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i) Tumeur de I'ouraque métastatique
FOLFIRINOX modifié = Nouveau SOC

Phase II ULTIMA

/Critére principal : \

i ) , \ RO selon investigateur
. Carcinome de l'ouraque N=21
i en rechute ou | Critéres secondaires :
| métastatique g SSP
i Maladie mesurable ; Survie globale
e g < R «  Incidence NF
) L - +  Qualité de vie
suivi med: 15,2 mois 12 cycles ou PD ou toxiciteé k j

Loc II pulm (47,6%), Gag (38,1%), peritonéales (33,3%) BT Ro R

100

90

No. of pts/percentage

80

2 g 70 = After a median follow-up of 23.3 months,
Complete Response (CR) 2(9.5%) 2 15 patients had disease progression and
) § £ the median PFS was 9.3 months (95% ClI,
Partial Response (PR) 11(52.4%) 2 s 6.7 ~ 11.9)
: o S 4 = After a median follow-up of 24.7 months,
Stable Disease (SD) 8(38.1%) U% %0 10 patients were deceased and the
Progressive Disease (PD) 0 — (2Ll il

Overall response rate was 61.9% (95% Cl, 41.1-82.7)

18 24

n Survival Time (months)
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AURA : a multi-centric non comparative randomized phase Il trial investigating
neoadjuvant avelumab alone or in combination with chemotherapy

Cohort 1 : Cisplatin-eligible

Gemcitabine - cisplatin + avelumab
Cisplatin 70 mg/m? D1, gemcitabine 1g/m? D1 & D8 Q3W (x4) + avelumab 10mg/kg Q2W (x6

Dose-dense MVAC + avelumab

N Methotrexate 30mg/m2 D1, vinblastine 3mg/m? D2, doxorubicin 30mg/m? D2, cispiatn 70mg/m? D2 Q2W
Key eligibility (x4) + avelumad 10mg/kg Q2W (x4)

.

Pathological confirmation of muscle- Radical
invasive uroghelial bladder carcinoma cystectomy
Planned radical cystectomy and ‘

lymphadenectomy L Cohort 2 : Cisplatin-ineligible

Paclitaxel - gemcitabine + avelumab
Tumor tssue and blood samples are taken at baseline, Paclitaxe! 80mg/m2 D1 & D15, gemcitabine 1g/m2 D1 & D15 Q4W (x2) + avelumab 10mg/kg Q2W (x4
auring treatment and at surgery for exploratory analysis

Avelumab
Avelumab 10mg/kg Q2W (x4)

Primary Endpoint:
ddMVAC-A PG-A

* Proportion of patients achieving a
pathological complete response (pCR)
ypTO/TisNO

'Martinez Chanza N et al. , ESMO 2021; ?Martinez Chanza N et al., ASCO 2022
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AURA
Données de SSM et de SG

Survie sans maladie a 12 mois 97% (83-100) 86 (70-94) 52% (32-69) 68% (47-82)
Population ypTO a 12 mois 100 % 100%
Survie sans maladie a 36 mois 77% (55-89) 68 (46-82) - -
Population ypTO a 36 moiS | 100% 78% |
SG a 12 mois 95% (81-99) 84 % (67-92) ||67% (46-81) 75% (55-87)
SG a 36 mois 87% (40-76) 61% (40-76) - -
MVAC-DD+Ave > GC+ Avé Pas de benefice a
-> en SSM CT+Ave vs Ave seul
-> en SG pour les cisplatine unfit
->en SSM et SG
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AURA

Réponse histologique complete = Marqueur d’'une meilleure SG

GC-A arm

Cisplatine éligibles

Survie globale selon la réponse
pRC / nonpCR

Cisplatine inéligibles

Survie globale selon la réponse
pCR / non pCR

www.onco-nouvelle-aquitaine. fr



SURE-01 - Phase II - néoadjuvant

Sacituzumab govitecan, ADC Trop-2 + inhibiteur de topoisomérase

SURE trial platform

A

orax-apaome a

SFDG.P NCT05226117
Bladder MR SURE-01 (N=56)*
4x3 weekly cycles of 10 Post-surgery management
mg/kg SG, on days 1,8 according to local guidelines
Patient population:
» Histologically confirmed UC (>50%) Survival data

