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f) Liens d’intéréts

= Aucun pour la présentation
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Recommandations AFU dans les TVNIM

TVNIM Faible Risque

Premier diagnostic,
erpTa

er Bas Grade (G1)
ET<3cm

er sans Carcinome in situ

TVNIM Risque Intermédiaire

Toute tumeur non définie par les

catégories adjacentes,
(exemple : pTa Bas Grade multidocal)

!

TVNIM Haut Risqu

pT1
enou Haut grade (G3)
enou Carcinome in situ (CIS)

TVNIM Trés Haut Risque

pT1G3 + CIS

ou pT1G3 multifocal
oupT1G3 > 3cm
oupT1G3 + ELV

oupT1G3 prostatique
oupT1 de formes agressives

$

Cystectomie Totale

TVIM

»

a2

Seconde RTUV
(entre 2 et 6 semaines aprés la 1¥® RTUV ; optionnelle si pTa)
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au 3°* mois

Cystoscopie
+ Biopsies de vessie si CIS
+ guidées par Aclde Hexaminolevulinique

pT21G2
L 4 Cystectomie Totale

Sans recidive
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+ Blopsies

In.

A

BCG entretien 3 ans

Recidive
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Cystectomie Totale
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Sans récidive
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Les essais dans les TVNIM : place de lI'urologue
Programme SUNRISE (essais industriels) de phase II et 111

pTs1G1 Sans récdive
e B8CG x6 BCG entretien 3 ans

TVNIM Haut Risque

pT1
enou Haut grade (G3)
enou Carcinome in situ (CIS)

SUNRISE 3 %3
(o]
TVNIM Trés Haut Risque 28 — BCG entratien
pT1G3 + CIS ga 3 ans
ou pT1G3 muitifocal ot
oupT1G3 > 3cm

oupT1G3 + ELV

oupT1G3 prostatique
owpT1 de formes agressives

&

Cystectomie Totale

Cystoscopie

+ Biopsies de vessie si CIS
+ guidees par Aclde Hexaminolevulinique

Seconde RTUV
(entre 2 et 6 semaines aprés la 1°° RTUV ; optior welle si pTa)

Cystoscopie 4

TVNIM [ TVIM

TVNIM
Risque Intermeédiaire
~

—_— Cystectomie Totale

Haut anue

SUNRISE 1 Cystectomie Totale
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TVNIM : BCG vs ttt expérimental
TAR200 +/- immunothérapie

SunRISe-3

SunRISe-3 is a prospective, randomized, phase 3 study that will provide efficacy and safety data for TAR-
200 + cetrelimab vs SoC BCG for patients with BCG-naive HR NMIBC!

SunRISE-3 Design

Key eligibility

« Patients with HR NMIBC (HG Ta,
any T1, or CIS)

- Intravesical BCG naive or last
aexposure > 3 years ago

Stratification (disease stage at
enrollment):

« Taorany T1 or CIS
AND

» Tumor size (< 3cm or > 3cm)

TAR-200 (225 mg gemcitabine)
Q3W for 24 weeks < quarterly for 2 years
+
Cetrelimab IV (360 mg) Q3W for 12 months

—

N =1D50

Intravesical BCG

Induction: Once weekly for 6 weeks,
re-Inductlon In case of persistent disease
+
Maintenance: Once weekly for 3 weeks at months
3, 6, 12, 18, & 24, Maintenance optional: 30 & 36

Primary end point
+ EFS
» For participants with CIS,
recurrence and persistent

TAR-200 (225 mg gemcltabine)
Q3w for 24 weeks = quarterly for 2 years

disease at 6 months is also
considered an EFS event
Key secondary end points

= RFS
. TTP

Statut de I'étude :
o 12811050 pts recrutés

En France

LAHCTUS 0L, Swmrcall nads gov, Accissed 17 March 2003

o Centres actives : 12/19
o Patients screenés; 1

o Patients randomisés: 1

S—
janssen J oncology
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i) Place de I'urologue dans le bras expérimental

