocoumred n at least 15% of the patents n any raatmant group o grade 23 TRAEs thal occumed in al laast 2% of he palients n any reaiment group BOG, Bacillus Calmatie-Gudnn_ | induchon, M. mamilsnance
TRAE  treatmeni-redated roatmant-emergent advarse event



POTOMAC

Study population
* Age 218 years
» NMIBC

« BCG-naive

+ High-risk tumour defined
as any of the following:

3

Y V¥

T1
High-grade/G3
CIS

Multiple and

recurrent and large

(23 cm)

Stratification factors:

Durvalumab 1500 mg IV (Q4W x 13 cycles)

D+BCG (+M) BCG Maintenance
N=339 BCG |I!ﬂll¢ﬂﬂllh 3 weekly doses at
Weekly x 6 weeks® . o 12m 18m
| Durvalumab 1500 mg IV (Q4W x 13 cycles)
~ BCG Induction
Weekly x 6 weeks®
BCG (+M) BCG Maintenance
N=340 SR ucsion Comliy doasnsl
Weekly x 6 weeks® . = o 12m 18m

* Higher risk papillary disease (yes vs no)?

* CIS (yes vs no)

24m

Primary endpoint
* DFS: D+BCG (I+M) vs BCG (I+M)

Key secondary endpoints

= DFS: D+BCG (| only) vs BCG (I+M)
= DFS at 24 months

* CRR at 6 months

Other secondary endpoints
= OS5 at5years

= Safety

« EORTC QLQ-C30




L p+BCG (+M) [N D+BCG (lonly) BCG (1+M)
Characteristics N=339  N=339 N=340

Age, median (range), years 68 (24-90) 68 (21-87) 67 (32-86)
Sex, n (%) Male 276 (81) 272 (80) 271 (80)
Region, n (%) Western Europe 143 (42) 126 (37) 135 (40)
Rest of world 196 (58) 213 (63) 205 (60)
ECOG PS, n (%) 0 294 (87) 305 (90) 304 (89)
1 45(13) 34 (10) 36 (11)
Smoking, n (%) Current 62 (18) 60 (18) 63 (19)
Former 175 (52) 182 (54) 173 (51)
Never 102 (30) 97 (29) 104 (31)
Disease stage, n (%) T1® 195 (58) 191 (56) 211 (62)
Ta? 112 (33) 114 (34) 99 (29)
CIs® 125 (37) 125 (37) 125(37)
Papillary disease only, n (%) Yes 217 (64) 222 (65) 220 (65)
Higher risk papillary disease,°n (%) Yes 173 (51) 173 (51) 173 (51)
PD-L1 expression,® n (%) High (2TC/IC25%) 81 (24) 90 (27) 85 (25)
Low/negative 235 (69) 228 (67) 232 (68)

Missing/not evaluable 23 (7) 21 (6) 23 (7)




D+BCG (I+M)  BCG (I+M)

N=339 N=340
Events,n (%) 67 (20) 98 (29)
1.0 : 92% . Median DFS, months NR NR
[ '87% ; (95% Cl) (NR-NR) (74.0-NR)
i j 32%
0.8 - E : ‘I H*‘H*H“FFW—H——H—EWM
» E i 5
S 06- : : :
= : : i
£ r | :
E : : i :
g 7 | ; | HR 0.68 (95% Cl, 0.50-0.93)
' Stratified log-rank P value? = 0.0154
0.2 - | I |
Median follow-up®: 60.7 months
: i : 24% DFS maturity
0 | | | il | | I i I | I i | 1 | | | | | | | | | | | I |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 o5 60 63 66 69 72 75 78 #

Time from randomisation (months)
No. of patients at risk
D+BCG (I+M) 339 321 304 202 280 283 2Zf8 273 282 257 N0 My 23 220 2% 222 XN 24 1% 196 145 108 0 o4 of 26 g8 1 ]
BCG (+M) 340 322 303 202 283 276 271 265 258 254 249 244 237 235 231 227 225 209 19% 160 150 101 8 S5 20 8 0 0