+ Clinical stage T2-TANOMO

+ ECOG PS: 0-1

+ Ineligibility/refusal of neoadjuvant
cisplatin-based chemotherapy

= UNIOK

Universith
San RaMacio

Vita-Salute

Q LR.C.C.S. Ospedale
San Raffaecle

Radical
cystectomy

collected until

2-y post
cystectomy

Response assessment:

- Thorax-abdomen CT scan
- 8BEDG-PET/CT scan

- Bladder MRI

Primary Endpoint. ypTONO rate; Secondary Endpoints: ypT<1NO rate, EFS, OS, QolL, Safety (CTCAE v.5.0)

*Statistical considerations: ypTONO < 20% (HO) and =235% (H1); single-stage A'Hern’s design: N=56 patients, with 80% power
and a one-sided a = 5%.
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SURE-01

2¢me ADC potentiellement efficace, toxique sur PNN, Hb et diarrhées

38 patients screened
March 22 — May 24

7 screening failures due to:
o Patient refusal (N=2)
e Evidence of N+ or M1

disease (

| patuents recelved
neoadjuvant SG

3 patients died during the

neoadjuvant treatment

—(_

10 patients are receiving

neoadjuvant SG

D

18 patients completed
treatment with
pathological response

assessment

Recruitment is ongoing

Outcome

N (%

Total N=11 RC-evaluable patients

* ypTONO (95%Cl)

ypT<1NO (95%CI)

ypTONO-x (95%Cl)

7 pts en RC clinique (refus de chirurgie)

Due a toxicité : Modification protocole réduction

posologie a 7,5 mg/kg + GCSF

4 (36.4; 14.9-64.8)
5 (45.4; 21.2-72.0)
Total N=21 ITT patients

10 (47.6; 28.3—-67.6)

ITT population SG 10 mg/kg SG 7.5 mg/kg*

TRAES N (%) N (%) N (%)
* TRAEs leading to SG interruption: 4 (19.0) 4 (19.0) 0
»  Sepsis (G3) 1(4.8) 1(4.8) 0
* Neutropenia (G3) 2 (9.5) 2 (9.5) 0
* Neutropenia (G4) 1(4.8) 1(4.8) 0

* TRAEs leading to dose reduction: 7 (33.3) 6 (28.6) 1(4.8)
* Anemia (G3) 1(4.8) 1(4.8) 0
« Diarrhea (G3) 1(4.8) 1(4.8) 0

* Neutropenia (G3) 5(23.9) 4 (19.0) 1(4.8)
» TRAEs leading to SG discontinuation: 1(4.8) 1(4.8) 0
* Sepsis (G5) 1(4.8) 1(4.8) 0
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i) Enfortumab vedotin

Données d’exposition — efficacité - toxicité en monothérapie

Analyse post-Hoc

Patients with previously treated mUC and other solid tumors

EV-101" « 21 prior chemotherapy regimen and/or anti-PD-1/L1 EV monotherapy (mUC; n=155) 0.75, 1.0, and 1.25 mg/kg 3Q4W

inhibitor therapy

Patients with previously treated La/mUC

» Cohort 1: previously treated with platinum-containing
EV-20123 chemotherapy and anti—PD-1/L1 inhibitor therapy EV monotherapy (cohort 1, n=125; cohort 2, n=89) 1.25 mg/kg 3Q4W

» Cohort 2: previously treated with anti-PD-1/L1 therapy,
cisplatin ineligible

EV monotherapy (n=301) 1.25 mg/kg 3Q4W

\ 4

Patients with previously treated La/mUC

EV-3014 « Prior platinum-containing chemotherapy and

anti-PD-1/L1 inhibitor therapy > Chemotherapy (n=307)

Pharmacocinétique évaluée par dosages itératifs lors des 2 premiers cycles et pré-
doses durant les cycles ultérieurs.

