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Urothelial Carcinoma

Incidence at diagnhosis
o

Relapse: ~ 50%

Local relapse: 30%
Distant metastasis: 70%

Relapse: 15 - 70%

Progression without therapy: 57%

=NMIUC ®MIUC mmuUC
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Risk groups stratification

Risk group
Low Risk * A primary, single, TaT1 LG/G1 tumour < 3 cm in diameter without CIS in a patient
<70 years
L. . e A primary Ta LG/G1 tumour without CIS with at most ONE of the additional clinical
Clinical risk factors: risk factors
° age > 70 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

*  multiple papillary \ : _ mev
e Al CIS patients, EXCEPT those included in the very high-risk group

tumours Stage, grade with additional clinical risk factors:

* tumour diameter > 3 cm. e TaLG/G2orT1G1, no CIS with all 3 risk factors

e TaHG/G3 or T1 LG, no CIS with at least 2 risk factors

e T1G2 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 T1G2 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
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Cumulative incidence curves depicting HG recurrence (A) and progression (B) according to the

EAU 2021 risk categories of the 1918 patients with NMIBC from six European tertiary referral
centres treated with TURBT between 2015 and 2022.

A .
™ High-grade recurrence
70 2-year HG-rec. rate 5-year HG-rec. rate
Low= 4% Low= 7.2%
60 lr?t:fmediaaw 12% |r§:nnediate= 17.2%
= e High= 19.5% === High= 26.7 %
R 50 —| == Very-High= 27.1 % = Very-High = 30.9 %
3 Fine-Gray
540 P <0.001
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Time (years)
Low
467 361 240 183 136 107
Intermediate
582 450 333 236 159 120
High
739 496 320 214 135 74
Very-High
130 73 43 25 15 9
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Longoni M et al. BJU Int. 2025 Nov;136(5):826-834

(B)

Progression
70 2-year HG-rec. rate 5-year HG-rec. rate
Low= 15% Low= 39%
60 Intermediate = 3.2 % Intermediate = 5.2 %
e High= 8.3 % w— High= 13.6 %
850 —| == Very-High= 154 % e \/ery-High = 31.6 %
= Fine-Gray
340 P <0.001
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0 1 2 3 4 5
Time (years)
Low
467 365 246 192 140 109
Intermediate
582 472 356 253 177 132
High
739 528 360 245 152 89
Very-High
130 81 46 25 13 6
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EORTC Nomograms and Risk Groups for Predicting Recurrence, Progression,
and Disease-specific and Overall Survival in Non-Muscle-invasive Stage Ta-T1
Urothelial Bladder Cancer Patients Treated with 1-3 Years of Maintenance Bacillus

Calmette-Gueérin

v T1G3

= 1 Yr disease specific death rate of 4,8 %
= 5 Yrs disease specific death rate of 11,3%
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Rationale for adding 10 to BCG

E 80+
o~ ] ubgroup 1:
5 ] - ﬁobgce“
g 801 33 Subgroup 2:
g '_; E BCG
© & 40]
55
c o 20_‘
-t
PD-L1 Expression in High-Risk Non- °% . “ﬂﬂﬂﬂuu,mﬂ,m,m —
Muscle-Invasive Bladder Cancer Is § i
Influenced by Intravesical Bacillus ; Subgroup 1: No BCG
Calmette—Guérin (BCG) Therapy — [ PD-L1 not postive
TURBT 2 - Il PD-L1 positive
1 2 3 K .:o ; ‘; ; ; 1‘0 |'1 1‘2 1‘3 1’4 1’5 1'6 1'7 1’! 1‘9 1‘0 2'1 2'2 23 24 25
Patient No.
Subgroup 2: BCG
S [ PD-L1 not positive
TURBT 2 Il PD-L1 positive

Patient No.
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Available Intensification Trials in HR NMIBC

N=1055

Stratified by
CIS (Y/N) and
geographic region

Arm A
Sasanlimab +
BCG-Induction + Maintenance (I+M)
Arm B
- Sasanlimab + BCG-Induction (/)
Arm C

sangd BCG-Induction + Maintenance (I+M)

ALBAN

R BCG: once aweek for 6 weeks (induction phase)
once a week for 3 weeks at 3, 6, 12 months

(maintenance phase)

& PO Atezolizumab: 1200 mg; IV; q3w for up to 1 year

BCG: once a week for 6 weeks (induction phase)

once a week for 3 weeks at 3, 6, 12 months
(maintenance phase)

