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enomic risk scores . . o .
J Can we improve risk stratification?
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Can we predict response to chemo?
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DDR alterations associate with response but do
not guide neoadjuvant treatment
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lyer G, et al. JCO Precis Oncol. 2024,8:€2400287. doi:10.1200/P0.24.00287.

OS stratified by del DDR gene alteration status
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FGFR3 can be targetable throughout the disease

<FGFR3 alteration .
NMIEC pTa (I
< >
NMIBCpTT - RN A FGFR3 alterations are most frequent in
MIBCPT2 [ 1B NMIBC and decline with increasing
> stage and grade
MIBC pT3 |
D
MIUC | -
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Differentstudies, different platforms, different

definitions of eligible alterations...

Erdafitinib Infigratinib Pemigatinib Futibatinib® Rogaratinib Zoligratinib
(BCL2001) ™2 (BGJ398)** (FIGHT-201)’ (FORT-1)" (Debio-1347)"
Phase Il 1 b Il | (dose expansion) /11 Il
. . ORR 46% ORR 17.8% (A-CD
Primary Endpoint ORR 40% os(HRO6y | ORRZ54% [ oo 3%[( A-ID}) ORR 15.8% ORR 20.7% ORR
Central Local (NGS RNAscope *
Method confirmation | tissue/blood) |DNA (and cfDNA) DNA DNA exploratory analysis RNA

(RT-PCR) |Central (RT-PCR) Dfa':f'e':;isoag‘q sequencing

m FGFR3 mut

m FGFR3 fus

m FGFR1 ‘ ‘

m FGFR2

m FGFR4

Others

% positive for FGFR alteration

9.5%

16.6% (central)
15.8% (any)

68% (cTDNA)

17%

69%

25% (DNA)

57%
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Oral erdafitinib showed activity in FGFR-altered
NMIBC after BCG (THOR-2 cohort 1)

80
Clinical activity was limited by the
= - '
T I ESS— tolerability of long-term systemic
L Chemotherapy HR 0.28, 95% C1 0.1-0.6 h
40 Nominal P value = 0.0008 t e Pa py
209 Median RFS I
edian H - -
6 NE(85% C1 16.9NE) 29% discontinued treatment due to
o | A 118 months (95% CI6.4-20.1)
I ———————— adverse events
0 3 6 g 12 15 18 21 24 27 30 33
Months
No. at risk
Erdafitinib 49 45 42 35 25 17 g 8 4 2 2 0
Chemotherapy 24 20 16 13 6 2 2 1 0 0 0 0
#)2953&‘3:{(;2%?\8;3:52\26 Catto et al., Erdafitinib in BCG-treated high-risk non-muscle-invasive bladder cancer.Ann Oncol2024,;35(1):98—104 k. gaOlNJSéRTRIUR



TAR-210 delivers FGFR3 inhibition directly to the
bladder (MoonRISe-1)

IR NMIBC: TAR-210
- Ta LG/grade 1(recurrent or (le(;:t?ozol) sear)
- 'rlj':rlg/g‘)ade 2 (primary or v=s40

recurrent) —G—
FGFR2/3 alterations by central I“V“ﬁfl’::‘:;;"t;:;’:;ey ‘g;n?t;)amical
or local tissue or urine testing MMC or gemcitabine

(QW for 4 to 6 doses [induction]
and maintenance for 6 months to 1 year)

Intravesical erdafitinib may retain FGFR activity while reducing systemic toxicity
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How much HER2 expression is enough?

IHC 1+, 2+, 3+ IHC 3+

HERI1

HER2 as a delivery address

»
»

ADC binding - internalisation - payload release

\ 4

Bystander effect extending activity A A~
beyo Nd HERZ h ig h disease A — (HER1-/:E:21-/HER3-) B — (HER1-/:E:21-/HER3-)

HER2is not anisolated target, frequently co-expressed

#guardsymposium2026 Raggi D, et a{. HER2 and urothelial carcinoma: cu'rre(;t understanding an'd futur'e directions. Nat Rev Urol. 2026,23:110-132 ‘ G U A R D
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Amplification and
membranousNectin-4
may stratify EV benefit
ORR
76% — NECTIN4 amplified

43% — Non-amplified / membrane-high
26% — Non-amplified / membrane-low

Both genomic status and membrane
localisation matter

#guardsymposium2026  Klimper N, et al. Clin Cancer Res. 2026
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Proportion of patients

Chi square test p = 0.0004
1 1

1.2
ORR 76.2% 42.9% 26.1%
3.9% 9
9.5% 4.3%
Objective
0.9 21.7% ~ response rate
(CR+PR)
39.0%

0.6 66.7%
CR
(Complete response)
PR
(Partial response)
SD

03 . (Stable disease)

' . PD

(Progressive disease)

0.0

Amplified Non-amplified, Non-amplified,
(n=45) membrane high membrane low
(n=70) (n=46)



SURE-02 brings TROP-2 ADC therapy into
bladder preservation .