Objectifs : Déterminer une concentration d’exposition optimale, controler I'efficacité
des adaptations de doses sur les TRO, SSM, SG et durée de traitement.

Petrylak D et al. Abstr 4503
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i) Enfortumab vedotin

Maintien bénéfice SSP, SG, durée de réponse malgreé réduction de dose et

exposition
ADC C,,, Q1° ADC C,,, Q2" ADC C,,, Q3¢
(n=74) (n=74) (n=74)
Median EV ADI (mg/kg/4 week)® (range) 2.37 (1.15,3.77) | 2.96 (1.57,3.82) | 3.26 (2.36,3.86) | 3.59 (2.50, 3.93)

Median DOR for responders by exposure quartile

ADC C,,, Q12 (n=27) 7.39 (5.45, NE)
EV dose level Median DOR ADC Cavg Q2v (ﬂ=33) 6.44 (5.68‘ NE)
< () ¢ (n=
B 1.25mg/kg (95% CI) ADC Cavg Q3¢ (n=26) 5.55 (5.55,4.86)
M 1.00 mg/kg ADC C,,, Q49 (n=31) 7.62 (4.14, NE)
110.75 mg/kg
. Dose interruption 0 2 4 6 8 10
* First radiological response | oratory analysis. Months
(CR or PR) fom
'S Ongoing response ADC C,yy Q1 (n=74) 4.44 (3.75-6.77) EV exposure quartiles:
<Disease progression Median pps  ADC Can Q2 (n=74) 7.16 (5.39-8.21) Qe [ Q2b Q3c mQal
e (;5':/0 ¢y ADC Cag Q3 (n=74) 5.62 (5.09-7.26) Control: M Chemotherapy®
ADC C,,, Q4 (n=74) 5.65 (5.32-7.23)
< Chemotherapy (n=307) 3.71 (3.52-3.94)
e ADC C,,y Q1 (n=74) 11.0 (7.89-15.2)
ADC Cyyq Q2 (n=74) 15.1 (10.8-NE)
w Medlan 0% ADC Gay Q3 (n=74) 122HR:6NE)
T T T T T T T T T T (gsub cl) ‘avg Jie G > &
14 1'6 18 20 22 24 26 28 30 ADC Gy, Q4 (n=74) 12.6 (9.79-NE)
resented are from a post hoc, exploratory analysis. Treatment duration (months) Chemotherapy (n=307) 8.97 (8.05-10.74)
tumab vedotin.
0 2 4 6 8 10 12 14 16
Months

. > Opportunités d’optimisation par des schémas modifiés
11

www.onco-nouvelle-aquitaine. fr



12

PROSTATE

£DNCO

NOUVELLE-AQUITAINE

Dispositif spécifique régional du cancer




Rising PSA
EMBARK: Study Schema

Patient population:
High-risk nmCSPC
with rising PSA
after local therapy
(n=1068)
PSADT <9
months
PSA of 21ng/mL
(post-RP)

PSA =22ng/mL
above the nadir
(post-RT)
Testosterone
2150ng/dL

No metastases
on Bone Scan or
CT/MRI

Randomization
et

Freedland S et al Abst 5005, ASCO 2024

Enzalutamide
160 mg daily
(n=355)

Enzalutamide
+ Leuprolide
(n=35%5)

Placebo +
Leuprolide
(n=358)

At 37 weeks, PSA <0.2 ng/mL

Yes

=
(@)

Suspend treatment
AND reinitiate
continuously if PSA
rises to 2 if post-RP
or 5 if post-RT)

Remain on treatment

Primary Endpoint:
* MFS of enzalutamide + leuprolide
vs. leuprolide alone

Secondary Endpoints:
* MFS of enzalutamide vs.
leuprolide-alone
* time to PSA progression
* time to new therapy
+ OS

