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+ Select those at greatest risk
+ Can solve local problems first

- Compliance lower
- Late systemic treatment

4

Neoadjuvant Adjuvant
Radical Radiotherapy

4

+ Compliance higher

+ Treat all

+ Early systemic treatment (MIBC is a systemic disease)

+ Can spare radical local therapy in outlier responders

+ Matched pre-post therapy samples for biomarker discovery
+ Possibility to monitor MRD with utDNA

- Delays radical treatment in nonresponders

- Unnecessary treatment for a few patients (minimal T2,
ctDNA- patients baseline)

- Can be difficult if rapidly deteriorating symptoms/problems
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42 years old
Female

No family history of cancer, no smoking, no
Family history alcohol use, no allergies

Athlete, no comorbidities

TURBT and right ureteral stenting
Pathologic findings consistent with a muscle-
Treatment invasivg urot_helial carcinoma with squamous-
i cell variant histology (40%)
history Serum creatinine 1.04 mg/dL (GFR: 51 mL/min)
Pelvic MRI: 16x34x33—mm sessile mass in the
posterior-right lateral bladder wall, VI-RADS 2

#guardsymposium2025
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MRI, magnetic resonance imaging; VI-RADS, Vesical Imaging Reporting and Data System.
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Neoadjuvant IO or 10-10 therapy trials for MIBC

50%

Among these trials, is there an interim signal of clinical activity? YES
*Are these results sufficient to envision a bladder-sparing opportunity? NO (in unselected patients)

Side-by-side presentations is not intended to imply any head-to-head study comparisons. For informational/descriptive purposes only. Cross-trial comparisons should not be made due to different study designs and patient populations. This slide contains
information related to therapies that are investigational and/or beyond their approved indications.

2Including ypTONO and ypTisNO. ATEZO, atezolizumab; AVE, avelumab; DURVA, durvalumab; I-O, immuno-oncology; IPI, ipilimumab; NIVO, nivolumab; PEMBRO, pembrolizumab; TREME, tremelimumab.

1. Bandini M et al. Ann Oncol. 2020;31:1755-1763. 2. Powles T et al. Nat Med. 2019;25:1706—1714. 3. Szabados B et al. Eur Urol. 2022;82:212-222. 4. van Dijk N et al. Nat Med. 2020;26:1839—-1844. 5. van Dorp J et al. Nat Med. 2023 Mar;29(3):588-592. 6.
Grande E et al. J Clin Oncol. 2020;38(Suppl15): abstr 5012. 7. Gao J et al. Nat Med. 2020;26:1845-1851. 8. Grivas P et al. Eur Urol Oncol. 2023:52588-9311(23)00288-2. 9. Blanc J et al. J Clin Oncol. 2024;42(suppl 16): abstr 4516. 10. Necchi A, et al. IBCN
meeting 2024; September 19-21, 2024, Bern, Switzerland.



Five-year median follow-up update of PURE-01:
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Tateo V, et al. ASCO 2025 Annual Meeting (Abstr. #4595)
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NEOWIN: ERDA vs ERDA + cetrelimab as neoadjuvant
treatment in cis-ineligible patients with MIBC with selected

FGFRgene alterations

N =90 n =45

Key eligibility criteria 9—12 weeks
* cT2-T4a NO/N1 MO ERDA QD

* FGFR positive by central lab?®
+ ECOGPS0-1 2-6 weeks Follow-up
* Candidate for RC n=45 36 months
* Ineligible/refuse neoadjuvant cis

* No prior anti-FGFR or anti-PD-(L)1 — —
systemic therapy

20 sites in 4 countries

Co-primary endpoints: Secondary endpoints: Exploratory endpoints
* pCR and downstaging rate (< ypT2) * Efficacy: any downstaging rate, EFS, OS, *  Tumor response via PET-MRI
ORR? after neoadjuvant treatment e QOL
* Safety * Biomarkers of response
* Rate of delay to surgery * Changes in biomarker expression