NK cell signature .
—=—— Angiogenesis Uhlik Spermatogenesis hallmark
Ultraviolet response down hallmark ) PD1 signature
Cancer associated fibroblasts
1.5 Angiogenesis Liberzon
ESTIMATE stromal
Mast cell & Lymphocyte activation gene 3 p<0-05
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7.5 mg/Kg, IV, on D1, D8 cystectomy or P gjv?‘n ma't?ze(;‘gncelv « Every 12 weeks post- ! Eosinophil o g_cq signature- Palmer
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Imaging Imaging » TROP2
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PD-L1is not a single biomarker

CheckMate274 v X 083(067102) TCa1% 0'538(3%)36‘

IMvigor010 ¢ X 091(073-113)  IC25% 1.04(0.74-146)

AMBASSADOR v X 098(076-126) ©€PS210 1.09(0.77-1.54)

and immune cells
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T=-cell infiltration identifies patients more likely to
benefit from PD-L1blockade

Immune cell
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High T-cell and immune signatures predict
poor outcomes with BCG, but not with sasanlimab

Biomarker Treatment Events/patients HR (95% CI)

CD4 TREG CELL BCG+M 68/264 —— 1.48 (1.18-1.87)
Sasanlimab plus BCG+M  47/270 —— 0.82 (0.62-1.10)
CD8 CYTOTOXICTCELL  BCG+M 68/264 —— 1.45(1.15-1.83)
Sasanlimab plus BCG+M  47/270 —— 0.83 (0.63-1.10)
CD8 T CELL BCG+M 68/264 —— 1.45(1.16-1.81)
Sasanlimab plus BCG+M  47/270 o 0.86 (0.64-1.15)

| | |

0.5 B 2 4

Not allimmunotherapies are the same

#guar‘dsymposium.2026 Galsky et al. Abstract 806. Sasanlimab plus bacillus Calmette-Guérin in BCG-naive, high-risk non— muscle-invasive bladder cancer (NMIBC): ‘ G U A R D
2{ @GuardConsortium Exploratory biomarker analysis of the phase 3 CREST trial. ASCO Genitourinary Cancers Symposium 2026. h CONSORTIUM



Different immunotherapies need
different immune biomarkers

Study design and patients

V940 (mRNA-4157) 1 mg IM
(Q3W for 9 doses)
Key Eligibility Criteria +
Pembrolizumab 400 mg IV
(Q6W for 9 cycles)

* MIUC originating in the lower tract or upper tract

» Radical resection for MIUC <8 weeks before randomization

* High-risk pathology after radical resection

* Disease free per investigator assessment within 4 weeks
before randomization

« ECOG PS 0-2 Placebo IM

» Tissue adequate for NGS and V940 (mRNA-4157) production (Q3W for 9 doses)
+

Pembrolizumab 400 mg IV
Stratification Factors (QGW for 9 cycles)

* Centrally determined ctDNA status at screening
(positive test or negative test, or nonevaluable test®)
« Prior neoadjuvant chemotherapy (yes or no)

The absence of an inhibitory TME might be associated with better outcomes

#guardsymposium2028 |\ rarath-005 (V940-005) NCT06305767 % GUARD
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https://www.uchicagomedicine.org/find-a-clinical-trial/clinical-trial/irb240053

IMvigoroO10

ctDNA identifies a high-risk population which benefits from adjuvant
atezolizumab