Additional Secondary Endpoints:
» Safety
» time to distant metastasis
* time to first deterioration in QoL
(FACT-P)

www.onco-nouvelle-aquitaine. fr




Pourcentage de patients

Rising PSA

)

Enzalutamide + leuprolide vs leuprolide

EMBARK : Survie sans métastase

Enzalutamide monothérapie vs leuprolide

100 873 100
: Enzalutamide + leuprolide @ E%b{‘_\; 80,0 Enzalutamide
80 S 807 ; 1
i E. 71,4
60 - 571 A4 g 60° P Leuprolide
"""""""""""""""""""" N '.E."a't'[é'r'{t'é."""'"'ééi\'/i'h'{é&.’éﬁé"""'""""L;upm,ide © | 'Npatents | SSMmédiane
407 (1C95% £ 407 i (1C95%)
Enzalutamide + leuprolide 355 NA (NA-NA) § Enzalutamide 355 | NA (NA-NA)
20 - Leuprolide 358 NA (85 1-NA) 3 20 - Leuprolide 358 NA (85,1-NA)
HR (métastases ou déces), o HR (métastases ou déces), -
0,42 (1C95% : 0,30-0,61), p < 0, 001 | 0,63 (1C95% : 0,46-0,87),p = 0, 005
O T T T T T T T T T T T T T T T T T T T i T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T I T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Mois Mois
14

Freedland S et al , NEJM 2023
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Rising PSA
EMBARK: Intensification n'a pas d'impact sur la QdV

Enzalutamide Combination / Leuprolide Enzalutamide Monotherapy / Leuprolide

FACT-P @ Time to First Clinically Meaningful Deterioration Hazard Ratio FACT-P @ Time to First Clinically Meaningful Deterioration Hazard ratio
Subdomains @ Time to Confirmed Clinically Meaningful Deterioration (95% C1) Subdomains 4 Time to Confirmed Clinically Meaningful Deterioration (95% Cl)
Physical well-being ! @ 1.54 (1.29, 1.84) Physical well-being v [ 1.36 (1.15, 1.62)
|
| < 1.41 (1.15, 1.72) | FS 1.35 (1.11, 1.65)
Social/family 4 Social/family i
el baine —— 1.00 (0.82, 1.21) wellbeing hd 1.01 (0.83, 1.23)
< : et = i 093073 117)
Emotional ! Emotional |
well-being : ® 1.26 (1.03, 1.56) well beloy ! ® 1.33 (1.08, 1.64)
! ® 1.16 (0.89, 1.51) ; < 1.23 (0.95, 1.60)
Functional ! Functional T
: @ 5 7 3 s + 3 .91, 1.
b | 1.16 (0.97, 1.38) i —® 1.08 (0.91, 1.28)
: & 1.18 (0.97, 1.43) 4 1.00 (0.82, 1.21)
Prostate cancer | Prostate cancer |
pain subscale score \ 0.98 (0.82, 1.16) pain subscale score H 0.98 (0.83, 1.16)
—— 0.99 (0.81, 1.21) —& 1.05 (0.87, 1.28)
Prostate cancer | Prostate cancer |
subscale score H 1.13 (0.96, 1.34) subscale score : 1.20 (1.01, 1.41)
— 1.05 (0.87, 1.27) ! < 1.21 (1.01, 1.45)
FACT-G total score —e————— 1.20 (1.0, 1.44) FACT-G total score : e 1.17 (0.98, 1.40)
1
! ‘ 132 /003 3 20} } ‘ 1,20 (0.
| y
FACT-P trial | FACT-P trial |
outcome index ! ® 1.28 (1.07, 1.53) Gkt ladex ! L 2 1.28 (1.07, 1.53)
+ 2 2 1.15 (0.94, 1.40) + 9 1.16 (0.95, 1.40)
“TACT advanced prostate | FACT advanced prostate |
symptom index —:-—.7 1.11 (0.93, 1.33) symptom index : O 1.33 (1.12, 1.59)
+— 1.10 (0.88, 1.36) i < 1.34 (1.09, 1.66)
| E T
FACT-P total score 1 —e—— 1.14 (0.95, 1.36)! FACT-P total score i L 1.17 (0.98, 1.39)™
I 1
— 1.04 (0.85, 1.28)% : © 1.16 (0.95, 1.41)Tt
1 1
| |
I T 1 T T T 1 U T 1 T T T 1
0.6 0.8 1 1.2 14 1.6 1.8 0.6 0.8 1 12 14 1.6 1.3