TAR 200 : chimio intra-vésicale

Two Minitablet Design

Osmotic Tablets

Gemcitabine Tablets

Osmotic System

]
- Tie

— Jo.® e“ Semi-permeable
i Ice\i,:‘} peer (:hcone) ube Gemcitabine Urine Conc.
Over 7 Days*
| : : : : : :EI Solid e g
drug core
L o In-office dosing and retrieval using existing procedures
— Catheterization, cystoscope, no anesthesia
10

Min. Target
Concentration

| I l

o 1IN II.-

1 2 3 4 5 6 7
Day

n No gemcitabine detected in plasma

Intravesical Gemcitabine Conc. (ug/mL)
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TVNIM résistante a la BCG thérapie

Résultats préeliminaires de la Sunrise 1 (fin d’inclusion en nov 2023)
SunRISe-1: First Results AUA2023

CHICAGO * APR 28-MAY 1 First Results From SunRISe-1 in
Patients With BCG-Unresponsive HR
NMIBC receiving TAR-200 in
combination with Cetrelimab, TAR-
200, or Cetrelimab Alone

Not reported here e A Late-breaking Oral Presentation
e e e B R e R e o
'
1 : -
Population: ' TAR-200 + cetrelimab : anary end pO"‘t
|
i i Cohort 1 (N=100 5 * Overall CB rate
Histologically ad ( ) ' TAR-200 dosing: : :
coovientel | (O o RN E g = CRis determined by cystoscopy, central
HR NMIBC CIS Q3w (mdwelllng) Fytology, and central pathology at Weeks )
(with or without 28 Reported here (N=23) for first 24 weeks; Wi
N=200 = Imaging (CT7WiRiy was performed at Weeks
papillary disease) a then Q12W through 24 and 48
unresponsive to BCG'? S R TAR-200 alone Week 96 .
and not receiving RC - Cohort 2 (N=50) Key secondary end points
’ DOR
Cetrelimab
Stratification: Reported here® (N=24) dosing: 0S
Presence or a.bsence . Through Week 78 PK
papillary disease Cohort 3 (N=50)

Safety and tolerability

Here we report first results from the TAR-200 monotherapy and cetrelimab monotherapy groups of SunRiISe-1 from a planned futility analysis (N=47 patients)
~ Clinical cutoff: April 4, 2023

~ IDMC review of safety data: April 14, 2023
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) Caractéristiques des patients

Characteristics T&t: ;))0
Age, years, median (range) 72.0 (40-81)
Sex, male, % 82.6
Race, %
White 69.6
Asian 0
Black or African American 4.3
Not reported 26.1
Unknown 0
ECOG performance status 0, % 95.7

Baseline characteristics were well balanced between groups

Cetrelimab
(N=24)

70.0 (51-88)

79.2

83.3
4.2
0
8.3
4.2
95.8

Characteristics

Tumor stage, %

CIS only
CIS + papillary disease

Total doses of prior BCG, n, median

(range)

Time from last BCG to CIS diagnosis,
months, median (range)

Reason for not receiving RC, %
Declined

Ineligible

TAR-200 Cetrelimab
(N=23) (N=24)

696  65.2
30.4 34.7
12 (7-24) 12 (7-30)
3.0(1-22)  3.1(0-11)
95.7 100
4.3 0
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Données d’efficacité et de durée de réponse

Efficacy of TAR-200 and Cetrelimab monotherapies:
73% of evaluable patients achieved CR with TAR-200

