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Intermediate risk: state of the art

}

Low-risk tumour

Cystoscopy at 3 mo (Strong)

If negative, cystoscopy at 12 mo.

(Strong), and then yearly for 5 yr.

(Weak)

EAU Guidelines on NMIBC 2024

e /Srtraﬂfy patients into risk groups (Strong) e g

-
y » Age, previous history ™
{ « Endoscopic appearance (number and size of tumours) )
\ » Pathological report the worst stage and grade A
. from either initial or second TURB (Strong) _/.//
Intermediate-risk tumour I [ High-risk tumour ] ‘ Very high-risk tumour ‘

Primary or recurrent tumour without previous chemotherapy:
Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) or intravesical chemotherapy for up to 12 mo. (Strong)

Recurrent tumour with previous chemotherapy:

Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) (Strong), in late recurrence of small TaLG/G1 consider
repeating intravesical chemotherapy

In all cases: Cystoscopy at 3 mo. (Strong). If negative, cystoscopy
at 3-6 mo. intervals until 5 yr. and then yearly (Weak)

Explain the risk and
consider radical
cystectomy

v

Intravesical BCG for 1-3 yr. (Strong)

Cystoscopy and cytology at 3 mo.
(Strong)

If negative, cystoscopy and cytology
every 3 mo. for 2 yr., every 6 mo.

thereafter until 5 yr. and then yearly
(Weak), CT-IVU or IVU yearly (Weak)

@DrFelixGuerrero



Intermediate risk: challenges
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Fig. 2 - Suggested algorithm for the treatment of IR-NMIBC after the eventual approval of all new agents (all intravesical). BCG = bacillus Calmette-Guérin;
CR = complete response; IR-NMIBC = intermediate-risk non-muscle-invasive bladder cancer; POP = postoperative; RFs = risk factors; TURBT = transurethral
resection of bladder tumour. ? Risk factors according to Tan et al [12].

Guerrero-Ramos F, et al. Eur Urol Oncol 2024.
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High risk: state of the art

}

Low-risk tumour

Y

-~ Stratify patients into risk groups (Strong)
y » Age, previous history ™
{ « Endoscopic appearance (number and size of tumours) )
\ * Pathological report the worst stage and grade //
\\V_\from either initial or second TURB (Strong) ——
Intermediate-risk tumour I [ High-risk tumour ] ‘ Very high-risk tumour ‘

Cystoscopy at 3 mo (Strong)

If negative, cystoscopy at 12 mo.

(Strong), and then yearly for 5 yr.

(Weak)

EAU Guidelines on NMIBC 2024

Primary or recurrent tumour without previous chemotherapy:
Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) or intravesical chemotherapy for up to 12 mo. (Strong)

Recurrent tumour with previous chemotherapy:

Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) (Strong), in late recurrence of small TaLG/G1 consider
repeating intravesical chemotherapy

In all cases: Cystoscopy at 3 mo. (Strong). If negative, cystoscopy
at 3-6 mo. intervals until 5 yr. and then yearly (Weak)

Explain the risk and
consider radical
cystectomy

Intravesical BCG for 1-3 yr. (Strong)

Cystoscopy and cytology at 3 mo.
(Strong)

If negative, cystoscopy and cytology
every 3 mo. for 2 yr., every 6 mo.
thereafter until 5 yr. and then yearly

‘Weak), CT-IVU or IVU ly (Weak .
— AT @DrFelleuerrero




High risk: challenges

50-70% of
NMIBC
cases recur

>20%
Adherence patients

to guidelines discontinue
BCG

BCG
shortage

Kamat AM, et al. Lancet 2016. Van der Meijden AP, et al. Eur Urol 2003. Mostafid AH, et al. Eur Urol 2015. Witjes JA, et al. BJUI .
2013. Guerrero-Ramos F, et al. World J Urol 2022. @DrFelixGuerrero



High risk: pivotal trials

Table 1 - Comparative designs of the largest trials assessing novel agents in BCG-naive high-risk non-muscle invasive bladder cancer

