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" How to select patients
in whom we preserve

the bladder without
local treatment?
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Radical cystectomy is standard treatment for MIBC but
has major disadvantages

Not everyone can have it, not everyone should have it, not everyone wants it
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The Framework
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The Framework

Who are these patients?
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Neoadjuvant Chemotherapy and Bladder-Sparing Surgery
for Invasive Bladder Cancer: Ten-Year Outcome

By Harry W. Herr, Dean F. Bajorin, and Howard |. Scher

Purpose: To evaluate the 10-year outcome of pa-
tients with invasive (T2-3NOMO, staged according to the
tumor, node, metastasis system) bladder cancer who
responded completely to a combination of methotrex-
ate, vinblastine, adriamycin, and cisplatin (MVAC)
chemotherapy followed by bladder-sparing surgery.

Patients and Methods: Of 111 surgical candidates
who received neoadjuvant MVAC, 60 (54%) achieved a
complete clinical response (TO) on transurethral resec-
tion (TUR) of the primary tumor site. Of these, 28
requested follow-up with TUR alone, 15 had a partial
cystectomy, and 17 elected a radical cystectomy. The
patients were followed up for a median of 10 years
(range, 8 to 13 years).

Results: Of 43 patients who had bladder-sparing
surgery, 32 (74%) are alive, which includes 25 (58%)

with an intact functioning bladder. Twenty-four patients
(56%) developed bladder tumor recurrences from 5 to
96 months, which were invasive in 13 (30%) and super-
ficial in 11 (26%). Thirteen patients required a salvage
cystectomy, of whom 6 died, which includes 4 (9%) from
a new invasive neoplasm. Of the 17 patients who had

Conclusion: The majority of patients with invasive
bladder tumors who achieve TO status after neoadju-
vant MVAC chemotherapy preserve their bladders for
up to 10 years with bladder-sparing surgery. The blad-
der remains at risk for new invasive tumors. Cystec-

tomy salvages the majority, but not all, of relapsing
patients.

J Clin Oncol 16:1298-1301. ¢ 1998 by American
Society of Clinical Oncology.
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The Framework

Neoadjuvant Chemotherapy and Bladder-Sparing Surgery
for Invasive Rladder Cancer: Ten-Year Outcome

Retrospective studies and anecdotes tell us
what can be achieved but not necessarily if it
should be achieved or how it should be
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complete clinical response (TO) on rrunsureihrul resec-
tion (TUR) of the primary tumor site. Of these, 28
requested follow-up with TUR alone, 15 had a partial
cystectomy, and 17 elected a radical cystectomy. The
patients were followed up for a median of 10 years
(range, 8 to 13 years).

Results: Of 43 patients who had bladder-sparing
surgery, 32 (74%) are alive, which includes 25 (58%)

bladder tumors wheo achieve TO status after neocd|u
vant MVAC chemotherapy preserve their bladders for
up to 10 years with bladder-sparing surgery. The blad-
der remains at risk for new invasive tumors. Cystec-
tomy salvages the majority, but not all, of relapsing
patients.

J Clin Oncol 16:1298-1301. ¢ 1998 by American
Society of Clinical Oncology.
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Paucity of prospective studies.

2. Lack of rigorous methods to measure and define clinical complete response.
Limited understanding of the role of “delayed” cystectomy in patients with local
recurrence.

4. Suboptimal systemic therapeutic regimens.

Absence of biomarkers to refine decision making.
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HCRN GU16-257: Response-guided bladder

sparing

Gemcitabine +
Cisplatin +
Nivolumab
x 4 cycles

Co-primary endpoints -
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Clinical Restaging

Cystoscopy
Biopsies
Urine cytology
MRI

No cystectomy = ':'(i‘éo(l;::"l‘::

=P Clinical CR *patient choice

Cystectomy

\/
0’0

—3» | No Clinical CR =Jp» Cystectomy

-+ Clinical complete response (CR) rate
» Performance of clinical CR in predicting treatment benefit:
s 2 year metastasis free if no cystectomy

pCR in immediate cystectomy

Galsky et al Nature Medicine 2023



HCRN GU16-257: Response-guided bladder
sparing

Clinical CR
33 patients

No immediate
cystectomy
32 patients

Clinical
76 patients : Restaging
: 72 patients
. No Clinical
‘=== Restaging
4 patients
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Immediate
cystectomy
1 patient

No Clinical CR
39 patients

Immediate
cystectomy
34 patients

Non-protocol
therapy
5 pateints

Clinical CR rate = 43% (95% ClI: 32%, 55%)

No clinical CR,
54%

Galsky et al Nature Medicine 2023




Measuring and defining clinical complete
response

Cystoscopic assessment of bladder tumors

# of Lesion Lesion

Cystoscopy and biopsies

Site biopsies | score Subscript Comments
m Prior tumor

Imaglng (M RI) site/scar

0 Trigone
Urine cytology

Left

Clinical complete response: Right
* no evidence of high-grade malignancy on Anterior

biopsy

0 5 Posterior

* no malignant cells on urine cytology
* no definitive evidence of local or metastatic Dome

disease on cross-sectional imaging Prostatic
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HCRN GU16-257: Clinical Outcomes