Favors Enzalutamide Favors LeuproITde
Combination Alone

Favors Enzalutamide Favors Leuprolide
Monotherapy Alone
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Rising PSA

EMBARK: Blocage du RA en monothérapie a des effets secondaires

distincts de I'ADT

Enzalutamide + Leuprolide

(N=353, (%))

Leuprolide Alone
(N=354, (%))

Enzalutamide Monotherapy
(N=354, (%))

Any Grade Grade=3 Any Grade Grade=3 Any Grade Grade=3
Hot flash 243 (68.8) 2 (0.6) 2038/(57.3) 3(0.8) 77 (21.8) 1(0.3)
Fatigue 151 (42.8) 12 (3.4) 116 (32.8) 5(1.4) 165 (46.6) 14 (4)
Nipple Pain 11(3.1) 0 4(1.1) 0 54 (15.3) 0
Gynecomastia 29 (8.2) 0 32 (9) 0 159 (44.9) 1(0.3)
Ischemic heart
dicanse 19 (5.4) 14 (4.0) 20 (5.6) 11 (3.1) 32 (9.0) 21¢(5.9)
Fracture 65 (18.4) 14 (4) 48 (13) 9 (2.5) 39 (11) 7 (2)
Cognitive
impairment 53 (15) 2 (0.6) 23 (6.5) 2 (0.6) 50 (14.1) 0

> Patients avec un PSADT plus long et PSA plus faible peuvent étre surveillés en toute sécurité

www.onco-nouvelle-aquitaine. fr




MCRPC

PSMAfore : Evaluation de la qualité de vie et de la douleur

PRIMARY ENDPOINT

KEY SECONDARY ENDPOINT

rPFS
BICR per PCWGS3/RECIST v1.1

wrs [N Chsditd
[ : ;
os N OX NOX
1st interim 2ndinterim 3rd intﬁripl

DCO: Feb 27

DCO: Oct 2, 2022 DCO: June 21, 2023 LLoO

Median duration: 7.3 months Median duration: 15.9 months

PATIENT-REPORTED OUTCOMES
(Secondary and exploratory endpoints)

Time-to-worsening in HRQoL and pain

HRQoL
Prostate cancer-specific Generic
Functional Assessment of Cancer | EuroQol 5-Dimension 5-Level Brief Pain Inventory — Short
Therapy-Prostate (FACT-P) (EQ-5D-5L) Form (BPI-SF)
+ Outputs include: » Qutputs include: » Outputs include time to
= Total score = Utility score worsening in:
= Subscales: = Pain intensity
o Physical well-being = Pain severity (worst pain
o Functional well-being intensity)
o Emotional well-being = Pain interference
o Social/family well-being

Fizazi K et al, Abst 5003 ASCO 2024

Criteres d'inclusion
mMCRPC en progression

77 u-PSMA-617
7.4 GBq (200 mCi) £ 10%
Once every 6 weeks for

> 1 |lésion positive au
6 cycles

PET 63 Ga —-PSMA-11
Progression aprés ARPI
Pouvant recevoir un
ARPI

Taxanes seulement en
mHSPC

Non candidat pour un
iPARP

ECOG 0-1

Crossover allowed
upon radiographic
progression by BICR

Stratification factors
= Prior ARPI setting (castration-resistant vs hormone-sensitive)
= BPI-SF worst pain intensity score (0-3 vs > 3)