ctDMA-:
1.{][}‘ 1.{]‘.}‘ HH=1.31
_ 95% CI: 0.77-2.23)
g ctDNA":
= HR =1.14 E
@ 0.75- (95% ClI: 0.81-1.62) % 0754
o =
3 0.50 1 5 0.50
o CtDNA*: T
s HR = 0.58 z
2z (95% CI: 0.43-0.79) 3
= 0.25 4 _g 0.25 4 ctDMNA*:
3 E HR = 0.59
£ (95% Cl: 0.41-0.86)
0 - 0 -
1] 10 20 30 40 50 0 10 20 30 40 50
No. at risk Time (months) Time (months)
Atezolizumab CDNA- 184 144 B85 &4 5 0 184 174 129 T 10 0
Observation 183 140 a0 46 B 0 183 170 130 65 0
= Atezolizumab StDNA* 116 48 25 13 2 0 116 88 55 25 ) 0
— Observation 08 17 10 5 1 0 98 54 24 11 1 0
#guardsymposium2026 Powles T, Assaf ZJ, Davarpanah N, et al. ctDNA guiding adjuvant immunotherapy in urothelial carcinoma. Nature. 2021;595:432—437. ‘ G U A R D
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Powles T, et al. Updated overall survival by circulating tumour DNA status from the phase Il IMvigor010 trial. Eur Urol. 2024;85:114—-122. k CONSORTIUM



ctDNA+ and ctDNA- have differential gene expression

474 E:" cycle :
. () i
In etDNA-+ : cell-cycle and keratin genes ® M;gg";:esis ' f;;:o
' WCCNE?2
| FCDChs
- 3 B
I\!on-relapse. IMmmMmune response casat : o
signatures and basal squamous genes MYOMI ® (5 f o, CDe0
NCAMT * ] &8 "KRT15
features 55 wouz 821 ,:Cﬁgﬁm’“‘*;f KkiEe
Acmz | .% KRT15
. : - ACTAT "‘ BT kea
Relapse: angiogenes and fiboroblast TGFg | ™ ,,g%w" c?:%% _______
signalling 1 CtDNA" } ' ctDNA®
-1 .0 -0.5 0 0.5 1.0
#guardsymposium2026 Powles T, et al. ctDNA guiding adjuvant immunotherapy in urothelial carcinoma. Nature. 2021;595:432—437. ﬁ G U A R D
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IMvigorO11 prospectively tests ctDNA-guided
adjuvant therapy

Treatment Follow-up
Surveillance ctDNA
S - - - Atezolizumab (1680 mg)
creening monltorlng IVgiw forupto1y
until 1 y post cystectomy? Confirm no

- MIBC within 6-24 weeks of evidence of Treatment

radical cystectomy /_\ radiographic follow-up

i C

+ Histologically confirmed . 6-weekly ctDNA+ disease Placebo

(Y)pT2-T4aNOMO or ctDNA testing® any time IVg4w forupto1y

(y)pTO-T4aN+MO urothelial cancer I
- No evidence of radiographic disease - 12-weekly

radiographic

+ Prior neoadjuvant chemotherapy imaging
permitted CtDNA-
until 1
. ECOG PS 0-2 A ‘ No treatment Surveillance

Repeat testing follow-up

if ctDNA-

Primary endpoint: INV-assessed DFS
Key secondary endpoint: OS

| Serial ctDNA identifies molecular relapse before
#guardsymposium2026
3 @GuardConsortium radiological recurrence %» CONSORTIUM



Tumour-informed ctDNA tracks molecular
residual disease

Resection ?@T{ ?@T{;
vl DS
@ @% C1D1 @% C3D1
% plasma %/ plasma
Detect residual Monitor
—— disease after  response during
S surgery treatment
Sort ; FTTTTTTTTs
| |
- §° 0 :
A % O 1 Adjuvant therapy
—————— |
= 5 4 3 :
S/ %
{.J
: ™ C1D1 C3D1
16-plex MPCR-NGS Signatera™ MRD assay (Median: =11 weeks) (=6 weeks)
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IMvigorO11 makes ctDNA clinically actionable

1007 100 -
90
80 - o %
80 — .
70 88.4%
70 - | |
= 60
s 5 SN | |
— o
0 o - oo I CtDNA-
C 5 40
30 a I |
30 -
20 | |
20 -
o | |
0 10 -
T T T T T T T T T T T T T T T T T T T T T T1 o 4 96w ctDNA monitoring I |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 T T T T T T T T T T T T T T T T T T T
. . . 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Time from randomisation (mo) ]
No. at risk Time from cystectomy (mo)
Atezolizumab 167 145 122 105 89 73 63 50 42 40 36 28 26 22 16 16 11 9 4 3 3 2 1 1 No. at risk
Placebo B3 69 50 38 32 25 18 15 14 11 9 7 6 5 2 2 1 1 1 1 1 No treatment 357 357 357 342 337 320 303 289 275 233 185 156 116 102 78 66 46 38 20 11 3
ctDNA positive post-cystectomy: .
P P y y ctDNA negative: spared unnecessary therapy

early treatment beneficial

Molecular relapse precedes clinical relapse

#guardsymposium2026  powies T, et al. ctDNA-guided adjuvant atezolizumab in muscle-invasive bladder cancer. N Engl J Med. 2025. ‘ G U A R D
2 @GuardConsortium Adapted from: Jonathan Wright, ASCO GU 2026 k



ctDNA can be defined as positive/negative but we
can also look at ctDNA blood concentration levels

