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ESSAI de phase III CONTACT-03

Intérét de poursuivre I0 en combo aprés une 1¢re exposition?

Efficacy and safety of atezolizumab plus cabozantinib vs
cabozantinib alone after progression with prior immune
checkpoint inhibitor treatment in metastatic renal cell
carcinoma: Phase lll CONTACT-03 study
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ESSAI de phase III CONTACT-03

Design

/‘

+ Advanced/metastatic clear cell or non—clear cell
RCC with or without a sarcomatoid component
+» Radiographic progression on or after prior ICI
treatment
= |Cl as adjuvant, 1L or 2L (single agent or in
combination with another permitted agent)
< = |ICl in the immediately preceding line of therapy

Key eligibility criteria )

4

4 Stratification factors

+ IMDC risk group
Ovs 1-2vs 23

* Histology
Dominant clear cell without sarcomatoid vs
dominant non-clear cell without sarcomatoid vs
any sarcomatoid®

* Most recent line of ICI

\_ Adjuvantvs 1L vs 2L

~

J

N=522

Atezolizumab 1200 mg IV q3w
+ Cabozantinib 60 mg daily PO

Cabozantinib 60 mg daily PO

(Primary endpoints
* Independent centrally-assessed PFS¢
- 0S

Key secondary endpoints

* Investigator-assessed PFS¢

* ORR (per central review and per investigator)®

+ Duration of response (per central review and per
investigator)©

\_* Safety

linicalTrials.gov ID, NCT04338269. IMDC, International Metastatic RCC Database Consertium. Patients were enrolled between July 28, 2020 and December 27, 2021.
Papillary, chromophobe or unclassified (chromophobe requires sarcomatoid differentiation). ® Clear cell or non-clear cell. © Assessed according to RECIST 1.1.
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ESSAI de phase III CONTACT-03

Caractéristiques

Characteristic Ate{zno=;6§;1bo {::;5%)
Age, median (range), y 62 (20-85) 63 (18-89)
Male sex, n (%) 204 (77.6) 197 (76.1)
Race, n (%)

White 219 (83.3) 213 (82.2)

Asian 33 (12.5) 23 (8.9)

Other 11 (4.2) 23 (8.9)
Most recent line of immune checkpoint inhibitor therapy, n (%)?

Adjuvant 1(0.4) 1(0.4)

Locally advanced or metastatic; first line 144 (54.8) 132 (51.0)

Locally advanced or metastatic; second line 118 (44.9) 124 (47.9)
Histology, n (%)®

Dominant clear cell without sarcomatoid 207 (78.7) 200 (77.2)

Dominant non-clear cell without sarcomatoid 30 (11.4) 31(12.0)

Any sarcomatoid 25 (9.9) 28 (10.8)
IMDC score, n (%)°

0 49 (18.6) 69 (26.6)

1-2 172 (65.4) 153 (59.1)

>3 41 (15.6) 36 (13.9)
Prior VEGFR-TKI use, n (%)

0 93 (35.4) 85 (36.7)

1 166 (63.1) 159 (61.4)

2 4 (1.5) 5(1.9)
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f) ESSAI de phase III CONTACT-03

Traitements recus antérieurement

First-line treatment, n (%)2P
Ipilimumab + nivolumab
Sunitinib
Pazopanib
Axitinib + pembrolizumab
Nivolumab
Avelumab + axitinib
Bempegaldesleukin + nivolumab
Lenvatinib + pembrolizumab
Sorafenib

Second-line treatment, n (%)2?
Nivolumab
Ipilimumab + nivolumab
Axitinib + pembrolizumab

Adjuvant treatment, n (%)2P
Sunitinib

Atezo + Cabo

(n=263)
262 (99.6)
80 (30.5)
77 (29.4)
36 (13.7)
36 (13.7)
6 (2.3)
.7
3(1.1)

6 (2.3)
3(1.1)
119 (45.2)
104 (87 .4)
4(3.4)
2(1.7)

8 (3.0)
2 (25)

Cabo
(n=259)
258 (99.6)
70 (27.1)
72 (27.9)
43 (16.6)
28 (10.9)
10(3.9)
6(2.3)
9(3.5)
3(1.2)
1(0.4)
125 (48.3)
116 (92.8)
3(24)
3(2.4)
4 (1.5)

