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1. Available intensification trials in HR NMIBC |
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2. Marginal benefit in published intensification trials |
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3. BCG maintenance is still needed despite intensificatio@

EFS (%)
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4. Clinical relevance ‘&
Events Contributing to the EFS/DFS benefit
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CREST POTOMAC

Sa;?:'gi'rlﬁ Y BCG-+M Durvalumab + BCG-I+M
(N=352) LSRRI BCG-I+M

(%) 61 (17.3) 89 (25.4) DFS event
Recurrence of high-grade
disease 26 (7.4) 53 (15.1) HG recurrence 36 (10.6%) 71 (20.9%)
Persistence of CIS 1(0.3) 1(0.3)
Progressive disease 18 (5.1) 22 (6.3) Persistence of 1 (0.3%) 3 (0.9%)
_ Cis
Progression to N+/M+, n 3 7
Progression to MIBC (2T2), n 7 7 MIBC/M+ 16 (4.7%) 13 (3.8%)
Stage Progression (high- 7 7
grade Ta, T1), n
Unknown, n 1 1 Death 14 (4.1%) 18 (5.3%)
Death 16 (4.5) 13 (3.7)

Patients with EFS event, n
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5. OS not impacted by intensification |
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6. Need to improve our local therapies with new ‘&
targets/devices
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GemIDRS - Sunrise 3 study |
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Key eligibility criteria Group A (n=350) Primary end point — EFS
* Patients with histologically confirmed TAR-200 (225 mg gemcitabine Time from randomization to first
HR NMIBC (high-grade Ta, any T1, or CIS) Q3W [induction phase] and occurrence of HR disease, progression,®
* BCG-naive (no prior BCG or last exposure Q12W [maintenance phasel) or any-cause death, whichever

>3 years prior to randomization) + cetrelimab® occurs firste

Age 218 years

Eastern Cooperative Oncology Group L SUCRRGSNY S

performance status 0, 1, or 2 (N=1050)

Group C (n=350) Overall CR rate (CIS only)#/duration of CR®

All visible papillary disease must be R TAR-200 (225 mg gemcitabine

fully resected (absent) prior to Q3W [induction phase] Recurrence-free survival

randomization and documented at and Q12W [maintenance phase])

yology ot scroening st be.
cytology at screening must be Time to progression

negative or atypical for high-grade

urothelial carcinoma in patients with Overall survival

papillary-only disease

Cancer-specific survival

i C—— )
any prior surgery and/or intravesical BCG (QW for 6 weeks [induction]

therapy must have resolved to and QW for 3 weeks at Safety and tolerahilky

CTCAE v5.0 grade <2 prior to date Weeks 12, 24, 48, 72, and 96

of randomization [maintenance]) Patient-reported outcomes

ASSISTANCE HOPITAUX
PUBLIQUE DE PARIS Catto et al. EAU 2024




Cretostimogene Grenadenopvnec CORE-008 study
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CORE-008: Phase 2, Multi-Cohort Trial in HR NMIBC

Stage/Grade

Time to

of recurrence

event

Primary Endpoint Disease State

Any high-risk recurrence

!

First Evaluation

Cohort A (n= 125)
CIS +/- Ta/T1- CR at anytime
HG Ta/T1 Only- HG-EFS

HG
Ta/T1

oo !

<6 Mo S1JMO 12-24MoaLer!aatBCG

HG Ta/CIS HG T1 CIs Any high-risk recurrence

}

First First after last after last for CIS <24 Mo after last dose of
Evaluation Evaluation doseof doseof 6-24 Mo after last BCG for BCG
| e |
BCG- Late relapse after Late relapse after
NN BCC-Unresponsive - Cohort CX adequate BCG inadequate BCG

BCG-Exposed- Cohort B & CX

Cohort B (n= 150) Cohort CX (n= 50)
CIS +/- Ta/T1- CR at anytime CIS and/or HG Ta/T1 - HG-EFS

Roumiguié¢ M, Kamat AM, Bivalacqua T), et al. Eur Urol. 2022 Jul;82(1):34-46. doi: 10.1016/j.eururo.2021.12.005. Epub 2021 Dec 23.

HG Ta/T1 Only- HG-EFS '
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Cretostimogene Grenadenpvnec CORE-008 study [&
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Complete Response at Anytime

83.7%

(95% CI, 70.3 % - 92.7 %)

Confidence Interval
(95% Cl)

CR Rate % (n/N)

Original 79.2%
Admin** 19 out of 24 patients (578' 929)
Optimized 88.0%
Admin*** 22 out of 25 patients (68'8’ 97.5)
Induction Maintenance/Follow-up LE:; :;?::t;;?::zp
Month 0 3 6 9 12 15 18 21 30/36
el T TOT TOE T 11T (10T 100
et o 3ic6 123456 123 123 123 123 123 (123

(n=49*)
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Conclusion ‘&

3 RCT well designed, fully accrued, follow-up

* Marginal benefit of intensification in HR NMIBC with expected
toxicity (immune related)

* BCG still needed

* Prevention of disease recurrence

e Other intravesical options are needed

* Winner either device assisted or gene therapies ?
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