* Genomic data in plasma, urine, and feces

2l ocal reports based on validated test can be accepted. PAccording to RECIST v1.1.
cis, cisplatin; EFS, event-free survival; ERDA, erdafitinib; FGFR, fibroblast growth factor receptor; FPI, first patient enrolled; LPO, last patient out; MIBC, muscle-invasive bladder cancer;
ORR, objective response rate; OS, overall survival; pCR, pathologic complete response; PD-1, programmed death-1; PD-L1, programmed death ligand 1; PET, positron emission tomography;

Total study duration:
63 months from FPI to LPO
Estimated accrual:

24 months

PS, performance status; QD, daily; QOL, quality of life; RC, radical cystectomy; vs, versus. Hussain SA et al. Poster at the American Society of Clinical Oncology (ASCO) Annual Meeting. May 31-June 4, 2024. Chicago, IL. Abstract TPS4623.



Neoadjuvant ADC therapies for MIBC h ﬁf

EV SG DV
EV-103 CohortH! EV-103 Cohort L2 SURE-O13 Disitamab vedotin4
EV1.25 mg/kg IV D1,8 Q3W EV 1.25 mg/kg IV D1,8 SG 10 mg/kg (amended to HER2 1+/2+/3+MIBC
3 cycles Q3W 7.5 mg/kg) IV D1,8 Q3 DV 2 mg/kg IV D1Q2W +
N=22 3 cycles = adjuvant EV 4 cycles TOPA 3 mg/kg D1Q2W
N =51 N=33 6 cycles
N=47

« Among these trials of neoadjuvant therapy with ADC, ypTONO rates ranged 34% - 63.6%; ypT<1NO rates
ranged 34% - 75.8%

« The number of patients experiencing a grade 5 AE were low, ranging from 0 to 3 patients, but are still quite
concerning

Side-by-side presentations is not intended to imply any head-to-head study comparisons. For informational/descriptive purposes only. Cross-trial comparisons should not be made due to different study designs and patient populations.
This slide contains information related to therapies that are investigational and/or beyond their approved indications.

ADC, antibody-drug conjugate; AE, adverse event; D, day; DV, disitamab vedotin; EV, enfortumab vedotin; MIBC, muscle-invasive bladder cancer; SG, sacituzumab govitecan.

1. O’'Donnell PH, et al. Poster at the American Society of Clinical Oncology (ASCO) Annual Meeting; May 31-June 4, 2024; Chicago, IL. Abstract 4564. 2. Sridhar S et al. Presentation at the European Society for Medical Oncology
(ESMO) Annual Meeting; October 20—-24, 2023; Madrid, Spain. Abstract 2365MO. 3. Maiorano BA, et al. ASCO 2025 (Abstract #4591). 4. Sheng X et al. J Clin Oncol 43, 2025 (suppl 5; abstr 665)
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Several phase 3 trials with perioperative 1-O are

underway

Cisplatin eligible'-2:4:>

Neoadjuvant Adjuvant phase

I-O + chemo I-O
or or
I-O + novel agent

I-O + novel agent

Placebo or no
further study
therapy

Chemo * placebo

RC and pelvic lymph node dissection

#guardsymposium2025
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Cisplatin-eligible trials

CA017-078"2
Gem/cis £ NIVO
Fully accrued N = 861
NIAGARA?
Sjr;/;fcfugg EV=A1 063
KEYNOTE-866*
Gem/cis £+ PEMBRO
Fully accrued N = 907
KEYNOTE-B15/EV-304°

PEMBRO + EV
Enrollment ongoing, estimated N = 784

“® GUARD

» CONSORTIUM

chemo, chemotherapy; cis, cisplatin; DURVA, durvalumab; EFS, event-free survival; EV, enfortumab vedotin; gem, gemcitabine; I-O, immuno-oncology; NIVO, nivolumab; OS, overall survival;
PEMBRO, pembrolizumab; R, randomization; RC, radical cystectomy. 1. ClinicalTrials.gov. https:/clinicaltrials.gov/study/NCT03661320. 2. ClinicalTrials.gov. https://clinicaltrials.gov/study/NCT03732677. 3. AstraZeneca [press release]. https://www.astrazeneca.com/media-centre/press-
releases/2024/imfinzi-improved-efs-and-os-in-bladder-cancer.html 4. ClinicalTrials.gov. https:/clinicaltrials.gov/study/NCT03924856. 5. ClinicalTrials.gov. https://clinicaltrials.gov/study/NCT04700124. All URLs accessed August 26, 2024.