Arm A 8ce BCG Maintenance
n=339 + (3 weekly doses)
BCORP) | OWXSWR i 12m | tam | 20w
Durvalumab 1500mg IV
Q4W x 13 cycles
Arm B
n=339 + Bce
BCG (lonly) QW x6 weeks®
Durvalumab 1500mg IV
Q4W x 13 cycles
BCG Maintenance
BCG Induction (3 weekly doses)

. b— BcGO+m
¢ AmC

s ~ 3m 6m 12m 18m 24m

T CREST ALBAN POTOMAC
BCG 2y 1y 2y

Drug

Endpoint EFS (HG DzRec, DPCis, Death)
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Sasanlimab SC 2y

Atezolizumab q4w IV 1y

Shore N et al. Nat Med 2025. Roupret M et al. Ann Oncol 2026. De Santis M et al. Lancet 2025

EFS (Any Dz Rec, Death)

Durvalumab g4w IV 1y
DFS (HG DzRec, DP, Death)
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Available

Intensification trials in HR NMIBC

CREST ALBAN
100- o *EFS events were high-grade or low-grade NMIBC relaps¢
after 6 months, progression of disease, appearance
90 - 84.7% 821% Sasanlim: % whatever the cause
80 - +BCG+ el
§

70 1 (:) 704
X3 74.8% BG+ 3wl
®, 2
] 50 - E 50
m H
w 4 2 w04

0- % o

20- @ |

10- Median follow-up for EFS: 36.3 mo

o St HR (95% CIj: 068 (0400.94) 1-5ded Paue: L0095 = s, temnme

0 5 12 18 2‘ w % 42 48 0 L] ” " 2 30 % “ “ - &0

HR  0.68 (0.49-0.94); p=0.0095
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0.98 (0.71-1.36); p=0.9106

Shore N et al. Nat Med 2025. Roupret M et al. Ann Oncol 2026. De Santis M et al. Lancet 2025

Probability of DFS

POTOMAC

12 months

24 months
1.0 4 36 months
|
. |
0.8 ;
- '
|
06— : : :
04 ; ; |
02 - E | ;
D+BCG(I1+M) : ' :
BCG (1+M) :
) e T e e (T D T P L
0 3 6 9 12 30 33 36 39 42 4

15 18 21 24

. W

Y

0.68 (0.50-0.93); p=0.0154
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1. Validity of the control arm

Treatment of High-grade Non—muscle-invasive
Bladder Carcinoma by Standard Number and
Dose of BCG Instillations Versus Reduced
Number and Standard Dose of BCG
Instillations

B UCLouvain

Institut de recherche
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Time to recurrence in all patients (ITT analysis)

Cumulative recurrence-free survival

No. at risk:

SF arm

RF arm

1.04
8% o
‘T:HE/L_\_‘_ 14%
0.8+ —— -
18% E‘—\_\_
0.6 33% —1
0.44 HR 0.39; 95% Cl 0.23-0.66
0.2
0.0 T T T
0 6 12 18 24 30 36
Time to recurrence (mo)
193 121 92 69 46 39 20
145 106 81 59 42 26 18

Grimm MO. Etal. Nimbus Trial. Eur Urol. 2020 Nov;78(5):690-698

(&

SAINT-LUC

ucL

BRUXELLES



2. Events Contributing to EFS/DFS benefit : Clinically valid ?

CREST POTOMAC
Sasanlimab + =
o 3(3_33;? Durvalumab + BCG-I+M
(N=352) - BCG-I+M
:’/ao;lents with EFS event, n 61(17.3) 89 (25.4) Dit ot
Recurrence of high-grade
disease 28474) 53(151) HG recurrence 36 (10.6%) 71 (20.9%)
Persistence of CIS 1(0.3) 1(0.3)
Progressive disease 18 (5.1) 22 (6.3) Persistence of 1(0.3%) 3 (0.9%)
Progression to N+/M+, n 3 7 Cis
Progression to MIBC (2T2), n 7 7 MIBC/M+ 16 (4.7%) 13 (3.8%)
Stage Progression (high- 7 7
grade Ta, T1), n
Unknown, n 1 1 Death 14 (4.1%) 18 (5.3%)
Death 16 (4.5) 13 (3.T)
UCLouvain 2)
. Institut de recherche '&-
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SAINT-LUC

ucL BRUXELLES



Impact of Recurrence Events in HR NMIBC

Acces to BCG-Unresponsive Treatments
v" Gem/Doce
v Nadofaragene Firadenovec (Adstiladrin)
v" NAl + BCG (Anktiva)
v" TAR-200
v" Pembrolizumab
More Procedures
v TURBT
v’ Cystectomy
v Q3monthly cystoscopy
Urinary Symptoms
Cost
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3. Importance of BCG maintenance