2 (50)
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f) ESSAI de phase III CONTACT-03

Etude négative

Primary analysis of centrally reviewed PFS Interim analysis of OS (primary endpoint)
- -
rimary endpoint -
Atezo + Cabo (of:1.1.]
st (n=263) (n=259)
PFS events, n (%) 171 (65) 166 (64) 5
- Median PFS (85% Cl), mo 106(9.8,12.3) | 108(10.0,12.5)
) ] |
’; = 12-month PFS (85% Cl), % 44 (38, 50) 48 (42, 54)
2 Stratified HR (95% Cl)* 1.03 (0.83, 1.28); P=0.784° = 99
3
3z &
% Loy 8 Atezo + Cabo Cabo
g 40 (n=263) (n=259)
g PFS events, n (%) 89 (34) 87 (34)
g s Median OS (95% Cl),mo | 257 (25.1, NE) NE (211, NE)
0 271 12:month OS (95% CI), % ‘ 79 (73, 84) 76 (71, 81)
P Stratified HR (95% CI)* } 0.94 (0.70, 1.27); P=0.690
o
1] 2 4 6 8 10 12 14 16 18 2 24 26 28
0
T T T T T T T T T T T T T T Time (months'
] 2 4 6 8 10 12 14 16 18 20 2 24 26 Number at risk ( )
Number at risk Time (months) Atezo +Cabo 263 259 240 229 215 207 1% 157 127 91 31 15 3 1
Atezo + Cabo 263 263 226 188 158 133 100 88 43 2 7 s 2 1 Cabo 259 247 235 221 207 196 182 145 113 88 2 1 3 2
Cabo 29 242 216 183 153 130 108 71 & M 12 8 5 1

The addition of atezolizumab to cabozantinib did not result in improved clinical
outcomes in patients with mRCC who progressed on or after prior ICI treatment

= Subgroup analysis did not identify a subset of patients who may benefit from
atezolizumab + cabozantinib

Increased toxicity was observed with the combination, although no specific safety

signal was identified
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En vrac

Actualisation des essais KN-426 et CLEAR

= Maintien du gain en OS = OUI

5 Main’e’ren—de;{—ﬁa;gléﬁée—d@ réponse = Peut-étre

= Augmegntation da.¥43S pour IMDC favorable = NON

No OS benefit in
IMDC favorable

(per
Median DOR: KN-426
~ 2 years (pembrolizumab+axitinib)
100 —
74.6%
Lack of *7 78.5%
80 ;
CTLA-4 blockade 50.0%
70 | i
= ! 52.2%
i E 60 - ' :‘
Anti-PD-1 agent 2 50- 0s !
. . HR, 1.10 :
discontinued at [2ME (pem u_=:'4oa (95% Cl, 0.79-1.54) '
2 y ears ':“ 30 o Events, M;adlan
g n (%) (95% Cl), mo
O %1 pembro + 76 (551)  60.3 (49.6-NE)
10 4 Axitinib
Sunitinib 68(519)  62.4 (54.1-NE)
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
Months From Randomization
Rini‘ ASCC No. at risk
138 135 132 127 118 109 103 97 @3 T7 67 36 5 1]
2023‘ 131 129 123 118 114 107 102 96 86 76 66 33 3 o

ANMUARINI, ASCRini, ASCO 2023, LBA4501; Motzer & Hutson, ASCO 2023, 4501.

2023, 2023 ASCO I

ANNUS  ANNUAL MEETING

presenten av: David A. Braun, MD, PhD ¥ @BraunMDPhD

Presantabon is progerty of the author and ASCO. Permission required for reuse; contact permissionsi@asco org

Survival Probability

s
I=1

&
w

o
w

0.71

0.6

0.57

0.4

0.3

0.2

0.1

o

CM-214 |

CLEAR

(pembrolizumab+lenvatinib)

Favorable

ey
"“#q':.-w-“ HH, LEN + PEMBRO
Wy g R

b o
b

SUN
Median OS, months (95% ClI) —
LEN + PEMBRO NR (NE-NE)
SUN 59.9 (58.8-NE)
HR (95% CI) 0.94 (0.58-1.52)

1 + Censored

0

T T T T T T T T T T T

] 12 18 24 30 36 42 48 54 60 66
Time (months)