Phase 3 NIAGARA: Perioperative Durvalumab With
Neoadjuvant Chemotherapy in Operable Bladder Cancer?

Durvalumab Arm

Key Eligibility Criteria Durvalumab
« Cisplatin-eligible MIBC 1,500 mg IV QW + Durvalumab

« Clinical stage T2-T4aN0/N1/MO gemcitabine + 1,500 mg IV QW

« UC or UC with divergent cisplatin
differentiation or histologic subtypes n=23533

« Evaluated and confirmed for radical NEO:CI:JJ'-:VANT ADJUVANT
(od [153
cystectomy ¥ > § Cycles

« CrCl >40 mL/min per 1.73 m? per n =530
No treatment

BSA Comparator Arm

Stratification Factors Gemcitabine +
 Clinical tumor stage (T2NO vs cisplatin
>T2NO)

» Renal function (CrCl >60 mL/min vs
>40 to <60 mL/min)
« PD-L1 status (high vs low or

EFS was defined as:

i Progressive disease that precluded RC
IEEEE] Recurrence after RC
Date of expected surgery in patients who did not undergo RC
#guardsymposium2025 Death from any cause
> @GuardConsortium Other: DFS, DSS, MFS, HRQolL, 5—year OS

1. Powles TB et al. N Engl J Med. 2024; 391:1773-1786.



NIAGARA: Overall Survival in pCR and Non-pCR Groups

 pCR prognostic regardless of
how it is achieved

« Established surrogate of

_.—506 non-pCR --.--.-,;r__:;‘:::1‘.::j:;n_ﬂlu_::::m.ﬂ:H,W,MWHMHm”IHm outcome in MIBC

5 0.6 i AR 0 g g I B i = ¢ ) )
2 oo o lmproved OS with Durva also in
£ 04 non-pCR subgroup

& * Unclear what contribution of

Comparator arm

adjuvant Durva is
0 I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 No pred|Ct|Ve biomarkers of
_ _ Time from randomization (months) response

]
]
]
]
]
]
Durvalumab arm I
]
]
]
]
I

In the durvalumab arm:

The risk of an MFS event was reduced by 33%; the risk of a DSS event was reduced by 31%

#guardsymposium2025 ‘ G U A R D

> @GuardConsortium CONSORTIUM

Powles T, et al. N Engl J Med. 2024;391:1773-1786.



Prognostic value of ctDNA clearance in NIAGARA

ctDNA clearance from baseline

80 -

Proportion of patients with
ctDNA clearance (%)

60 -

40 A

20 -

to pre-cystectomy

70%

57%

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

Patients that were ctDNA+ at baseline and
had a pre-RC ctDNA sample

Powles T, et al. ASCO 2025 (Abstract #4503)

er; en}I dDNJ-+ 86 84 78 58 46 38 32 28 28 26 26 22 22 19 15 13 10 8 ]

EFS in the baseline ctDNA+ population that
did or did not clear ctDNA pre-cystectomy (combined arms)

ctDNA
clearance

Probability of EFS

Persistent
ctDNA+

0.2

1 | 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 16 18 20 24 271 30 33 36 39 42 45 48 51 5 57 60
Time from randomization (months)

No. of patients at risk

= 1 151 142 136 132 12 116 109 107 101 100 85 76 59 53 45 34 23 10 8 1
4 1

ctDNA clearance vs persistent ctDNA+ HR, 0.32 (95% Cl, 0.22-0.47)




Can we quantify the contribution of RC towards
perioperative Durva+chemo or Chemo?

ctDNA+ Baseline

ctDNA- §7 Neoadjuvant

BEP .’ i
260/4602

0

Durvalumab ', s
137/236

0

Comparator ‘, o3t
123/224

#guardsymposium2025
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Powles T, et al. ASCO 2025 (Abstract #4503)

Post-RC

26%
541207

Adjuvant -

-13%
What if

reTURBT
instead?