Study title POTOMAC ALBAN KEYNOTE-676 (cohort B) CREST SunRISe-3 BRIDGE
Study ID NCT03528694 NCT03799835 NCT03711032 NCT04165317 NCT05714202 NCT05538663
Intervention Durv + BCG (I  Atezolizumab + BCG Pembro + BCG (M) vs Sasanlimab + BCG (I TAR-200 vs Sequential Gem/
+ M) vs (I + M) vs Pembro + BCG (reduced M) + M) vs Cetrelimab + TAR-200 Doc
Durv + BCG (I) BCG (I + M) vs BCG (I + M) Sasanlimab + BCG (I) vs BCG (I + M) vs BCG (1 + M)
Vs Vs
BCG (I + M) BCG (I + M)
Administration Durvalumab: Atezolizumab: i.v. Pembro: i.v. Sasanlimab: SC Cetrelimab: i.v. Gem/Doc: IVS
route iv. BCG: IVS BCG: IVS BCG: IVS TAR-200: IVS BCG: IVS
BCG: IVS BCG: IVS
BCG M 24 mo 12 mo 18 mo 24 mo 24 mo (optional 36 36 mo
mo)
Participants 1018 516 975 1070 1050 870
(n)
Primary EP DFS RFS EFS EFS EFS EFS
Key secondary  OS, QoL, DSS, PFS, 0S, CR, QoL 0S, CRR, RFS, DSS, TTC, DOR, 08, CR, duration of RFS, 0S, MFS, TTC, QoL, safety,
EPs QoL safety/tolerability CR, TTC, QoL TTP, safety, QoL toxicity, PFS, CFR
BCG strain OncoTICE Medac, OncoTICE OncoTICE Various, including BCG Culture OncoTICE
OncoTICE
Current status  Active, NRC Active, NRC Recruiting Active, NRC Recruiting Recruiting
eSCD September February 2028 October 2028 December 2027 May 2030 October 2030
2025

BCG = bacillus Calmette-Guérin; CFR = cystectomy-free rate; CR = complete response; CRR = complete response rate; DFS: disease-free survival; DOR: duration
of response; DSS: disease-specific survival; Durv = durvalumab; EFS = event-free survival, EP = endpoint; eSCD = estimated study completion date; Gem/
Doc = gemcitabine + docetaxel; I = induction; i.v. = intravenous; IVS = intravesical; M = maintenance; MFS = metastasis-free survival; NRC = not recruiting;
OS = overall survival; Pembro = pembrolizumab; PES = progression-free survival; QoL = quality of life; RFS = recurrence-free survival; SC = subcutaneous;
TTC = time to cystectomy; TTP = time to progression.

Guerrero-Ramos F, et al. Eur Urol Oncol 2024. @DrFelixGuerrero
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High risk: pivotal trials... and future challenge

Box1 Challenges to address for the introduction and prac-
tical implementation of novel PD-(L)1 inhibitors for NMIBC.

¢ Optimal management of irAEs by a well-trained, vigilant
multidisciplinary team.

* |dentification of provision barriers after PD-(L)1-based
treatments are approved by the appropriate regulatory
body.

* Review and adjustment of infrastructure to ensure that
clinics in which PD-(L)1 inhibitors will be used are stream-
lined, thus permitting appropriate patient monitoring and
management.

¢ Creative and up-to-date electronic systems for AE monitor-
ing and management.

® Education for all members of the multidiscip_linary team,
on an ongoing basis (possibly included in CME programs),
to optimize knowledge and management of AEs, particu-
larly irAEs.

¢ Integrated patient management—especially between med-
ical oncologists and urologists—wherever medical oncolo-
gists are administering the PD-(L)1 inhibitors.

* Define the optimal route of administration.

e AE =adverse event; CME =continuing medical education;
irAE = immune-related adverse event; NMIBC = non-muscle-
invasive bladder cancer; PD-(L)1 = programmed cell death-

(ligand) 1. i
Bedke J, Guerrero-Ramos F, et al. Urol Oncol 2023. @DrFelixGuerrero




Very high risk: state of the art

}

Low-risk tumour

/
{

-~ Stratify patients into risk groups (Strong) Ty
4 » Age, previous history ™
* Endoscopic appearance (number and size of tumours) )
\ * Pathological report the worst stage and grade //

. from either initial or second TURB (Strong) =

< —

'

Intermediate-risk tumour I [ High-risk tumour

Cystoscopy at 3 mo (Strong)

If negative, cystoscopy at 12 mo.

(Strong), and then yearly for 5 yr.