No. of patients at risk

110
124

106 101 98 92 83 76 57 42 1 2 0

15 107 102 98 95 a8 85 46 13 2 o

| AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER
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En vrac
Microbiome / carcinomes non a cellules claires

= Immunothérapie et microbiome: Le CBM588 = souche bactérienne qui peut
restaurer des especes de Bifidobacterium dans le microbiome

= ) s The addition of CBMS88 to cabozantinib/nivolumab was associated with
Cabozantinib 10 g ai=iualy = No significant increase in Bifidobacterium spp

Metastatic renal cell carcinoma and: Nivolumab 480 mg IV monthly * Preservation of stool microbiome diversity

Measurable metastatic disease & = Significant increase in PFS and higher response rate

Clear cell, papillary and/or CBM588 80 mg oral twice daily « No added signals of toxicity
sarcomatoid component

ECOG performance status 0-1 2:1 Randomization ProgreSSIOI‘]-Free SUNIV8|MRGSDOHSG Rate

No prior systemic therapy for : ‘
metastatic disease

=
=]
2

~
o
2
=

No active autoimmune disease or Cabozantinib 40 mg oral daily
receiving high dose steroids :

P ey o,

Percentage of patients

Progression-free Survival Probability

Primary Endpoint: Change in Bifidobacterium spp from baseline Statistical Analysis: With 30 patients (randomized 2:1), 80%
to week 12 power to detect a 1-standard deviation change in specific
Secondary Endpoints: Progression-free survival (PFS), Bifidiobacterium spp between study arms using a two-group t-test ~ ol e

response rate (RR) and toxicity with a 1-sided type | error of 0.05. o e TEES “'”V'“m 21 boza”"”'b“N“'O'“mab £ CEMoD

SSecondary endpoints — Progression Free survival (PFS), Overall survival (OS), Safety S AHNINNN DI S S B L 3(60%) 2 (40%)

<= Cabozantinib/Nivolumab 5.8 months 15 (9.9)

advanced non—clear cell RCC, with a median 14.9 months of follow-up P-value 0.042
- 49% of patients had a confirmed objective Ggppdngredian a 10,4 mois

- Responses were durable, with 75% of resp nﬂggm@ig\zip'rt?zi% $FORNSE Em&@gr@rjga/o

- At 12 months, the PFS rate was 63% and the ra as
. - Consistent efficacy was demonstrated across histologic subtypes
10
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Essai VESPER

Données de survie a 5 ans

Pfister et al. J Clin Oncol 2022

A

1.0 4

0.8

0.2 4

HR=0.77 (85% CI, 0.57-1.02)
P=0.066
0.0 - Padj=0.077

Perioperative CT
B dd-MVAC (n=248)
B GC (n=245)

0.0

Neocadjuvant CT
= dd-MVAC (n=219)
B GC (n=218)

HR=0.70 (95% CI, 0.51-0.96)
P=0.025

L] 12 18 24 30 36

Time {(months)

PFS a 3 ans augmentée avec un meilleur
controle local dans le groupe neoadjuvant

www.onco-nouvelle-aquitaine. fr



Essai VESPER

Données de survie a 5 ans

64%
568%

A
1.0 All patients
B dd-MVAC (n=248)
B GC (n=245)
0.8
g E 06 —
¥
=0
o
58 os-
o]
0.2
HR=0.77 (95% Cl, 0.58-1.03)
P=0.078
0o - Padj=0.098
T T T T T T
0 1 2 3 4 5
Time (years)
No. at risk
dd-MVAC 248 217 193 171 157 126
GC 245 207 184 157 134 112

Qverall survival

1.0 — Neoadjuvant CT
B dd-MVAC (n=218)
B GC (n=219)
0.8 -
66%

2 08~ 7%
=]
[]
=]
2
8 04+

0.2 4

HR=0.71 (95% ClI, 0.52-0.97)
0.0 - P=0.032
T T T T T T
0 1 2 3 4 5
Time (years)

No. at risk
dd-MVAC 218 192 174 156 144 116
GC 219 184 163 140 119 100
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Essai VESPER

