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Case History

= 59-year-old male, presents with
hematuria for 2 months

— Urine cytology: high grade
urothelial carcinoma

— Cystoscopy: 2cm bladder mass
— ECOG 0, Creatinine 0.9 mg/dL
— Biopsy: MIBC, cT2NO

— No hydronephrosis, no CIS

= “l do NOT want to lose my bladder”



o Surgery-based approach

Neoadjuvant Radical cystectomy Adjuvant therapy
chemotherapy

e Trimodality Therapy (TMT)
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Radical Cystectomy can be curative, but...

Short-term (90 days) \
— Any complication 80% |
— Major complication 37%
— Readmission 37%
— Mortality 4.7% /

Long-term

— Nighttime incontinence 49%
— Male erectile dysfunction 86%

Maibom et al, Eur Urol Open Sci, 2021; Chappidi et al, Urol Oncol, 2023; Maibom et al,

— Female sexual dysfunction 599% BMJ Open, 2021: Clifford et al, J Urol, 2016; Zahran et al, BJU Int, 2023; Zippe et al,
Urology, 2004; Zahran et al, Climacteric, 2016; Yang et al, Surg Oncol, 2016.



TMT is an established standard for selected patients

National H H H NCCN Guidelines Index
Y Comprenensive NCCN Guidelines Version 3.2026 o e s
e Muscle-Invasive Bladder Cancer BiiSeuseibn
CLINICAL ADDITIONAL PRIMARY TREATMENT SUBSEQUENT TREATMENT
STAGING! WORKUPd
Neoadjuvant Ciiplatin- based combination
chemotherapy?d or
e Abdomen/ perioperativesandwich immunotherapy with » Adjuvant Treatment (BL-7)
pelvis CT or neoadjuvant Cisplatin-based combination
MRIZ if not chemotherapy® followed by radical If CIS, Ta, or T1, consider
previously cystectomy® (category 1) TURBT * # intravesical
done &t therapy
e Chest imaging or
Stage Il (CT chest) Perioperativesandwich Enfortumab vedotin- If persistent T2,
(cT2,NO) | |« Bone scan or efv + Pembrolizumab®® followed by radical consider surgical
or MRIZ if clinical cystectomy® (regardless of Cisplatin Tumor —| resection (ie, cystectomy
Stage llIA| | suspicion or eligibility) or partial cystectomy in
(CT3, NO’ symptoms or highly)seelected Follow-
. cases up
CT4E’ L ondene Cystectomy alone for those ineligible or (BL-E)
cT1-cT4a, metastases 3 ¥ : Reassess s
N1) e Estimate to receive botIL ‘?lsplatln:based. b mor stk Treat as metastatic
| | chemotherapy® and perioperatives No disease (BL-10)
gSmenian sandwich Enfortumab vedotin-efv + tumor
filtration Pembrolizumab —»|If CIS, Ta, or T1, consider
rate (GFR) TURBT % intravesical
to assess o Reassess tumor therapy"
eligibility for Bladder preservation with concurrent statushh or :
Cisplatinaa chemoradiotherapydd-°off (category 1) and Treat as metastatic

TURBT

or

Radiation therapy (select patients)©°:99

Tumor —| and

disease (BL-10)

Best supportive care
(See NCCN Guidelines
for Palliative Care)

BL-6



What are outcomes for TMT?

" Pooled RTOG experience

— n=486 patients, platinum-containing trials

5 Years 10 Years
No. of Estimate 95% ClI No. of Patients Estimate 95% ClI No. of Patients
Outcome Patients (%) (%) at Risk (%) (%) at Risk
Local failure, any 212 43 39 to 48 148 48 43 to 53 39
Local failure, muscle invasive 56 13 10to 17 191 14 10to 17 52
Local failure, non—-muscle invasive 156 31 27 to 36 162 36 32to 41 44
Nodal recurrence 66 13 10to 16 199 16 12t0 19 54
Distant metastases 153 31 27 to 36 188 35 30 to 39 B3
Disease-specific survival 150 71 67to 75 205 65 611to 70 57
Bladder-intact disease-free survival 282 56 51 to 61 173 55 50 to 60 45
Overall survival 262 57 52 to 61 205 36 31to42 67

" How does this compare to RC???