Several Ongoing Phase 3 Trials With

Perioperative Immunotherapy
Cisplatin Ineligible Cisplatin-Ineligible Trials

Neoadjuvant phase Adjuvant phase
I KEYNOTE-905/EV-3031

Pembrolizumab + EV
Enrollment ongoing (estimated N = 857)

VOLGA?3

10 + 10 + _
novel agent novel agent * Durvalumab + tremelimumab + EV
111 « Enrollment ongoing (estimated N = 830)
SunRISe-4%5 (phase 2)

: * TAR-200 + cetrelimab

» Enrollment ongoing (estimated N = 160)
Radical cystectomy and
pelvic lymph node dissection

#guardsymposium2025 q G U A R D
> @GuardConsortium k CONSORTIUM

1. https://www.clinicaltrials.gov/study/NCT03924895. 2. https://clinicaltrials.gov/study/NCT04960709. 3. Powles T et al. ASCO-GU 2022. Abstract TPS579.
4. https://clinicaltrials.gov/study/NCT04919512. 5. Necchi A et al. ESMO 2024. Abstract LBA84.



Combining intravesical and systemic therapy in MIBC:

[} — b - - -
SunRISe-4: TAR-200 + Cetrelima CORE-002 trial: cretostimogene + nivolumab
100 - Efficacy-Evaluable Population (cT2-cT4a)
80 A
: pgl;(ieffirle(‘ijas \LpTE)rl\llzo Key eligibility o Screened (n = 24)
P e Muscle-invasive bladder cancer (cT2-4a, NO-1, MO)
N 60 1 1 pOR, 60% Cisplatin ineligible: CrCl < 60 ml min™, grade > 2
o o c{ o Hearing loss, grade > 2 neuropathy, NYHA class > IlI | Screen fail (n = 3)
] . Heart failure and/or ECOG > 2
pCR, 42%
(95% Cl, 28-56) zg{,"c: ?f:; Disc?mm)ued (n=1)
20 A >AE (n=1
pCR, 23% Completed treatment
(95% cl, 10-41) TURBT s Registration se——- TURBT s Cﬁﬁ?é‘{;“%;ﬁ i (n =20)
0 - node dissection Discontinued (n = 3)
TAR-200 + Cetrelimab >P ive di (n=2)
Cetrelimab Monotherapy IV nivolumab 480 mg qawks S P—— >vvr:':t)ﬁéer:i\|/\§(nls=ewa)se !
R BEERY Intravesical cretostimogene qlwk
100 - Subgroups in the Efficacy-Evaluable Population (cT2-cT4a) L s
TAR-200 + Cetrelimab
m T-stage Completeness of TURBT
pOR 67% * pCR defi.ned as ypTONO
1 por, cax R i * Primary Endpoint: Safety (CTCAE)
X (95% C1, 51-81) | pOR, 59%
3 : )
* 68% cT2NO stage
EUR I PCR, 48%
(95% CI, 32-64) pOR, 39% A I L , 0
s AE Chemotherapy refusal for eligibility: 9.5%
20 A (95% Cl, 21-86) (95% Cl, 24-55) . 0
ocR, 23% « ypTONO rate: 8/19 (42.1%)
(95% Cl, 5-54)
. o
0 [ ] -
T2 cT3-cT4a Incomplete Complete 1 y RFS rate y 70 '4 /O
(N=40) (N=13) TURBT TURBT® .
(N=9) (N=44) « Grade 3-4 TRAE: 57%
#guardsymposium2025 - GUARD
@GuardConsortium 4 CONSORTIUM

Necchi A, et al. ESMO 2024

Li R, et al. Nat Med. 2024 Nov 9. doi: 10.1038/s41591-024-03324-9. Online ahead of print.