Autres enseignements
= Gain en Survie Spécifique = Importance des doses

cumulées cisplatine

B
1.0 + All patients 1.0 4 Neoadjuvant CT 1.0 <
B dd-MVAC (n=248) B dd-MVAC (n=218)
B GC (n=245) B GC (n=219)
. 08 | - 08 -
[} T 75% 0.8 —
= % | 2=
£ 72% g
= =
62 06 s9%| o 2 06 60%
53 53 ®
gg (g.g g = 0.6
[Pl=] @w O =
H 8 04 b8 04 =]
= w = = 2
© [0 W O
b & 85 04 -
[a] o - g
0.2 02 - =]
HR=0.63 (95% CI, 0.46-0.86)
P=0.004 HR=0.56 (95% CI, 0.39-0.80)
00 4 Padj=0.005 00 4 P=0.001 0.2 H ddMVAC GC
T T T T T T T T T T T T —— 410 mg/m? or more (6c) —— 270 mg/m? or more (4c)
(] 1 2 3 4 5 0 1 2 3 4 5 —— 340 to 410 mg/m? (5c) Less than 270 mg/m? (<4c)
i ; ——— 270 to 340 mg/m? (4c)
Time (years) Time (years) 0.0 — Less than 270 mg/m? (<4c)
No. at risk No. at risk T T T T T T
dd-MVAC 248 217 193 171 157 126 dd-MVAC 218 193 174 156 144 116
GC 245 207 184 157 134 12 GC 219 184 163 140 119 100 0 1 2 3 4 5
Time (years)
No. at risk
ddMVAC 6c 79 73 68 61 58 47
5c 71 66 57 51 47 38
A 47 45 39 35 33 26
51 33 29 24 19 15
GC 4c 159 138 126 108 96 82
86 69 58 49 38 30
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ESSAI Phase III THOR

Mutations et altération de FGFR2/3

Phase 3 THOR Study: Results of Erdafitinib
Versus Chemotherapy in Patients With
Advanced or Metastatic Urothelial Cancer

With Select Fibroblast Growth Factor
Receptor Alterations

Yohann Loriot!, Nobuaki Matsubara?, Se Hoon Park3, Robert A. Huddart?, Earle F. Burgess>, Nadine
Houede®, Severine Banek’, Brigitte Laguerre8, Valentina Guadalupi?, Ja Hyeon Ku'?, Spyros
Triantos', Sydney Akapame'?, Kris Deprince’?, Sutapa Mukhopadhyay'3, Arlene O Siefker-Radtke'4

'Department of Cancer Medicine, INSERM U981, Gustave Roussy, Université Paris-Saclay, Villejuif, France; 2Department of Medical Oncology, National Cancer
Center Hospital East, Chiba, Japan; *Division of Hernatology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of
Medicine, Seoul, South Korea; Section of Radiotherapy and Imaging, Institute of Cancer Research and Royal Marsden NHS Foundation Trust, Sutton, UK; SMedical
Oncology Department, Levine Cancer Institute, Charlotte, NC; ®*Medical Oncology Department, Institut de Cancérologie du Gard - CHU Caremeau, Nimes, France
and Mentpellier University, Montpellier, France; “Department of Urclogy, University Hospital Frankfurt, Goethe Universtity Frankfurt, Frankfurt am Main,
Germany; 8Department of Medical Oncology, Centre Eugene Marquis, Rennes, France; *Medical Oncology Department, Fondazione IRCCS Istituto Nazionale Dei
Tumari, Milan, Italy; '%Seoul National University Hospital, Seoul, South Korea; 'Janssen Research & Development, Spring House, PA; 12Janssen Research &
Development, Beerse, Belgium; '3Janssen Research & Development, Lexington, MA; *Department of Genitourinary Medical Oncology, The University of Texas MD
Anderson Cancer Center, Houston, TX
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ESSAI Phase III THOR

Environ 20% de mutations/fusion FGFR 2/3

Cohort 1
Key eligibility criteria Erdafitinib ' y
- Age =18 years (n=136) Primary end point:
« Metastatic or 1:1 5 Once-daily erdafitinib 8 mg with « 0OS
unresectable UC N=266 pharmacodynamically guided uptitration to 9 mg
- Confirmed disease R R
progression d
» Prior tx with anti-PD-(L)1 Chemotherapy of Choice Key secondary end points:
= 1-2 lines of systemic tx (n=130) - PES
+ Select FGFR3/2alt docetaxel or vinflunine once every 3 weeks
(mutation/fusion)® + ORR
+ ECOGP50-2 » Safety
NCT03390504