Mak et al JCO 2014



www.thelancet.com/oncology Vol 24 June 2023

Radical cystectomy versus trimodality therapy for muscle- 3" ®
invasive bladder cancer: a multi-institutional propensity
score matched and weighted analysis

Alexandre R Zlotta*, Leslie K Ballas, Andrzej Niemierkot, Katherine Lajkoszt, Cynthia Kuk, Gus Miranda, Michael Drumm, Andrea Mari,
Ethan Thio, Neil E Fleshner, Girish S Kulkarni, Michael A S Jewett, Robert G Bristow, Charles Catton, Alejandro Berlin, Srikala S Sridhar,
Anne Schuckman, Adam S Feldman, Matthew Wszolek, Douglas M Dahl, Richard | Lee, Philip ) Saylor, M Dror Michaelson, David T Miyamoto,

Anthony Zietman, William Shipley, Peter Chung, Siamak Daneshmand, Jason A Efstathiou™

— cT2-T4, NO, n=440 RC, n=282 TMT
— Treated from 2005-2017 at North America academic sites

— Matched for sex, cT2 stage, hydronephrosis, periop chemotherapy



TMT performs well here

A
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= Modest improvement in OS 3 \%_
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p=0010
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25 50 75 10-0 125 15.0
Number at risk
(number censored)
Radical cystectomy  440(0) ~ 289(45)  179(123)  82(211)  28(257) 6(77)  0(283)
Trimodalitytherapy 262(0)  222(23)  138(82)  76(136)  43(163)  19(184)  2(199)

Zlotta et al Lancet 2023



The Challenge with TMT...

Late toxicity Reported rate (approximate)

Any late grade 3+ pelvic (GU or GI) 7%
Late grade 4 / treatment-related 0%
death

Diminished bladder capacity / 22-25%
reduced compliance

Urinary urgency 15%
Incontinence / urinary leakage 19%
Bowel symptoms 22%
Cystectomy for treatment-related 1-2%
bladder dysfunction

Normal bladder function on long-  75%

term urodynamics

5.7% GU; 1.9% Gl

Distressing in ~1/3 of patients

Distressing in ~14% of patients

Without recurrent cancer

Zeitman et al J Urol 2003



But we are in a new era!

2 Y
o

Checkpoint
Immunotherapy

Targeted Better
Therapy Biomarkers

How can we best use these tools to preserve the bladder???



Novel approaches to Radiation: Phase lll trials

/ Primary endpoint =
SWOG / N RG 1806 Bladder-Intact Event-Free
concurrent Survival
chemoradiation
F ™ / (CRT) Secondary endpoint
* 0Sat5yr
CT2-TANOMO stratify by = Clinical response at 5 mths
. Che,mo,ther,ap? regimen Randomize 1:1 : ﬂ?:i
* Radiation field 475 patients = Toxicity at 1& 2 yr
L Pe:rliormance status 2 Chetectone ninte
* Clinical stage - = - QoL
b 4 L CRT+ Atezo x 9 Translational endpoints
= MRE 11
+ DDR
pe = Immune markers iy

*BIEFS [bladder intact event free survival) includes: muscle invasive recurrence in the bladder, regional pelvic soft tissue or nodal
recurrence, distant metastases, bladder cancer or toxicity related death or cystectomy

BEEI ARCHER (NRG-GUO015)

[ Hypofractionated RT]

55 Gy / 20 fractions

Versus

Ultra-hypofractionated RT
32.5 Gy / 5 fractions

Both with radiosensitizing chemotherapy

Can we make bladder-preserving RT much shorter?

Singh et al BCAN 2025



EV + Pembro + RT: A UCSF Approach

e e T T e e e e e

EV-PRIME

UCSF Investigator-Initiated
NCT06470282

PHASE IB/Il - N=47

CONCURRENT (6 WKS)

a.a Radiotherapy (64Gy / 32Fx)

@ + EV & Pembrolizumab (2 Cycles)

1.4

Vadim Koshkin, MD

PATIENT COHORT
Ineligible / declining surgery
(cT2-4a, NO-1)

KEY ENDPOINTS
6-Month cCR rate (Primary)
RFS, OS

ADJUVANT (CONSOLIDATION)

. Adjuvant EV (3 additional cycles)

+ Pembrolizumab (15 additional cycles)

P R e T R B R R e R N - il el L.
!




o Surgery-based approach

Neoadjuvant Radical cystectomy Adjuvant therapy
chemotherapy

e Trimodality Therapy (TMT)
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RETAIN-1