Definitions of therapeutic success are multifold and will likely change based
on patient expectations

84 U EEEE S EFEEEE S S EEE NS S EEE NSNS EEEEEEEEEEEEEEEEEEEEE,

[ 3
2 . = ’Success’ area
Goal: Cure from »
] 8O'IIIII EEEEEEEEEEEEEEEEEEN ssssssmmEn?’ >80(y
o 0
MIBC B .
)
o 76
S
© 74
(]
N 70
ddMVAC GC DurvaGC
B NIAGARA M COXEN M VESPER
AN EEEEEEEEEEEEEESEEEEESEEEEESEEEESEEEEEEEEEEEEEEN, 'Success'area
. 1
Goal:cureWIth 45'.lIlllllIlllllIlllllIlllllllllllllllllllllllll:

>45-50%

40

intact and

unirradiated 25

bladder from 2

MIBC I 2
0

I ddMVAC DurvaGC TAR200+Cet Nivo-Abraxane Pembro

v o v o

YyPpTONO rate

v O

B NIAGARA M COXEN VESPER M PURE-O1 M NURE-Combo M SUNRISE-4

Powles T, et al. N Engl J Med. 2024 Sep 15. doi: 10.1056/NEJM0a2408154. Online ahead of print; Flaig T.W. et al. Clin Cancer Res. 2021;27:2435-41; Pfister C. et al. J Clin Oncol. 2022 Jun 20;40(18):2013-2022; Necchi A, et
al. ESMO 2024; Mercinelli C, et al. J Clin Oncol. 2024 Sep 6:1C02400576. doi: 10.1200/JC0O.24.00576. Online ahead of print.
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i3 St ascopubs.org/journal/jco

CheckMate 274: interim OS favored NIVOvs -

Journal of

placebo in both populations? Clinical Oncology*

An American Society of Clinical Oncology Journal

10044 ITTP 100 Tumor PD-L1 2 1%°¢
90- 90 81 _90/0
80 6.1% 801
70- | 65.6% 70-
— 60- | — 60- |
X 170.1% | X 168.4% ; NI TR
8 504 558.1% 8 504 i ;56.6%
40- . : 40
30- | e 307 B
207 Median 0S, mo (95% Cl) | 69.5 (58.1-NE) | 50.1 (38.2-NE) 207 Median 0S, mo (95% Cl) NR (NE) NR (29.0-NE)
10- HR (95% Cl) 0.76 (0.61-0.96) 10 HR (95% Cl) 0.56 (0.36-0.86)
0 1 1 1 ; 1 ; 1 1 1 1 1 1 1 0 1 1 1 ; 1 ; 1 1 1 1
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60
No. at risk Months No. at risk Months
NIVO 353 326 298 268 244 220 188 150 123 92 60 33 4 0 NIVO 140 127 115 93 73 52 41 29 11 1 0
Placebo 356 308 281 254 226 194 167 136 109 79 56 32 10 0 Placebo 142 116 104 87 65 46 36 26 12 2 0

receiving NIVO and placebo, respectively — :
Global clinical trial

« Grade 2 3 any-cause AEs occurred in 50.6% and 31% of patients FDA & EMA Approved

This slide contains information related to therapies that are investigational and/or beyond their approved indication(s).
20S follow-up is ongoing. ®°Median (minimum) follow-up 36.1 (31.6) months. *Median (minimum) follow-up 23.4 (11.4) months. mo, month; NE, not evaluable; NIVO, nivolumab; NR, not reached; OS, overall survival; PD-L1, programmed death ligand 1; TRAE, treatment-

related adverse event; vs, versus.
Galsky MD et al. J Clin Oncol. 2024 Oct 11:JC02400340. doi: 10.1200/JC0.24.00340. Online ahead of print.