Questionnaire qualité de vie et douleurs

(Evaluation des données a la 2nde analyse intermédiare 21 juin 2023 )
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MCRPC

PSMAfore: 177 Lu PSMA-617 retarde la dégradation liée au cancer

FACT-P total score

177 y-PSMA-617 NARPI ehange
= 1004 (n = 234) (n = 234)
< Events,n 103 (44.0%) 140 (59.8%)
2 801 Median, months 9.17 4.60
= \ (95% Cl)  (8.25, NE) (4.34, 5.59)
T 50 -, HR: 0.48 (95% CI: 0.37, 0.63)
g \
g 40 Ty
“ll: . &1‘*‘"‘& -
£ 20 “——
g - 77 y-PSMA-617
H 04 -+ ARPI change

O 2 4 6 8 10 12 14 16 18 20

Time (months)
No. of subjects still at risk

234 196 157 131 95 26 1 0 O 0 O
234 169 111 60 38 19 8 5 2 1 0

)

-
o
b

Event-free probability (%

N A O ®
¢ ° %2

o
1

BPI-SF pain intensity

177 u-PSMA-617 D ARPI change
(n = 234)

134 (57.3%)

(n = 234)
113 (48.3%)
Median mo. 8.15 4.50

Events, n

(95% Cl) (5.91,1061) (361, 552)
HR: 0.64 (95% CI: 0.50, 0.83)

-+ "7 Lu-PSMA-617

-+ ARPI change

0O 2 4 6 8 10 12 14 16 18 20

Time (months)

No. of subjects still at risk

234

234 154

186 135 108 79 27 O 0 0 0 0

103 57 39 19 7 4 1 1 0

Clinical progression was investigator-assessed as: cancer-related pain escalation, immediate need for new treatment, ECOG status deterioration or progression requiring treatment discontinuation
ARPI, androgen receptor pathway inhibitor; BPI-SF, Brief Pain Inventory — Short Form; Cl, confidence interval, FACT-P, Functional Assessment of Cancer Therapy-Prostate; HR, hazard ratio; HRQoL, health-related quality of life; NE, not estimable; PSMA,

8 prostate-specific membrane antigen

www.onco-nouvelle-aquitaine. fr



MCRPC

CHAARTED 2 : Abiratérone +/- cabazitaxel - Phase 2

Patients naif ARPI et traité par au moins 3 cycles de docetaxel en phase mHSPC

"\

- Arrr*\
?tratnflc.atlon Cabazitaxel 25 mg/m? |V every 21
actors:
R days for up to 6 cycles

ECOG Performance A Ab_lraterone acetate 1000 mg PO
Status N ‘,i',a"ﬁ isone 5 mg PO twice dail
. 0vs. 1-2 - rednisone 5 mg ice aaily
Time from initiation of @]
ADT to development M
of CRPC I

<12vs.>12 7 Arm B

months = Abiraterone acetate 1000 mg PO
Visceral metastasis daily

Yes vs. No Prednisone 5 mg PO twice daily

Progression-

Free Survival
(PFS)

210 patients 1:1 between the two arms
All patient continued ADT as per standard of care

Long-Term
Follow-Up

Correlative Studies:

+ CTCs analysis for AR-V7

« NaF PET/CT scan

Kriakopoulos K et al, Abst 5000, ASCO 2024
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MCRPC

CHAARTED 2 : Abiratérone +/- cabazitaxel - Phase 2

PFS Analysis by Subgroup

Median Pis Median PFS
Subgroup N (Cabazitaxel) (Abiraterone) HR
All Patients 223 14.9 99 073 —i—
Age <65 112 15.6 98 0.65
Age >=65 111 10.7 99 0.85
ECOGPS of 0 130 209 101 0.56
ECOG PS of 1-2 93 9 6.3 0.95 it
Time from ADT to CRPC <= 12 months 114 129 51 0.56
Time from ADT to CRPC > 12 months 109 186 17.2 1.03 B
Without Visceral Metastasis 169 18.1 10.1 0.62 ——
With Visceral Metastasis 54 96 [ £1 0.97 &