Major Inclusion Criteria:

e cT2-T3NOMO MIBC

e UC or mixed histology

e Cisplatin and surgery eligible
e ECOGO-1

TURBT 1 AMVAC x3 o2 TURBT2 [
L 4

No residual
tumor/cTO
and
mutation-pos (+)

Active
surveillance

Intravesical Tx
or

Patient and Chemo-RT
physician choose or

cystectomy

cTa or cTis or

cT1 or pos (+)
cytology or cTO
mutation-neg (-)

Patient and Chemo-RT
2 physician choose or

cystectomy

‘
=1

Sequencing
(Caris)
mutation-positive
defined as any
alterations in

RETAIN-2

No cystectomy
Gemcitabine +

Cisplatin +

Nivolumab Clinical Restaging
X 4 cycles Cystectomy
— Cysto + biopsies
Urine cytology
Mg Ay My MR

DNA sequencing Cystectomy

* Determine association between DDR panel and

“benefit” in cCR patients * Treatment based on patient choice

Abbreviation: DDR= DNA damage repair, CR= complete response, cCR= clinical complete response, MRI= magnetic resonance imaging

Geynisman et al, J Clin Oncol, 2025; Ghatalia et al, J Clin Oncol, 2025; Galsky
et al, Nat Med, 2023; lyer et al, J Clin Oncol, 2022.

HCRN GU 16-257

¢T2-T4aNOMO
Cisplatin-eligible

Nivolumab

No cystectomy =Jp- X 8 cycles

== Clinical CR —|*

Gemcitabine +
) g
ﬁ'ﬁg:ﬂ:%nab Clinical Restaging Cystectomy
x 4 cycles Cystoscopy
Biopsies
Urine cytology
MRI

No Clinical CR |

*patient choice

A031701

Deleterious somatic alterations in one or more of these genes Recz
will allow patients to be potentially eligible for the

A031701:

Bladder-sparing following chemotherapy in patients with select
DDR gene alterations

cT2-T4aNO . . N
A Aggressive TURBT of the proir tumor site
bladder cancer Gemcitabine 2500 mg/m?2D1 Nigative imaging /cytology ACCRUAL
diagnosed by TURBT Cisplatin 35 mg/m?D1,2 ONGOING
6 cycles over 12 weeks Bladd 172

No multifocal CIS DDR del cTo/cis — adder of planned

No multifocal MIBC Every 14 days alteration response Sparing 271

<5 cm tumor 59 patients

Radical
Investigator’s Molecular >T1 Cystectomy ‘R20
choice of DD vs 63%

ifi 1 response
Standard GC stratification

ChemoRT

Every 21 days

Gemcitabine 1000 mg/m2D1,8
Cisplatin 70 mg/m2D1
4 cycles over 12 weeks

RELI]]
Cystectomy

DDR wt
187 patients

g creor |

BRCA1 . . . .
bladder-sparing arm of the study Eiﬁ’éic Primary endpoint: 3-year EFS (invasive dz or
Deleterious alterations are defined as nonsense, frameshift, ATR M1) in DDR+ pt with <cT1 after chemotherapy
splice site alterations that are predicted to result in 215_&0“

a truncated protein product, and any ERCC2 mutations FANCC



RETAIN-1

Major Inclusion Criteria:

° cT2-T3INOMO MIBC No residual Active
: ; tumor/cTO surveillance
e UC or mixed histology "
e Cisplatin and surgery eligible P e,
e ECOGO-1

Intravesical Tx
or

cTa or cTis or

cT1 or pos (+) Patient and Chemo-RT
CYtO|OQy orcTO physician choose or
mutation-neg (-)