Subgroup Category N | Hazard Ratio (95% CI)
All patients 679 . 0.68 (0.50-0.93)
Age <65 years 258 : | 0.74 (0.42-1.27)
265 years 421 = ) i 0.64 (0.44-0.93)
Sex Male 547 R e 0.59 (0.41-0.83)
Female 132 b — 1.21 (0.61-2.42)
Region Western Europe 278 1 0.59 (0.36-0.95)
Rest of world 401 - e 0.75 (0.50-1.12)
ECOG PS 0 598 — 0.64 (0.45-0.90)
1 81 : > 0.77 (0.38-1.56)
Smoking status Current 125 L i 0.38 (0.17-0.80)
Former 348 * 0.80 (0.52-1.22)
Never 206 . * 0.74 (0.41-1.31)
BCG strain TICE® 162 L — 0.68 (0.37-1.23)
Other 513 r—i—4 0.66 (0.46-0.95)
cls® Yes 250 | ® 1.01 (0.62-1.64)
No 429 ® i 0.53 (0.34-0.79)
Higher risk papillary disease® Yes 346 ] i 0.54 (0.35-0.83)
No 333 = ' | 0.88 (0.56-1.38)
PD-L1 expression® High (=TC/IC25%) 166 'S 4| 0.50 (0.26-0.91)
Low/negative 467 b * 0.72 (0.48-1.05)
Missing/not evaluable 46 | NC (NC-NC)
T T | T T T
0.1 0.25 05 1 1.5 25

a5

Favours D+BCG (I+M)

Favours BCG (+M)

>



D+ECG(#M) |  BCG (+M)

N=339 N=340
Deaths, n (%) 41(12) 52 (15)
1.0 =t : 2 Median OS, months NR NR
- (95% CI) (NR-NR) (NR-NR)
0.8
3
s 067
2
2 1
g ~ HRO0.80(95% CI,0.53-1.20) |
Median follow-up?: 65.6 months
B2 65.9 months
14% OS maturity
0 | | 1 | 1 | 1 I I 1 I | I I | 1 I | I I | I | | 1 | |

T
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

Time from randomisation (months)
No. of patients at risk
D+BCG (1+M) 339 336 328 325 323 319 318 314 313 310 305 302 207 295 292 289 289 285 262 246 222 184 144 15 73 M 4 1 0
BCG (I+M) 340 338 336 333 330 328 326 323 318 35 315 35 31 307 303 297 294 289 285 249 28 195 M7 111 M 13 12 0 0

EORTC QLQ-C30 Global Health Status/Quality of Life

20
A

@
g 8 1
% @ Improving
<% 0- -
g8 Deteriorating
35 01
W E 8§ 4
=
2 20

I I I I T 1

1 I
2 10 18 26 34 42 5 58 66 74 82 90 98 106 114 122 130 138 14
Visit (weeks)

No. of patients in analysis
D+BCG (+M) 214 202 189 180 177 174 m 156 149 142 148 138 138 130 126 122 "7 104 105
BCG (+M) 232 218 213 192 193 178 183 158 165 165 158 149 152 138 139 133 120 124 123



Difference in DFS between D+BCG (I only) vs BCG (I+M) arms was not statistically significant

(key secondary endpoint) é"ﬁ"f'ﬁf?ﬁ'{i"iﬁ"ﬂ'
o N=333 N=340
Events, n (%) 105 (31) 98 (29)
1.0 5 1' 879 Median DFS, months NR NR
i | 0 829 | (95% ClI) (NR-NR) (74.0-NR)
0.8 - : :
. : z
O 06- | :
o | l
2 ' | :
- ' : =
E 04 HR 1.14 (95% CI, 0.86-1.50)
| ; ; Stratified log-rank P value = 0.3530
0.2 : : :
f i Median follow-up?: 60.7 months
0 I I I il I I I i I I I i | | | | | 1 | I I I I | I | |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 S 5 60 63 66 69 72 75 78 81

Time from randomisation (months)

Mo. of patients at risk
D+BCG (lonly) 338 314 206 281 260 260 250 246 24 23 2T M3 M7 M2 A 201 ] f a0 32 79 { 0
BCG (I+M) 340 322 303 292 283 276 271 265 258 254 MO M4 23T 235 21 227 225 X9 1% 160 150 11 B 0 20 B ] 0