100 — TP
Higher concentration = NE
75 _ (NE, NE)
Wworse outcomes ~ Median OS 1
S (95% Cl), mo: (21.9,NE)
N 50 —t (g
O 211 I I29II3 [ | I
(12.2,29.7) (19.3, NE)
Parallels between ctDNA 25 |
and PSA |
0 |
| | | | | | | | |
0 6 12 18 24 30 36 42 48
Should the highest ctDNA positive :
i : Time from cystectomy (mo)
atients be treated with more No. at risk
CDNA- 357 345 319 250 138 79 26 0 0
56 40 30 18 11 9 5 3 0
>0.1-<3 MTM/mL 99 59 40 23 15 10 7 3 0
>3 MTM/mL 57 18 10 6 3 1 1 0 0
#guardsymposium2026  powies T, et al. ctDNA-guided adjuvant atezolizumab in muscle-invasive bladder cancer. N EnglJ Med. 2025 ‘ GUARD
2{ @GuardConsortium Bellmunt J. ASCO GU 2026 ‘ - CONSORTIUM
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With sequential samples, we can measure ctDNA
reduction and clearance

atezo 100 -
e = NE
[ CctDNA as a continuous variable ] - (NE, NE)
7354 Median 0S
_ 56 33 39
2 - _ (95% CI), mo: NE
. . E _ [24.4, NE}
- | ] . 0 50 - ] 1 1
Clearance = z - 2 22.0
| 19 o é (14.5, NE)
improved outcomes E % 25 - 236 G+
- (16.2,
0- 34.4) L
0 -
; ; ; ; 1 1 1 1 1 1 1 1 1
g 2 o 9 0 6 12 18 24 30 36 42 4
T & & O . Time from randomization (mo)
s 5 5 8 No. at risk
° Z 2 3 Clearance 56 55 45 36 25 17 8 2 1
@ <2 2-fold decrease 23 23 17 15 8 4 1 1 0
N o No change 33 31 25 13 9 3 2 0 0
2-fold increase 39 37 27 18 13 5 1 0 0
#guardsymposium2026  powes T, et al. ctDNA-guided adjuvant atezolizumab in muscle-invasive bladder cancer, N Engl J Med. 2025 ‘ GUARD
2{ @GuardConsortium  BellmuntJ. ASCO GU 2026 t - CONSORTIUM
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NIAGARA ctDNA analysis at key timepoints:

ctDNA+ Baseline Pre-RC Post-RC .
ctDNA- § Neoadjuvant § Adjuvant
- 57% B 2 Va o
260/460° 94/422 31/345

>
=
=
O
2
7
=
O
©
L
=
©
o

Powles et al., ASCO 2025;



NIAGARA ctDNA analysis at key time points:

ctDNA+ Baseline Pre-RC Post-RC .
ctDNA- § Neoadjuvant § § Adjuvant
- ', 57% 22% “’ 9%
260/460° 94/422 31/345

EFS (combined arms)

104
oo M
» ctDNA-
[
“—:: ﬂs“\\b—\_‘_‘
B CtDNA+
44

024 ctDNA-vs ctDNA+ HR, 0.42 (95% CI, 0.30-0.60)

>
=
=
O
2
7
=
O
©
L
=
©
o

Probabi
=
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0
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 &0
Time from randomization (menths)

Powles et al., ASCO 2025;



NIAGARA ctDNA analysis at key time points:

ctDNA+ Baseline Post-RC .
ctDNA- § Neoadjuvant § Adjuvant
0 . 0 = 0
BEP 57% 22% E ' 9%
260/4602 94/422 S 31/345
@
>
)
EFS (combined arms) ctDNA clearance from baseline T
o to pre-cystectomy Q
] ¢tONA- ¢ 57% o
" CIDNA+ |

Probability of EFS.

ciDNA clearance (%)

024 ciDNA-vs ctDNA+ HR, 0.42 (95% Cl, 0.30-0.60)

Proportion of patients with

0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 &4 57 o0
Time from randomization (months) Durvalumab  Comparator
N=126) (N=111)

HR, 0.32 (95% CI, 0.22-0.47)

Powles et al., ASCO 2025;