cystectomy

- E. TURBT 2
. 4

f Sequencing
(Caris)
mutation-positive
defined as any

alterations in

ATM
RB1 2cT3 ‘ Cystectomy
FANCC

k ERCC2

Patient and Chemo-RT
physician choose or

cystectomy

Geynisman et al, J Clin Oncol, 2025



Patients

O=MRNWAhAITONOO©

RETAIN-1: Room for Improvement

™ vERCC2, pRB1
= VATM,? vERCC2
= pRBT
- pRB1
- vERCC2
= vERCC2Z, vATM
o = pRB1
* @ vATM
- ] vATM
- vATM
™ pFANCC, pRB1
=ppERCC2, pRB1
- ® vATM
=» vERCC2
> L ] ] vATM . . "
— pRB1 = Active surveillance ongoing
= pRB1 ®m Dead from UC
- ) o vRB1
o ST pRE1 @ Cystectomy
- * @ pRB1 m Metastatic Dz
* = m pERCC2, vATM
- - pATM,? pERCCZ® B NMIEC
* = | WvATM - CRT
e ® B MWpRB1
mEvRB1 ¥ MiBC
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0. Group AS Not AS
0 10 20 30 40 50 60
Time (months)
No. at risk
AS 25 23 19 17 12
Not AS 45 37 33 29 15 7

Recurrence in AS cohort 17/25 (68%)
Metastatic disease in AS cohort 9/25 (36%)

‘MFS + intact, un-radiated bladder (AS) 12/25 (48%)




RETAIN-2 — will PD-1 immunotherapy help?

Major Inclusion Criteria:
cT2-T3 NO
Predominant Urothelial
Carcinoma of Bladder
ECOG 0-1

1. Mapping
Nivolumab X3  , yyrBT#2

2 » 2.CTscan =} No mutation OR Intravesical Tx
ddMVAC X3 3. Urine Any residual Patient & (0]
H cytology . disease, positive Physician Choose Chemo-RT
urine cytology OR
Cystectomy

[ INTERVENTION ]

NGS (Caris): Mutation
positive defined as Pilnansendbsint:

alterations in: biomarker 2-yr Metastasis Free Survival
ATM, RB1, ERCC?2 Follow up: 5 years

Metastasis free survival (MFS) is defined as the absence of a recurrence of urothelial carcinoma that is >cN1 (more than one
clinically suspicious pelvic lymph node) or surgically unresectable local recurrence (e.g., >cT4a) or M1 disease).

Ghatalia et al, GU ASCO, 2025



Active
surveillance
assigned
and
accepted

19

delayed cystectomy

' no cystectomy
16

delayed chemoRT
1

metastasis-free
16

m Local Reccurence ® Salvage Cystectomy @ Salvage CRT ® Metastasis

*  FRO13

m Death Related to Disease
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RETAIN-2 —better outcomes

In AS — metastases-free

In AS — no local recurrence

In AS — metastases-free with intact unradiated
bladder

RETAIN-1 RETAIN-2
(ddMVAC) (ddMVAC + nivolumab)

64%

38%

48%

82%

68%

60%

Ghatalia et al, GU ASCO, 2025



The Elephant in the Room:
Clinical Restaging in MIBC is NOT precise

Current modalities can miss residual 2 pT2 disease and overestimate complete response

» Targeted or .« °* High specificity « Assesses bladder
systematic biopsies for high-grade wall, perivesical

. disease fat, nodes, and
*’.‘r « Non-invasive
. assessment of

distant disease
urothelial cells

« Visual assessment
of bladder mucosa

« |dentifies visible
tumor and
obstructive lesions

* Provides histologic
confirmation and
local staging

» Used for clinical
T and N staging

False downstaging Up to Systematic cystoscopy/biopsies
0 0 o can miss nearly
32%-35.7% 60% 309
of patients with residual >=pT2 disease of patients are misclassified 0
are understaged by clinical restaging.*® as cTO after cystoscopy. of >pT2 disease.®

1 4 1

cCR does not reliably predict pCR

1. LiK, etal JClin Oncol. 2026. ASCO Educational Book. Bladder Preservation in Muscle-Invasive Bladder Cancer. 4. Solsona E, et al. J Urol. 2000;164:1688-1692.
2.  Herr HW. J Urol. 2001;166:1286-1291. 5. Grimm MO, et al. Eur Urol. 2013;64:993-999.
3. van Rhijn BWG, et al. Eur Urol. 2010;58:146-153.



Can MRI Inform the Decision?