Metastasis-free Survival (Landmark Analysis)
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HCRN GU16-257: Clinical Outcomes

Metastasis-free Survival (Landmark Analysis)
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* Integrate systemic therapies that are more generalizable
* Integrate systemic therapies that are more effective

* Discover biomarkers to refine out ability to identify patients who
could most safely forgo cystectomy

* Define mechanisms of intrinsic resistance to guide development of
next-generation regimens
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EV + Pembrolizumab in metastatic UC

Overall Survival

100-
90
80
704
60
50
40+
30
20+
104

Percentage of Patients

78.2

Enfortumab vedotin—

pembrolizumab

e ——

Chemotherapy

01—
0 2 4

No. at Risk
Enfortumab 442 426 409
vedotin—
pembrolizumab
Chemotherapy 444 423
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T T T T T T T T T T T T 1
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months

29.1%

[Ed

EV+P

Chemotherapy

No. of Events/
No. of Patients

Enfortumab Vedotin—- 133/442
Pembrolizumab
Chemotherapy 226/444

Median
Overall
Survival
(95% Cl)
mo

315 (25.4-NE)

16.1 (13.9-18.3)

Hazard ratio, 0.47 (95% Cl, 0.38-0.58)

Two-sided P<0.001

Duration of CR: Patients with best response of CR'2

Probability of maintained CR at 2 years was 74.3% with EV+P

Powles et al, NEJM, 2024; Gupta et al, ASCO, 2025
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g O 501 :
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% %7 :
3 204 Median duration of CR? T
No. of pts with CR Events/N 95% Cl), mo - Chemotherapy
B 104 EV+P 30/133 NE (NE, NE) :
s o o] Chemotherapy 30764 15.2 (10.3, NE)
ol HEES 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
No. at risk Time (months)
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HCRN GU22-598: Response-guided bladder-
sparing with EV + pembrolizumab (NCT06809140)

TURBT

EV+P EV +P EV+P —}[No Clinical CRH Cystectomy J
Cycle 1 Cycle 2 Cycle3 [ h

T T Clinical Restaging

Cystoscopy
Biopsies = EV+P EV+P
- | Urine cytology Cycle 6 Cycle 9

$7e%% | MRI
oleses L

Tumor
tissue

J
—>[ Clinical CR ];;T v, I >
IRy IRy

EV + P = enfortumab vedotin plus pembrolizumab
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Sasanlimab as bladder-sparing maintenance treatment after neoadjuvant

chemotherapy in patients with muscle invasive bladder cancer (MIBC): The
phase 2, HM-8788561 Trial

Screening

Urine

1
1
1
1
1
- :
1
1
1
1
1

Neoadjuvant phase

Patients
with MIBC
(pT2-T4a,

NO, M0)

N=70

+
Gemcitabine 1000
mg/m? days 1 and 8
Q3W / 4 cycles

Cisplatin 70 mg/m? day\\
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Re-stage (3-6W after
chT): Cystoscopy+TURB

AP MRI/T CT or TAP CT
Cytology

_ EOT
Maintenance phase Follow-up phase

Re-stage (Q12W):
Cystoscopy+/-TURBT

Re-stage (Q12W):
Cystoscopy+/-TURBT

AP MRI/T CT or TAP CT
Cytology

Clinical response
(cTO/Ta/T1/Tis)

Sasanlimab 300 mg
Q4W /12 cycles

Y

If persistent NMIBC at 15t

feasible according to investigator

—> No clinical responseé
(cT2-4, N +)
or patient’s choice :

I
1

1

I

1

d

I

evaluation, radical cystectomy is i
1

1

1

1

I

I

1

criteria Radiological
! cT0/Ta/T1/Tis PD
: at W12 -
i| (optional; PI criteria) Y

Radical cystectomy (if applicable)
Treatment following standard of care for local/advanced disease

(ctDNA before /after] [ Urine before /after |

Elena Sevillano Fernandez, MD PhD, Guillermo de Velasco, MD PhD, and colleagues



NEO-BLAST (NCT06537154)
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Standard of

neoadjuvant

therapy (NAT)
for cT2-
4aNOMO

bladder ca

Phase 2 :
Feasibility to
randomize

ctDNA
MRI pelvis

TURBT + cytology
CT chest/abdo/pelvis

Randomization

care

| Restaging

Definitive local treatment ***

Cysto+CT  Cysto +CT Cysto + CT Cysto + CT Cysto + CT Phase 3:
+CtDNA  +ctDNA S  Lona - O ona Ot Lcona MFS
@ 2 yrs

Active surveillance

6 9 12 15 18 21 24

months

**Definition of cCR:

* Negative MRI (VI-RADS 0-1-2)

* Negative repeat TURBT (< cT1, no extensive CIS)

* Negative ctDNA

* No mets (negative conventional CT/MRI or PET-CT)
Exploratory: Negative utDNA

*NAT = any SOC regimen approved at time of enrolment (Cisplatin, EV, 10, etc.)
*** patient/investigator’s choice; Radical cystectomy or TMT

Marie-Pier St-Laurent MD, Peter Black MD, and colleagues



e next decade wi an
unprecedented convergence of
powerful therapeutics, precise
biomarkers, and risk-adapted
strategies creating a watershed
moment to redefine muscle-
dder cancer car
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