NIAGARA ctDNA analysis at key time points:

ctDNA+ Baseline Pre-RC Post-RC .
ctDNA- § Neoadjuvant § § Adjuvant
57% b B Va o
BEP 5
260/4602 94/422 S 31/345
¥
=
O
EFS (combined arms) ctDNA clearance from baseline T
to pre-cystectomy 3] ). DFS (combined arms)
104 - 80 - uﬁ_"‘m—«a...
” CtDNA- Y 57% o § o
% N CtDNA+ ) i.
02] cIDNA-vs ctDNA+  HR, 0.42 (95% Cl, 0.30-0.60) . CtDNAS

0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 &0
Time from randomization (months)

Durvalumab  Comparator
(N=126) (N=111)

ctDNA-vs ctDNA+ HR, 0.09 (95% CI, 0.05-0.18)

HR, 0.32 (95% Cl, 0.22-0.47)

Powles et al., ASCO 2025;



ctDNA and utDNA can potentially compliment one another,
which will be useful in the bladder sparing trials

Pre-RC ctDNA-
Combined arms, N=315 (78%)

Non-pCR
49%

Proportion of patients (%)
Pre-RC ctDNA- BEP and had RC

ctDNA- status was not associated with pCR

Pre-RC utDNA-
n=76 (44%)

utDNA W %' e ‘ -

Proportion of patients (%)
Pre-RC utDNA- BEP and had RC

utDNA- status at pre-RC is associated
with higher likelihood of pCR

#guardsymposium2026 Powles et al., ASCO 2025;
3 @GuardConsortium  Van der Heijden et al., ASCO GU 2026

Pre-RC ctDNA+
Combined arms, N=89 (22%)
pCR

3%

Non-pCR
97%

Proportion of patients (%)
Pre-RC ctDNA+ BEP and had RC

ctDNA+ status was highly correlated with non-pCR

Pre-RC utDNA+
n=96 (56%)

pCR

Proportion of patients (%)
Pre-RC utDNA+ BEP and had RC

utDNA+ status at pre-RC is associated
with higher likelihood of non-pCR

Assessing complete response after NACT:

!

[ CtDNA is helpful in those who are positive ]

( UtDNA is helpful in those who are negative J




ctDNA in clinical practice

- Real-world implementation: NHS pilot

Post-op
baseline

12-week 24-week 36-week
plasma plasma plasma
k] 1 a

— - = =
J J J

40 patients with bladder cancer

Post-operative plasma ctDNA testing

at up to 4 timepoints

North East London

Cancer Alliance

7

¢

ctDNA status
9
treatment /
surveillance
decision

N

J

Assessing impact on adjuvant treatment

and surveillance decisions

#guardsymposium2026
{ @GuardConsortium
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Queen Mary University of London



ctDNA In clinical practice

- Real-world implementation: NHS pilot

North East London

Cancer Alliance

Post-op 12-week 24-week 36-week — 1)
baseline plasma plasma plasma 6
a - - a ctDNA status
= - > = - 2
[ | 9 [ | [ | treatment /
surveillance
decision
= J
ia» 40 patients with bladder cancer

‘ Post-operative plasma ctDNA testing
at up to 4 timepoints

Assessing impact on adjuvant treatment
and surveillance decisions

Investigator-sponsored studies

IST 1: ctDNA/utDNA-guided adjuvant study i

v'High-risk UTUC

(pT2-pT4 and/or N=100

N+,MO0) Sac-TMT 12 cycles

v'Post-radical Pembrolizumab 9 cycles
nephroU

Baseline post-op On-treatment
CtDNA/UtDNA 1§ - "\7 (12-18w)

ctDNA/utDNA

(Signatera assay)

Barts
Cancer Institute

Queen Mary University of London

nUTUC

Primary Endpoints:
1) ctDNA clearance
at 18W

2) 2-year DFS

#guardsymposium2026
{ @GuardConsortium

IST 2: ctDNA dynamics in EV rechallenge




- Tissue biomarkers refine biology, but rarely select treatment alone
(exception: FGFR3 inhibition and HER2)

- Differentimmune therapies need different immune biomarkers

- Post-cystectomy ctDNA is prognostic and correlates with molecular residual
disease but it’s not predictive
o InIMOT1, it was predictive of response to atezolizumab (because patients at risk
were selected)
- CctDNA is not binary: burden, timing and kinetics matter

- Inbladder-preservation strategies, a 2-compartment approach (ctDNA and
utDNA) may be needed

#guardsymposium2026 N GUARD
@GuardConsortium » CONSORTIUM
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