EUROPEAN UROLOGY 77 (2020) 636-643

Multiparametric Magnetic Resonance Imaging as a Noninvasive
Assessment of Tumor Response to Neoadjuvant Pembrolizumab
in Muscle-invasive Bladder Cancer: Preliminary Findings from the
PURE-01 Study

Andrea Necchi“*, Marco Bandini”', Giuseppina Calareso ™', Daniele Raggi®, Filippo Pederzoli”,
Elena Faré“, Maurizio Colecchia®, Laura Marandino °, Marco Bianchi®, Andrea Gallina”,
Renzo Colombo?”, Nicola Fossati®”, Giorgio Gandaglia®, Umberto Capitanio”, Federico Deho”,
Patrizia Giannatempo °, Roberta Luciano”, Andrea Salonia”, Russell Madison ¢, Siraj M. Ali ",
Jon H. Chung®, Jeffrey S. Ross ““, Alberto Briganti”*, Francesco Montorsi”,

Francesco De Cobelli¢"*, Antonella Messina *

 Fondazione IRCCS Istituto Nazionale dei Tumori, Milano, Italy; ® Unit of Urology, Division of Experimental Oncology, Urological Research Institute (URI),

IRCCS Ospedale San Raffaele, Milan, Italy; € Foundation Medicine Inc., Cambridge, MA, USA; ¢ Upstate Medical University, Syracuse, NY, USA; © Vita-Salute San
Raffaele University, Milan, Italy; "Clinical and Experimental Radiology Unit, IRCCS San Raffaele Hospital, Milano, Italy



Can MRI Inform the
Decision?

90

VI-RADS 0-3

= Somewhat

3 - |
" 73% (n=19) of predicted cTO = pTO , _ _— e

o R
= 96% (n=25) of predicted cTO=pT1l

or less |

0_

Pre- pembrolizumab Post- pembrolizumab ypT stage

= Neg Predictive Value 62—-73%

Morphological assessment Assessment of DWI Assessment of CE
of T1W and T2W images (diffusion-weighted imaging) (contrast enhancement)

: Is there any hyperintense spot in ) :
Is there any detectable residual e regio: ofy i?\terest withrr’\igh Is there any residual CE suggestive

disease? signal intensity for residual viable tumor?
(using a b-value of 1000 s/mm?2)?

. T -

No Yes No Yes No Yes Necchi et al Eur Urol 2020;
and BJUI 2024




Original Study

1) Check for updates

FDG-PET/CT for Assessing the Response to
Neoadjuvant Chemotherapy in Bladder

= Limited by tracer accumulation in the Cancer Patients

Ayman Soubra,! Mehmet Gencturk,’ Jerry Froelich,” Priya Balaji,1 Shilpa Gupta,3

What about FDG PET?

= Sensitivity only 75% for pCR detection

b | a d d e r Gautam ]ha,3 Badrinath R. Konetyl

Clinical Genitourinary Cancer, Vol. 16, No. 5, 360-4 © 2018 Elsevier Inc. All rights reserved.
Keywords: Clinical response, Pathologic stage, Urinary bladder neoplasms, Urothelial carcinoma

Table 2 Accuracy of FDG-PET/CT in Detecting Complete

Response

No Tumor on Residual Tumor on

Pre NAC SUV,,,.x Reduction Pathology Pathology

100% 6 3

< 100% or no change 2 26

Characteristic Value 95% Cl

Sensitivity 75% 34.9-96.81

Specificity 89.66% 72.65-97.81
Post NAC Positive LR 7.25 2.31-22.75

Negative LR 0.28 0.08-0.93

Abbreviations: Cl = confidence interval; FDG-PET/CT = "®F-fluorodeoxyglucose with positron
emission tomography and computed tomography; LR = likelihood ratio; SUV,,,,, = standardized
maximum uptake value.



Consensus cCR Endpoints for Bladder Preservation

Muscle-invasive
bladder cancer

Necchi et al JCO 2025

Standard of care

Next-generation bladder

b

Systemic
' treatment
Radical
Cystectomy

4 44

™ I\
Wlth or without

Clinical response
evaluation:
TURBT

Urine cytology
Cross-sectional imaging

i
No clinical
complete
response

Clinical

Systemic
treatment
1o
=)
= W
g5
g8
5
T o
> .
_5 £ Systemic
® & treatment
c L
@ =
W=
2 c
o

Bladder MRI
ctDNA
utDNA®

— complete—
response

Shared decision

Surveillance

making

2
. ¥ g.g“'“x
—»| Metastatic / \
disease _/ }"_-' _'lNT
tl |"'I )
"
Postcystectomy r_fb (
—— | cancer-free / " \
long-term | P
survival
i
Radical
Cystectomy
Omit ok .
cystectomy /1‘
With or ( \ Surveillance
without m
Systemic
treatment