(Weak)

EAU Guidelines on NMIBC 2024

Primary or recurrent tumour without previous chemotherapy:
Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) or intravesical chemotherapy for up to 12 mo. (Strong)

Recurrent tumour with previous chemotherapy:

Intravesical BCG for 1 yr. (6-weekly and 3-weekly at 3, 6 and 12
mo.) (Strong), in late recurrence of small TaLG/G1 consider
repeating intravesical chemotherapy

In all cases: Cystoscopy at 3 mo. (Strong). If negative, cystoscopy
at 3-6 mo. intervals until 5 yr. and then yearly (Weak)

|

consider radical
cystectomy

v

] ‘ Very high-risk tumour ‘

Explain the risk and

Intravesical BCG for 1-3 yr. (Strong)

Cystoscopy and cytology at 3 mo.
(Strong)

If negative, cystoscopy and cytology
every 3 mo. for 2 yr., every 6 mo.

thereafter until 5 yr. and then yearly
(Weak), CT-IVU or IVU yearly (Weak)

@DrFelixGuerrero
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Very high risk: challenges

Presumed EAU21 probability of progression at 10
years in the very high risk group = 59%

Actual probability of progression at 10 years =» 18%

Potential number of patients overtreated with
radical cystectomy = 70%

Lobo N, et al. Eur Urol 2022.
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BCG unresponsive: state of the art BUT...

Category Treatment options

BCG-unresponsive 1. Radical cystectomy (RC).
2. Enrolment in clinical trials assessing new treatment strategies.
3. Bladder-preserving strategies in patients unsuitable or refusing RC.

oy B e = Y AW E =1 T =T/ = PP SV ) = gy gy s Sy 1§ B

Summary of evidence LE

Prior intravesical chemotherapy has no impact on the effect of BCG instillation. 1a

Treatments other than RC must be considered oncologically inferior in patients with BCG-

unresponsive tumours.

EAU Guidelines on NMIBC 2024 @DrFelixGuerrero



BCG unresponsive: state of the art

Based on what...?
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BCG unresponsive: challenges (new therapies)
FDA approves pembrolizumab for BCG-

TAR-200 CG0070 + pembrolizumab
83.5% AAT ition: 82.9% 3m

CRR 53.4% 3m

CG0070
75.2% 3m : 71.4% 3m

bladder cancer

www.fda.gov. Balar AV, et al. Lancet Oncol 2021. Boorjian SA, et al. Lancet Oncol 2021. Chamie K, et al. NEJM Evidence 2022. Van
der Heijden MS, et al. ESMO 2024. Tyson MD, et al. AUA 2024. Li, R, et al. Nat Med 2024. Ye D, et al. ESMO 2024. Guerrero-Ramos .
F, et al. Eur Urol Oncol 2024. @DrFelixGuerrero
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BCG unresponsive: challenges (survival)

C Disease Progression and Survival
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Chamie K, et al. NEJM Evidence 2022. @DrFelixGuerrero



BCG unresponsive: challenges al

(A) Metastasis Free Survival
Treatment at
time
failure
—iradical cystectomy
—Mbladder sparing

e
VD
o N\Qx\s“\
| C
| pC

Proportion without metastasis

HR 0.88 (95% C10.53 HR 1.31(95% C10.91-1.90)

Proportion w!

Treatment at
time
failure
~Miradical cystectomy
—Mbladder sparing
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Taylor JI, et al. BJU Int 2024. @DrFelixGuerrero




BCG unresponsive: challenges

Pembrolizumab Nadofaragene fira

Price per dose $11,957 (200 mg) $60,000 (75
Dosage Every 3 weeks Every 3 mon

Duration 24 months 12 monthd

Total doses 34 4
Overall cost* $406,538 $240,000

21

$751,800

Estimated cost of a radical cystectomy:
$70,000 (90 days), $150,000 (1 year)

*All these are estimations; Williams SB, et al. JAMA Surgery 2019. Image created with ChatGPT 4o.

@DrFelixGuerrero



BCG unresponsive: challenges (biomarkers)

Narayam VM, et al. Eur Urol Oncol 2024.
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Take home mesSages gt adjuvant vs ablative approaches

HR: pivotal trials & multidisciplinary approach

VHR: upfront radical cystectomy?

BCGu (and soon all of the above):
Approvals
Survival
Cost
Biomarkers

@DrFelixGuerrero
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