Determinants of adjuvant nivolumab benefit in CheckMate-274

NIVO
100 4= 100 A
> 751 >
= =
8 B
[ [
$ 50 3
2 °
a (=%
© ©
> >
S 25 S 25
2z <
=] 3
w wv
0 T T T T T T T T 0
0 6 12 18 24 30 36 42 48
Months
No. at risk No. at risk
CD4 low 46 29 24 16 10 7 3 2 1 CD4 low
NIVO
100
> 75 >
b= 2
a 3
[} [}
€ 50 3
° =
a a
© ©
> >
S 25 A S
I 2
3 3
wv wv
0 T T T T T T T T
0 6 12 18 24 30 36 42 48

Months

75 4

50

PBO

S Kaplan-Meier estimates of DFS for each arm stratified
= by CD4 gene expression tertile

100

75 A

50

25 A

PBO

“1 Kaplan-Meier estimates of DFS for each arm stratified
—t by IFNy gene signature score tertile

[

T T T T T T T T
0 6 12 18 24 30 36 42 48
Months

Necchi A, et al. ESMO 2022 (Paper in press)

If neoadjuvant 10 is used:
* Neoadjuvant IO depends on CD8 + T-cells and IFNy

#guardsymposium2025
@GuardConsortium

» Neoadjuvant 10 increases tumor-specific CD8+ T-cells in peripheral blood and organs

Enhanced efficacy of neoadjuvant Treg depletion to eradicate metastases 8 GUARD

3 CONSORTIUM



AMBASSADOR: PEMBRO demonstrated DFS benefit

Percentage of Patients
o
o
1

DFS (ITT)2*

Pembrolizumab

Observation

No. at Risk
Pembrolizumab 354
Observation 348

e Grade >3

6 12 18 24 30

Months since Randomization

247 202 174 159 137
198 150 124 107 96

36

114
81

42

85
58

Pembrolizumab 185/354

Median
No. of Events/ Disease-free
Total No. Survival
of Patients (95% C1)
mo

29.6 (20.0-40.7)

Observation 194/348  14.2 (11.0-20.2)

Hazard ratio for disease progression or death,
0.73 (95% Cl, 0.59-0.90)

Stratified P=0.003 by log-rank test

Percentage of Patients

No. at Risk

100
90
80
70
60
50
40+
304
20
10+

0os°

Pembrolizumab

Observation No. of Events/ 3-Yr
Total No. Survival
of Patients (95% CI)
percent

Pembrolizumab 131/354
Observation 126/343

60.8 (95% Cl, 55.3 to 66.9)
61.9 (95% Cl, 56.5 t0 67.9)

Hazard ratio for death, 0.98 (95% Cl, 0.76-1.26)

Pembrolizumab 354

Observation

348

6 12 18 24 30 36 42

Months since Randomization

313 280 253 218 152 115 69
296 249 227 195 139 117 65

TRAEs occurred in 48.4% and 31.8% of patients receiving PEMBRO and observation, respectively

US-based clinical trial

aMedian follow-up (range) 22.3 months (0.03-48.9). DFS defined as new MIUC, metastatic disease, or death without recurrence. cMedian follow-up (range) 36.9 months (0-63.9).
DFS, disease-free survival; IA, interim analysis; MIUC, muscle-invasive urothelial carcinoma; NR, not reached; Obs, observation; OS, overall survival; PEMBRO, pembrolizumab.
Apolo AB et al., NEng/ J Med. 2024 Sep 15. doi: 10.1056/NEJM0a2401726. Online ahead of print