Core principles for development of
next-generation bladder-sparing trials:
Informed decision making
Robust clinical response evaluation
cCR as primary/coprimary
end point in early phase trials
EFS as primary/coprimary
end point in registrational trials

Ensure no detriment to survival

arker development
Bladder-intact
cancer-free

Y

survival };
|

Local
recurrence

Metastatic

4

disease




HCRN GU 16-257
Improving Patient Selection for Bladder Preservation

x 4 cycles Cystoscopy
el | BiOpSiES
Urine cytology
MRI

\.

cT2-T4aNOMO No cystectomy == ":"éogug‘;::
Cisplatin-eligible y
Gemcitabine + Clinical CR
B Cisplatin+ /. \
| Nivolumab | Clinical Restaging Cystectomy

' No Clinical CR ‘—}Cystectomy

*patient choice

Galsky et al Nat Med 2023



GU16-257
Preservation within reach?
= 76% deferring cystectomy
without recurrence
» More stringent cCR defition
performed much better
— PPV for composite endpoint:
0.97 (95% CI: 0.91, 1)
= DDR mutations did not

improve selection

257-1,006

257-1,005 =
257-1,034
267-1,037
257-1,045
257-1,022
257-1,028
257-1,044
257-1,040
274-1,046
257-1,061
257-1,051
257-1,049
257-1,053
257-1,036
257-1.058 B Cystectomy-free
257-1,060 B Local
257-1,032 OCal recurrence
257-1,007 Cystectomy
257-1.050 B Metastatic recurrence
257-1,067 .
257-1,052 “ Alive
257-1,072
=1.07
357-1,001 =4
257-1,016* - g
257-1,025 B
257-1,015 e, >
257-1,018 g
257-1,023 g
257-1,021 L g
257-1,064t 1, -
257-1,07 . s
o 2 4 B 8 10 12 14 16 18 0 22 24 26 8 a0 a2 34 3 38 40 42 M
Time from initiation of study treatment {(months)
Metastasis-free survival (landmark analysis) Overall survival (landmark analysis)
100 100 - it
'I_|_| L vt
E #
= B0 - = 804
2 2
% BO - % B0 -
s log-rank P = 0.007 % log-rank P = 0.003
ol Z 40 A
a Events at 24 months from restaging a Events at 24 months from restaging
£ 0] or— cCR: 2 2 0] cor— cCR: 1
a No cCR — No cCR: 11 & No cCR — No cCR: 8
0, ; . . : LR . ; ; .
o "] 20 L A0 4] 10 20 ao 40
Time from clinical restaging {(months) Time from clinical restaging {(months)
At risk 33 33 25 10 4] At risk 33 a3 26 n 4]
39 28 19 4 4] 39 3o 20 4 4]




Pl: M. Galsky
NCT05227261
2ypT2 and/or ypN
+after cisplatin- | —) ¥
based NAC S 3
© £ ‘
or = =
i '% Bl
=pT3 and or pN+ T -
without prior NAC & v
and cisplatin- o SR
ineligible StDNA
~ g testing
Alliance
for Clinical Trials
in Oncology

Registration

Cohort A
ctDNA(+)

)

[

—

Cohort B
CtDNA(-)

®_

In Progress: The MODERN A032103 Trial

Seamless phase 2/3

Arm 1

2y Nivolumab

x 12 cycles

Phase 2 endpoint: g Phase 3 endpoint:
ctDNA clearance Overall Survival

@-

Nivolumab
+
’ Relatlimab
Arm 2 x 12 cycles
Phase 3 non-inferiority
Arm 3
; Nivolumab
x 12 cycles

Endpoint: Disease-free survival

——3 | Surveillance
Arm 4

Galsky et al ASCO 2024



EV + Pembrolizumab is Changing the Story

.c>3~ 1007 Estimated difference
= 23.4% (95% Cl 16.7-29.8)
q—
ol = | |
0") O
>| 2 60—
W 3
0| o
— | o~ 40 —
Q|
| g
@) 20—
=
>_
~z 0-
EV + Cis +
pembro gem

Can Surgery Be Avoided?