1.0

» Age <65:

5.8 months difference

« ECOG PS O:

10.8 months difference

*» Time to CRPC of < 12

months:
7.8 months difference

Confirmation de faire CT en 3L aprées HT si récidive a <12mois?

www.onco-nouvelle-aquitaine. fr



4
’

1

MCRPC

CYCLONE 2 — Abemaciclib + Abiraterone-P vs Abiraterone-P

Abemaciclib — inhibiteur de tyrosine kinase de CDK4/6

abemaciclib +

-
-
7
’

Population :
« Progression radio/bio sous DA
ECOG 0-1

+ Docetaxel autorisé au stade mHSPC
« Pas d’ARPI antérieure

Stratification :

» Docetaxel en situation HSe (O/N)

« maladie mesurable (O/N),
 progression radio a l'inclusion (O/N).

Scanners / 8 semaines

. abiraterone-
| prednisone

N=187

/ abiraterone-

prednisone

- a

Critéere principal :

« SSP radio (RECIST /
PCWG3) Invest
Critéres secondaires :

SSP radio (BIRC)

Survie globale

Réponse objective

Temps avant

progression

*  Temps avant
progression PSA

+ Temps avant
aggravation des
douleurs

~

< »

Jusqu’a progression ou toxicité

Qualité de vie
- PK

- Essai négatif sur tous les criteres :

Survie sans progression
Temps avant détérioration de
la douleur

Temps avant progression
symptomatique

Survie sans progression PSA

- Sur-toxicité avec réduction de dose
et arrét de traitement

www.onco-nouvelle-aquitaine. fr
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2024 ASCO

ANNUAL MEETING

Systemic treatments in favorable and very favorable
risk metastatic renal cell carcinoma (MRCC): Real

world evidence from the International mRCC
Database Consortium (IMDC)

Martin Zarba,' Evan Ferrier,' Connor Wells,?2 Talal El Zarif,> Naveen S. Basappa,* Hedyeh Ebrahimi,® Rana R. McKay,® Lori Wood,”
Benoit Beuselinck,® Cristina Suarez,® Kosuke Takemura,'® Aly-Khan A. Lalani,'' Haoran Li,'? Lavinia Anne Spain,’* Armoud J.
Templeton, Thomas B. Powles,? Georg A. Bjarnason,'® Guillermo de Velasco,'® Toni K. Choueiri,® Daniel Y. C. Heng'

"Tom Baker Cancer Centre, University of Calgary, Alberta; “Barts Cancer Institute, London, United Kingdom; *Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA;
‘Department of Medical Oncology, Cross Cancer Institute, University of Alberta, Edmonton, AB; 5City of Hope Comprehensive Cancer Center, Duarte, CA; SUniversity of California
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Entre 2016-2023 — 611 pts favorables - 165 tres favorable (26,9%)
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Groupe favorable/ tres favorable
Définition et Objectifs

= Groupe pronostic tres favorable : intervalle dg/tt > 3
ans + KPS 90-100% ET pas de loc II cérébrale ,
osseuse ou hépatique

= QObjectifs: survie a 2 ans, durée de ttt et temps avant
le prochain traitement
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Caractéristiques des populations
Répartition des ttt recus

65% M+ pulmonaires; 77% ayant + d’un seul site M+

28 /80

IP1 + NIVO

Favorable Risk

51.40%

10 - VEGF

p=0.006

110/290

VEGF
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60% M+ pulmonaires; 70% ayant + d’un seul site M+

IPl + NIVO

Very Favorable Risk

58.10%

10 - VEGF

p=0.039

VEGF
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Survie globale

Favorable: Confirmation de I'absence de bénéfice de SG
Tres favorable: Effet délétere de I0/I0