100 -
90 +
80
70
60 -
50
40
30
20 -
10

EFS (%)

CREST

BCG-+M

| Sasanlimab

L 71.5%
’ |+ BCGH

Median follow-up for EFS: 36.3 mo
| Stratified HR(95% cu) 11e(w-1.ss) 1-sldedP-valn'0M39

0 6

No. at risk
3asanlimab + BCG-| 352 281
BCG-#+M 351 293
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12 18 24 30 36 42 48

Months
240 218 206 206 136 3 1
219 262 240 232 157 33 2

Shore N et al. Nat Med 2025. De Santis M et al. Lancet 2025

Probability of DFS

08 4

06 -

12 months
10 - 24 months
¥ 87% 36 months
N“"‘ML.\ 82% -
86% |
; nomm BCG (I+M)
H N=340
04 i Number of
events n() 105031 98(29)
Median DFS,
v NR NR
' ' months
02 ' : (95% Ci) (NR-NR) (74.0-NR)
! ' HR (95% CI) 1.14 (0.86-1.50)
Stratified log-
rank p val:g p=0.3530
BOG (1+M) '
LT T | | | | | |

T T T I I I L
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81
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4. Intensification by 10 does not impact negatively OS

100
90 -
80
70
60 -
50 -
40
30
20
10

OS (%)

CREST

Median follow-up for OS: 40.9 mo

Stratified HR (95% Cl): 1.13 (0.68-1.87); 1-sided P-value: 0.6791

i H—N%QM
Sasanlimab + BCG-I+M

Sasanlimab +
BCG-I+M
(N=352)

32(9.1)

BCG-I+M
(N=351)

Patients with OS

event, n (%) e

0 6 12 18
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24 30 36 42 48

Shore N et al. Nat Med 2025. De Santis M et al. Lancet 2025

POTOMAC

10+
08
7]
3
2 081
3
o
2 04-
I
o
02+
D+BCG(I+M)
BCG (1+M)
0IIIIllllllllllllllllllllllIl
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5. Impact of Advers Events

CREST POTOMAC ALBAN

Treatment Arm S + BCG (I+M)|BCG (I+M)| D + BCG (I+M)|BCG (I+M) |A + BCG (I1+M)[BCG (1+M)
Any Grade 3-4 49% 26% 34% 17% 40% 24%
Treatment Related Adverse " - o " a0 o
Events (TRAEs) Gr 3-4 29% 6% 21% 4% 23% 9%
Immune Related Adverse 5 " & o 5 i
Events (irAEs) Gr 3-4 L O % ik S v
Corticosteroid Use 20% <1% 16% <1% NR NR
Discontinuation of Study . -
Treatment Due to TRAE 26% 9% 27% 17% 29% 9%
TRAE Death 0%" 0% 0% 0% 0% 0%

B UCLouvain

Institut de recherche
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6. Selection of Best Candidates

POTOMAC

ALBAN

BCG + BCG
atezolizumab alone HR (95% Cl) P value
Overall (unadjusted) 731262 731255 —e— 0.97 (0.7-1.34) 0.843
i ) 73/262 73/255 p—i 0,98 (0.71-4.36) 0911