Ongoing adjuvant trials designed to validate the ctDNA utility of adjuvant 10

IMvigor-011

A032103 (MODERN): An integrated Phase 2/3 and

Phase 3 Trial of MRD-based Optimization of aDjuvant

thErapy in uRothelial caNcer

Seamless phase 2/3

Screening Surveillance run-in Treatment'
f -
Key eliqgibilit 6-14 weeks Atezolizumab
o . post cystectomy ) ctDNA+ within 1680 mg g4w
High-risk MIBC with lymph node Serial blood 21 months of (12 cycles or 1 year)
- ypT2-T4a or ypN+ ar_ld MO dissection . coll_ect|on° and cystectomy®
at cystectomy for patients imaging® for Up to + = = ===
with prior NAC 21 months post
- pT3-T4a or pN+ and MO cystectomy Placebo
at cystectomy for patients . (12 cyclg:\gr P
without prior NAC tDNA- A1
» No post-surgical radiation or AC :
« If no prior NAC given, patient 1 .
had to refuse or be ineligible for Enrolment starts : Stratification factors
cisplatin-based AC I » Nodal status
« No evidence of residual disease 1 + Post-resection tumour stage
« Tumour sample available for : : P,D'U status i
WES® and PD-L1° status I * Time from cystectomy to first
\_ ) 1 ctDNA+ sample
1
1
1
1
1

ctDNA- through 21 months Receive SOC
outside the study

ctDNA-, circulating tumor DNA negative; ctDNA+, circulating tumor DNA positive; g4w, every 4 weeks; SOC, standard of care; WES, whole-exome sequencing.
WES data for ofa ised multiplex PCR (mPCR) ctDNA assay from post-surgical blood samples (Si assay) are required.

® Per the VENTANA SP142 IHC assay.

© Every 6 weeks up to 36 weeks and q12w (every 12 weeks) up to 21 months.

4q12w up to Week 84 or until 21 months from date of cystectomy, whichever occurs first.

¢ ctDNA positivity is defined as 22 mutations per ctDNA mPCR assay. Patients will be randomised to treatment at the first ctDNA+ sample; full recovery from

cystectomy and no evidence of disease recurrence within 28 days of treatment initiation is required.
fImaging and blood draws q9w (every 9 weeks) starting at Week 9 up to Week 54
9 Assessed q9w up to Year 3; less often up to Year 6.

NCT04660344
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; Nivolumab
x 12 cycles
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without prior NAC a Arm 3
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ineligible CIDNA > x 12 cycles
N~ - testing
— — Endpoint: Disease-free survival
Cohort B
ctDNA() Detectable | .
CIDNA Nivolumab

L—3| Surveillance
Arm 4

x 12 cycles

NCT05987241



Phase 3 design & results of perioperative studies across tumor types
pCR EFS OS
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Non operative management of mismatch repair deficient tumors
Neoadjuvant dostarlimab for locally advanced mismatch repair deficient cancers could eliminate the need for surgical
resection, regardless of tumor type

B Change in ctDNA Level in Each Patient

B Clinical ReSPOHSE Complete Response
150+
Surgical Outcome
| Pathological complete response o
Residual disease
Complete ! . ' 501
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com p IEte Incomplete Response
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< 3 ‘
2 : .
8 I ATITN O | :
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Cercek A, et al. N Engl J Med. 2025 Jun 19;392(23):2297-2308



2025 treatment landscape for MIBC

 pCRis largely prognostic across trials and tumor types

* Lower % of high-risk pathological features is observed in 10
or IO+chemo vs control arms, suggesting a contribution of
neoadjuvant part

» The decrease % of ctDNA suggests a contribution of RC to
the overall benefit

Key questions remain unanswered with
current studies:

« What is the prognostic difference between pCR induced by
|O alone vs |O+chemo?

 Can pCR achieved after neoadjuvant IO be used to omit
adjuvant IO across tumor types

 What is the contribution of organ-sparing treatments
(reTURBT vs chemoRT) on the efficacy of perioperative 10

#guardsymposium2025 ‘ G U A R D

> @GuardConsortium k CONSORTIUM



Neoadjuvant-Perioperative Therapy
* Novel chemo + I-O regimens will become the new

SOC

« ADC + I-0O trials may further change the therapeutic
paradigm

Adjuvant Therapy:

« What are important patient discussion points if/when
initiating adjuvant immune-checkpoint inhibitor
therapy?

« What AEs do you and your team look out for and when
should patients call in?

» Perceived missed opportunities: implications of
metastatic disease in the EV+Pembro ergweighis pr p

#guardsymposium2025 _
@GuardConsortium heavily @ CONSORTIUM
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