188 186 173



+ +
Events, n (%) n=336 D Bgfag?nnlﬂ
AEs of any cause 500 0000 5_22“{95} ---------- 307 (91)
Possibly related to any treatment 298 (89) 269 (80) 245 (72)
‘Maximum grade3or4AEs 113 (34) 90 (27) 56 (17)
Possibly related to any treatment 7 (21) | 52 (15) 13 (4)
Serious AEs 108 (32) 82 (24) 63 (19)
Possibly related to any treatment 45 (13) 38 (11) 13 (4)
AEs leading to death 6(2) 4(1) 4(1)
Possibly related to any treatment 0 0 0
AEs Ieading to disf:untinuaﬁun of study treatment 105 (31) 65 (19) 68 (20)
Possibly related to durvalumab 54 (16) 44 (13) 1(0.3)
Possibly related to BCG 55 (16) 15 (4) 55 (16)
Any-grade immune-mediated AEs 91 (27) 113 (34) 4(1)
Maximum grade 3 or 4 27 (8) 27 (8) 1(0.3)
Leading to death 0 0 0



EFECTOS ADVERSOS GRAVES

Trial Endpoint Treatment N Patients Treatment vs. Control RR 95% Cl Weight
CREST EFS Sasanlimab + BCG 699 — = 462 [2.99;7.15] 36.1%
ALBAN EFS  Atezolizumab + BCG 205 — 2.58 [1.63;4.09] 34.9%
POTOMAC DFS Durvalumab + BCG 675 ——+—> 551 [3.11;9.76] 29.0%
Random effects model ~ai = | 3.97 [2.53; 6.22] 100.0%

Heterogeneity: /° = 61.0%, t° = 0.0959, 1 = 5.13 (p = 0.0768) ' '
0.5 1 2 8
Relative Risk / Grade 23 Adverse Events

Fig. 3 Forest-Plot: meta-analysis of treatment-related severe adverse events for systemic immunotherapy combined with intravesical BCG

Roessler N, et al. First-line treatments for BCG-naive non-muscle invasive bladder cancer: a systematic review and meta-analysis. World J Urol. 2026 Jan 5;44(1):76.
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Fig. 2 - Graphical representations of the main direct costs of drugs and procedures related to different stages of bladder cancer (realized with https://smart.
servier.com). The gradient illustrates the chronological progression of treatment indications. Detailed cost data can be found in Supplementary Tables 4 and
5. Drug pricing was obtained from publicly available sources and literature, and does not reflect confidential discounts negotiated between manufacturers
and health care systems. Indirect costs of treatment are not included. For avelumab, one cycle is defined as two infusions within a 21-d period, matching the
cycle length used for atezolizumab and pembrolizumab, but requiring two infusions due to the half-life of avelumab. Nivolumab (480 mg) is given every 4 wk
per cycle. One cycle of erdafitinib was defined an infusion at 21 d. BCG = bacillus Calmette-Guerin; ddMVAC = dose-dense methotrexate, vinblastine,
doxorubicin, and cisplatin; EMDA = electromotive drug administration; HR = high risk; M = metastatic; MIBC = muscle-invasive bladder cancer; NMIBC = non-
muscle-invasive bladder cancer; TURBT = transurethral resection of a bladder tumor.
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In the control arms of BCG- R [ —

na.l.vetrials’ maintenance 0 2 6 9 12 15 18 21 24 27 30 33 3® 39 42 45 48

Time (months)
L] Number at risk:
1 yr VS 2 yrS h a S a n I m pa ct POTOMALC 340 v 303 252 283 76 7 265 258 254 2489 244 237 236 31 227 224
CREST 3|1 315 253 285 T8 i} 282 252 240 236 232 221 157 121 33 23 23
ALEAN 255 243 208 190 180 176 j[=] 181 158 140 118 105 90 a3 73 62 23
Number censored [within each time intervall:
0-3 3-8 5-9 8-12 12-16 15-18 18-21 21-24 24-2ZF 2Z7-30 30-33 33-368 36-389 3942 4245 A5-4B

POTOMAC b 4 0 4 1 1 4 3 1 2 3 1 1 3 2 0
CREST | 2 2 1 4 3 4 ] 1 0 [ 61 n 85 b ]
ALBAN [ [ 2 1 7 [ [ 4 13 2 10 13 [ 10 10 7

AG 1. Reconstruction and comparison of EFS/DFS curves across trials. (A) EFS/DFS survival probability of the experimental arms
across the included trials. (B) EFS/DFS survival probability of the control arms of the included trials. DFS, disease-free survival,
EFS, event-free survival.
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