Galsky et al GU ASCO 2026




HCRN GU22-598: Phase 2 trial of enfortumab vedotin plus pembrolizumab with selective
bladder sparing for treatment of muscle-invasive urothelial cancer of the bladder

cT2-T3NOMO

Clinical CR /= No cystectomy +[EV + Pembro]

Enfortumab vedotin +
Pembrolizumab
x 3 cycles

Clinical Restaging

Cystoscopy
Biopsies
Urine cytology
MRI

No Clinical CR = Cystectomy

https://hoosiercancer.org/all-clinical-trials/hcrn-gu22-598/



EV-209 | Bladder preservation with EV + pembrolizumab

Phase 2 ¢ single-arm ¢ estimated n=240 ¢ recruiting

MIBC
Candidates for cystectomy
Electing bladder preservation

cT2-T4aNOMO or T1-T4aN1MO
Predominant urothelial histology
>50%
ECOG 0-2

ﬁ

EV +
Pembrolizumab
Days 1 & 8 / Day 1
q3 weeks

Response
assessment
Cystoscopy/TURBT
Urine cytology +
imaging

Continue EV +
pembrolizumab
through cycle 9

if responding / tolerable

Cycles 1-4




EV-209 | Bladder preservation with EV + pembrolizumab

Phase 2 ¢ single-arm ¢ estimated n=240 ¢ recruiting

MIBC
Candidates for cystectomy

Electing bladder preservation
—

cT2-T4aNOMO or T1-T4aN1MO

Predominant urothelial histology \

EV +
Pembrolizumab
Days 1 & 8 / Day 1
q3 weeks

250%
ECOG 0-2

Cycles 1-4

Response
assessment

—p> Cystoscopy/TURBT |

Urine cytology +
imaging

Continue EV +
pembrolizumab
through cycle 9

if responding / tolerable

EV-309 | EV + pembrolizumab vs concurrent chemoradiotherapy

Phase 3 * randomized ¢ estimated n=390 ¢ recruiting

MIBC
Electing bladder preservation

ineligible f tect
(or ineligible for cystectomy)

cT2-T4aNOMO
Predominant urothelial histology
Fit for systemic therapy
ECOG 0-2

1:1

Randomization

EV + Pembrolizumab
EV Days 1 & 8
q3 weeks x 9 cycles

Bladder-intact

ARM B

Concurrent
chemoradiotherapy
64 Gy / 32 fx OR 55 Gy / 20 fx
+ protocol radiosensitizer

surveillance

Bladder-intact

surveillance




NEO-BLAST: Neoadjuvant Therapy for Bladder Cancer Followed by Active Surveillance

vs Treatment
NCT06537154

ctDNA
MRI pelvis
TURBT + cytology

CT chest/abdo/pelvis

Standard of
care
neoadjuvant
therapy (NAT)
for cT2-
4aNOMO

Restaging

bladder ca

n=240 (Ph Il and Ill)

Definitive local treatment ***

Randomization

Cysto +CT Cysto +CT Cysto +CT Cysto + CT Cysto +CT
+CIDNA  +CtONA Y5 Lcona O  Lcona O L aDNa

Active surveillance

3 6 9 12 15 18 21 24

months

St-Laurent et al, J Clin Oncol, 2025 (TPS890)



How Can ctDNA Inform this Decision?
NIAGARA Trial —-ctDNA detection decreases with Rx

ctDNA+
ctDNA-

BEP

Durvalumab

Comparator

Post-RC

§— Adjuvant L

Baseline Pre-RC

§— Neoadjuvant

57% D 2 5 A o

260/4602 94/422 "qo: 31/345
4

58% B oo, [ Pa 1o

137/236 40215 18/184
(0’

55% D 2 /X

123/224 54207 13/161

>

—

Powles et al. ASCO 2025



What can ctDNA tell us about long term outcomes?
NIAGARA Trial

DFS (combined arms)

1.0

I The problem!
- »+—+ CtDNA-

0.8

06 -

04 -

Probability of DFS

0.2 -

+ CtDNA+

0 I I I I I ] | I I I I | | I I I I 1
0 3 6 9 A LT | MR (R R | IR . R R YR R S S
Time from radical cystectomy (months)

No. of patients at risk

CiDNA- 255 254 250 245 232 224 216 209 202 195 170 158 127 9n 65 51 47 12 12 1
CIDNA+ 17 15 9 5 4 4 2 2 2 2 2 2 2 2 2 1 1 0 0 0

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

Powles et al. ASCO 2025



Similar Challenge in IMvigor 011
INV-assessed DFS
(n=357)