Overall Survival

Median Follow-up = 33 months

Favorable Risk Very Favorable Risk

/ogrank p=0.0412

e
B T T T
e

1.0
Logrank p=0.6011

0.8+ 0.8+

" —

06 06

04+ e

2yr OS (95%C1) OS HR (95% IC) =
Pl + NIVO BB8.4% (774-954) 0.93 (0.56 - 1.54 . ]
0.2 S = 02
I0-VEGF 84.1% (77.0-91.2) 0.81 (0.55-1.21) 10-VEGF 87.2% (754 - 98.9) 1.11 (0.41-3.05)

04 -
2yr OS (95%Cl) OS HR (95% IC)

IPl + NIVO 71.3% (466 - 96.0 3.19(1.21-841

Probability of Survival
Probability of Survival

VEGF 81.1% (765-8586) Reference VEGF 92.1% (85.9 - 98.2 Reference
0.0+ 0.0
T T T Ll L Ll Ll T T

T
0 20 40 60 80 0 20 40 60 80
Months Months

P+ VO — — IOVEQS —— = ——VEGF | | ————#1- VO — — — IOVEGF — - — VEGF |

IP1 + NIVO o1 e 18 1 0 Pl + NIVO 20 10 3
IO.VEGF 167 77 32 18 3 10-VEGF 3 22 7 3
VEGF 353 231 120 50 - VEGF 02 7 44 10
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Groupe tres favorable
Bénéfice de la combo TKI/IO vs TKI
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BIOMARQUEURS

Biomarker analyses in patients with advanced renal cell
carcinoma from the phase 3 CLEAR trial
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Circulating kidney injury molecule-1 (KIM-1) biomarker
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adjuvant atezolizumab vs placebo in patients with renal cell
carcinoma at increased risk of recurrence after resection
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BIOMARQUEURS

Biomarker analyses in patients with advanced renal cell
carcinoma from the phase 3 CLEAR trial
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Expression de PD-L1

Mutations tumorales somatiques
Signatures d’expression génique
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Study: Pembrolizumab Plus Axitinib Versus
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Circulating kidney injury molecule-1 (KIM-1) biomarker

analysis in IMmotion010, a randomized Phase 3 study of

BIOMARQUEURS

adjuvant atezolizumab vs placebo in patients with renal cell

carcinoma at increased risk of recurrence after resection
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IMmotion010 Study design (NCT03024996)

{ Key eligibility criteria )
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DFS %

f) KIM-1
Glycoprotéine présente serum/plasma => Biomarqueur pour I0 en adjuvant?

KIM-1%8h subgroup | KIM-1 assay correlation
o

KIM-1 is both prognostic and q ‘ y
s 4o . . 0% T Ol G ASSURE 76pgmL  Luminex bead-based
predlctlve ln IMmotlon01 0 :‘ ; e B '. CheckMate 914 (PartA) 102 pg/mL Electrochemiluminescence
& osd 4 IMmotion010 73 pg/mL Electrochemiluminescence
=R I e
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1 4 024
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o 7.2 . . . 7 .
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Abiges of al . ASCO 2024 (Abs 4508) Time (months)
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Les points a retenir

Vessie

= Quraque, ULTIMA => mpFolfirinox: Nouveau standard en 1L M+

= Néoadjuvant, AURA, unfit : Pas de bénéfice a I'adjonction de CT p/r IO
= Néoadjuvant, AURA, réponse histologique complete = Marqueur de SG

Prostate

= Embark: + de gynécomastie avec enza seul, + de bouffées avec ADT, pas de
changement sur qualité de vie

= PSMAfore: 177 Lu PSMA-617 retarde la dégradation liée au cancer, pas
d’amélioration SG (mais cross-over++)

Rein
= KIM 1 : Futur biomarqueur circulant pronostic et prédictif pour I IO en adjuvant?
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