Overall CR Rate

100 +
72.7%
(95% C1, 49.8.89.3)
80 A - -
Median DOR with TAR-200 has not been reached after
-
$ median follow-up of ~11 months
8
c
. 38.1%
a (95% €1, 18.1-61.0)
Swim Lane Plot for Response Over Time (Central Review)
20 4
>
: Response
o »>
R > m TAR-200CR
TAR-200 Cetrelimab 8= > .
(n=22) (n=21)* ; -§ . > B Cetrelimab CR
o s —— B Non-CR
CR is based on cystoscopy and centrally assessed urine cytology and biopsy at Weeks 24 and 48 z _:. On treatment
= -—
i k4 » Treatment ongoing
é : : Median follow-up, 10.6 months
e i
>
a I
E® ? >
o - |I: Median follow-up, 10.7 months
0 3 6 9 12 15 18 21 24

Months
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TVIM : place de I'urologue dans le ttt plurimodal

SUNRISE 2 : Refus de cystectomie ou inéligible a la chimio

SunRISe-2 is a prospective, multicenter, open-label, randomized phase 3 study evaluating the efficacy
and safety of TAR-200 + cetrelimab vs SoC chemoradiotherapy in patients with MIBC who are ineligible for

or refuse RC!?

SunRISE-2 Designi.2

Key eligibility

» MIBC, cT2-T4a, NO, MO
Diagnosis * Not receiving RC

prescreening Stratification (based on
TURBT ——#| screening re-TURBT):

{within 90 days

of rarkdreaEion) » Visibly complete vs

incomplete (residual tumor
< 3 cm)

» Tumor stage stage at
randomization: TO vs
Ta/T1/TIs vs T2-T4a

TAR-200 (225 mg gemcitabine)

Q3W for 18 weeks < quarterly for 3 years .

+
Cetrelimab IV (360 mg) Q3W for 18 months

Investigator's choice:

Cisplatin 35 mg/m2 QW (x 6 wks) or

Primary end point

» BI-EFS - any MIBC, N+, cr
M+ disease

Key secondary end points

« MFS

gemcitabine 27 mg/m2 BIW (x 6 wks)
+
Radiotherapy (investigator’s choice 55 or 64
Gy external beam radiation for 4-6.5 wks)

- 05
+ ORR at wk 18
- Safety and tolerability

Statut de I'étude :
o 238/550 pts recrutés

En France

o Centres activés : 11
¢ Patients screenés: 23

o Patients randomisés: 9
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TVIM : place de I'urologue dans le ttt plurimodal
SUNRISE 4 : inéligible a la chimio néoadjuvante, ok pour cystectomie
SunRISe-4 is a prospective, randomized, open-label, phase 2, window-of-opportunity study to

demonstrate the activity of cetrelimab alone and cetrelimab in combination with TAR-200 with respect to
pCR rates at RC and the potential subsequent correlation with postsurgical MFS

SunRISE-4 Design

Key eligibility 7
End points
TAR-200 (225 mg gemcitabine)
+ Patients with MIBC scheduled for e RO IDEAS Wk Sty o0 yma —
-
RC (cT2-cT4a NO MO) Cetrelimab IV (360 mg) Q3W for 18 months i )

- Patients ineligible for or Primary end point
refusing platinum-based + pCR rate at RC
neoadjuvant chemotherapy —m

Stratification: N = 160 Key secondary end points

T AAges TV )3T > —_ : ;‘:fsety and tolerability

3 g i

« Completeness of TURBT: R —"

Complete vs incomplete
Statut de I'étude : En France

Centres actives : 14
o Patients screenés: 5

o Patients randomisés: 3

54/160 pts recrutes
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i) En résumé

Importance de la participation des urologues en
recherche clinique :

= TVNIM : Prise en main de nouvelle thérapeutique intra-
vésicale pour améliorer ou surplanter la BCG thérapie

= TVIM : Tendance treés nette a la préservation vésicale et donc
importance des ttt multimodaux

= Importance d’'une RTUV complete pour I'envisager : Pierre angulaire
a la réussite de la préservation

= Evolution de I'imagerie (IRM vésicale) et de la radiothérapie

= Bénéfice des avancees systémiques réalisées dans les stades avances :
immunotherapie et ADC (comme Padcev®)
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