Events, n (%) 39 (10.9)
DFS, median (95% CI), mo NE (NE)

100 -

90 - The same issue!
| 95.4%

80 - :

88.4%
70 -

|

60 - :
50 |
40 I
30 |
|

I

I

I

|

1

DFS (%)

20 -

10 -
q6w ctDNA monitoring

|
|
|
|
|
|
|
|
|
|
|
|
|
|
1

1 T T T 1 T T T 1 1 1 T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Time from cystectomy (mo)
No. at risk

No treatment 357 357 357 342 337 329 303 289 275 233 185 156 116 102 78 66 46 38 20 11 3 Powles et al. ESMO 2026



Can utDNA inform the discussion?

Limitations

Tumor-informed vs
uninformed

No standardized assay

() Exosomes ]]ﬁ cfDNA
CTCs
. ? cfRNA

‘ Proteins —

Linscott et al. Curr Onc Rep 2026



utDNA may be more
sensitive than ctDNA

= n=92 treated with NAC and RC

= DNA more commonly detected in
urine supernatant (89%) than
plasma (43%)

= Combined utDNA and ctDNA
assessment strongly prognostic for
relapse

Christensen et al. Clin Can Res 2023

1.00 - P < 0.001
o) _
> P < 0.001 P=0.59
S 0.75- 85% 895
(73]
o)
o
- 050
O
0
L
0.00 - : :
P UP Us
1.004+ +
0.75-
LL -
L 0.50
0.251 p=0.0031
0.00- L L) L] L) L]
0 250 500 750 1,000
No. at risk Time from RC
Clearance 7 6 6 6 6
P 7 7 7 5 4

10 3 3 3 2




Check for
updates

pNAS RESEARCH ARTICLE | MEDICAL SCIENCES

Monitoring of plasma and urine tumor-derived DNA to inform

bladder-sparing approaches for patients with muscle-invasive
bladder cancer

Matthew D. Galsky®", Sudeh Izadmehr?, Menggang Yu<, Samuel D. Curtis®® {2, Christopher Douville®®, Maria Popoli®?, Janine Ptak®¢, Lisa Dobbyn®¢,
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Affiliations are included on p. 7.
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utDNA Detection Frequency at Restaging Timepoint
H c R N G U 1 6- 2 5 7 in Patients Achieving a Clinical Complete Response

(n=24)

= +utDNA tracked local recurrence
risk

— HR 6.47; 95% CI1 1.34-31.31; p = 0.008

Detectable

Undetectable

" +CtDNA tracked metastatic risk lagderintact Sl i PationtsAcioing il Complet
— HR 4.68; 95% CI 1.10-43.35; log-rank P =

1.0
0.036 |
08
]
04
HR 6.47 (95% CI 1.34, 31.31)
Log rank p = 0.008
2

— Only 1/22 ctDNA- patients developed a

Bladder-Intact Survival Probability
o o §

metastasis — ndeeciabouoNA
= Neither assay was “enough” to rule out T T e romestagng |

_~—
= =

local relapse in cCR patients il



So where does that leave us?

" Conceptual shift from
“Can we will identify all relapses before they happen?” =
to \J
“Can we estimate residual-disease risk well enough to
|

make bladder preservation acceptably safe?”



So where does that leave us?

= Need to show that bladder preservation does not
compromise MFS/0OS

— Dynamic assessment, not a single time point

— Follow molecular status longitudinally

— Predefine thresholds for residual disease risk (0%, 10%, 20%?)

— How much residual-disease risk is acceptable for surveillance.

— Build salvage therapy into the strategy

— Evaluate efficacy of salvage RC or RT in cCR patients with relapse

— Listen to our patients and incorporate their preferences



Summary

= Neoadjuvant therapy + RC or Concurrent chemoradiation remain the standard of care for MIBC

= Novel approaches for concurrent chemoradiation include
— Shorter radiation: SBRT (Archer NRG-GUO015)
— Adding immunotherapy: atezolizumab (SWOG/NRG 1806)
— Addition of EV + pembrolizumab: (EV-PRIME)

*" True biomarker-guided bladder preservation is coming into focus in multiple trials: MODERN,
NEO-BLAAST, EV 209, EV 309

— MRI
— Plasma ctDNA
— Urinary ctDNA

— Other emerging biomarkers
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