Presence of CIS per CRF

No 49/156 46/159 —r— 1.12 (0.75-1.68) 0.570

Yes 24/106 27/96 —— 0.74 (0.43-1.28) 0.281
Age

<65 years 54/200 54/208 —— 1.04 (0.71-1.51) 0.848

265 years 19/62 19/47 —_—— 0.80 (0.42-1.52) 0.494
Gender

Male 58/221 57221 —— 1.02 (0.71-1.47) 0.906

Female 15/41 16/34 —— 0.80 (0.39-1.62) 0.536
™

No 29/92 26/86 —— 1.16 (0.68-1.98) 0.576

Yes 44170 471169 —— 0.90 (0.60-1.386) 0.621
Ta

No 45/190 51/186 —— 0.84 (0.56-1.25) 0.386

Yes 28/72 22/69 ——¢— 1.37 (0.78-2.39) 0.277

(=BCG + ate I Galone |
025 05 075 1 15 2 25

B Disease-free survival events, n/N (%) HR (95% Cl)
Durvalumab plus BCG (I+M) group ~ Comiparison group
All patients 67/339 (20%) 98/340(29%) —— 0-68 (0-50-0-93)
Age at randomisation, years
<65 21/121(17%) 32/137 (23%) —— 074 (0-42-127)
265 46/218 (21%) 66/203 (33%) ] 0-64 (0-44-0-93)
Sex
Male 50/276 (18%) 82/271 (30%) e 059 (0-41-0-83)
Female 17/63 (27%) 16/69 (23%) ———e—— 121(061-242)
Region
Western Europe 27/143 (19%) 407135 (30%) —e———i 059 (0-36-0-95)
Rest of world 40/196 (20%) 58/205 (28%) —e—1 075 (0-50-1-12)
ECOG Performance Status
1] 51/294 (17%) 82/304 (27%) —— 0-64(0-45-0-90)
1 16/45 (36%) 16/36 (44%) ——1—i 077 (038-1.56)
Smoking status
Current 9/62 (15%) 22/63 (35%) 1 038 (0:17-0-80)
Former 38/175 (22%) 48/173 (28%) 1 0-80 (0-52-1-22)
Never 20/102 (20%) 28/104 (27%) e 074 (0-41-1:31)
BCG strain
TICE 20/87 (23%) 23/75 (31%) [ 068 (0:37-1:23)
Other 46/249 (18%) 750264 (28%) —e— 066 (0-46-0-95)
Carcinoma insitu*
Yes 32/125 (26%) 33/125 (26%) e | 1.01 (0-62-1-64)
No 35/214 (16%) 65/215 (30%) A 053 (034-079)
ligher i
Yes 32/173 (18%) 57/173 (33%) ——e— 054 (035-0-83)
No 35/166 (21%) 41/167 (25%) e 0-88 (0-56-138)
PD-L1 statust
High§ 15/81(19%) 30/85 (35%) ———— 050 (0-26-0-97)
Low or negative 44235 (19%) 61/232 (26%) e 072 (0-48-1-05)
Missing or non-evaluable 8/23(35%) 7/23 (30%) NC (NC-NC)
010 025 050 100 150 250
«—
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Favours durvalumab plus BCG (1+M) ~ Favours BEG (1+M)

Roupret M et al. Ann Oncol 2026. De Santis M et al. Lancet 2025
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Exploratory Analysis of Very High-Risk population — CREST Study

109 Sasanlimab
90 i 84.3%  +BCG-+M
! i Bl i Ll 14
I M T wr ™ ™
80 : E .
1
I 1
70+ ! ; BCG-I+M
| ! L H u
g : | 65.4%  161.5% TSI
» 50 | ! - BCG-+M
1 . - BCG- T e
[T ' 1 1 i i -Lsm(n-29)
=i : i : l+Mit{(n=28)
|
1 [ [
30 - ’ i ‘ Patients with EFS event, n (%) 4 (14.3) 10 (34.5)
1) )
20 1 : ' '
104 Unstratified hazard ratio (95% Cl): 0.34 (0.11-1.08)
0- ! : i VHR was defined as high-grade Ta and CIS with all 3 risk
T T t T } T } T T factors, high-grade T1 without CIS with all 3 risk factors, or
0 6 12 18 24 30 36 42 48 high-grade T1 and CIS with 21 risk factor. Risk factors were
No. at risk Months age >70 years, multiple papillary tumors, and tumor diameter
Sasanlimab + BCG-+M 28 26 24 23 21 21 17 3 0 23 cm.
BCG-1+M 29 22 19 18 1z 16 1 4 0

B UCLouvain '&f)
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Conclusions

= 3 phase lll RCT well designed, fully accrued, correct follow-up

= CREST and POTOMOC are two positive trials
v' EFS/DFS benefit
v « Higher risk » population — 58% T1
v Relevant BCG control arm duration of 2y maintenance

= ALBAN is negative trial
v" No EFS benefit
v « Lower Risk » population — 39 % T1
v Truncated BCG control arm duration of only 1y maintenance
v" EFS included low grade recurennce

B UCLouvain '@7
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Share Decision Making for adding 10 to BCG in HR NMIBC

Cost
Toxicity

Accessibility

DFS/EFS benefit
in HR or VHR
NMIBC (Level 1
evidence )
¥ UCLouvain '&ﬂ?
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Thank You

Van Damme Julien MD,PhD
julien.vandamme@saintluc.uclouvain.be
Cliniques universitaires Saint-Luc
Université catholique de Louvain
Brussels, Belgium
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