The interim analysis was planned to assess both efficacy and futility with stopping thresholds derived
based on the O’Brien-Fleming alpha-spending function

— At the data cutoff for this interim analysis (January 15, 2023), 155 deaths had occurred
corresponding to ~75% information fraction

The significance level for stopping for efficacy was p-value=0.019, corresponding to a HR of 0.69

www.onco-nouvelle-aquitaine. fr



ESSAI Phase III THOR

Caractéristiques de la population

e Erdafitinib Chemotherapy ey Erdafitinib Chemotherapy

Age, median (range), years 66 (32-85) 69 (35-86) ECOG PS 0-1, n (%) 124 (91.2) 117 (90)

Men, n (%) 96 (70.6) 94 (72.3) Primary tumor upper tract, n (%) 41 (30.1) 48 (36.9)

Race, n (%) | PD-L1 low (CPS <10), n (%) 89 (92.7)° 68 (86.1)°
White 81 (59.6) 63 (48.5) FGFRalt, n (%)b (n=135) (n=129)
Asian 37 (27.2) 40 (30.8) Mutations 108 (79.4) 107 (82.3)
Black or African American 0 1(0.8) Fusions 25(18.4) 19 (14.6)
Multiple 0 1(0.8) Mutations and fusions 2(1.5) 3(2.3)
Not reported 18 (13.2) 25(19.2) Prior lines of systemic therapy*

Presence of visceral metastases, n (%) 101 (74.3) 97 (74.6) 1 line 45 (33.1) 33 (25.4)
Liver 31(22.8) 38 (29.2) > 2 lines 90 (66.2) 97 (74.6)

+ Patient baseline characteristics were generally balanced between treatment arms

www.onco-nouvelle-aquitaine. fr



ESSAI Phase III THOR

Traitements recus précédemment

Patients receiving prior therapy, n (%) E:?;f;;:;;b Che::::gg;'apy

1 line of prior systemic therapy m 33 (25.4)

Chemotherapy + anti-PD-(L)1P 33(24.3) 15(11.5)
Anti-PD-(L)1¢ 11(8.1) 16 (12.3)
Chemotherapy 1(0.7) 2(1.5)

2 lines of prior systemic therapy 90 (66.2) 97 (74.6)

First line of therapy

Chemotherapy 77 (56.6) 76 (58.5)
P Chemotherapy + anti-PD-(L)1 6 (4.4) 10(7.7)
Other 7 (5.1) 11 (8.5)
Second line of therapy
»|  Anti-PD-(L)1 76 (55.9) 76 (58.5)
Chemotherapy 10(7.4) 14 (10.8)
Other 4(2.9) 7 (5.4)
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f) ESSAI Phase III THOR

OS supérieure pour l'erdafitinib vs chimiothérapie ap CT et IO

100
=@ Erdafitinib == Chemotherapy
« Median follow-up was 15.9 months
» Median OS was 12.1 months for
erdafitinib versus 7.8 months for
e chemotherapy
v
o * Erdafitinib reduced the risk of death
by 36% versus chemotherapy
- HR, 0.64 (95% Cl, 0.47-0.88;
—r P = 0.005)?
0 1 T | T 1 T T T T T I T T T T 1 « Based on these interim analysis
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 VESUHIS, the IDMC recommended to
Months Since Randomization stop the study, unblind data, and
No. at risk cross over patients from
Chemotherapy 130 8 66 43 30 18 13 9 8 3 2 2 1 0 0O O 0 O
=53
&
Cl, confidence interval; HR, hazard ratio; IDMC, independent data monitoring committee; 0S, overall survival, !
*The significance level for stopping for efficacy was p=0.019, corresponding to a HR of 0.69. 8 El-d
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f) ESSAI Phase III THOR

Analyse des sous-groupes

Erdafitinib Chemotherapy
HR and 95% ClI n/N2  Median n/N2 Median HR and 95% ClI
Overall —— 77/136 121 78/130 7.8 0.64 (0.47-0.88)
FGFR alteration type
Translocation r—ip—1 13/25 16.4 15/19 8.0 0.49(0.23-1.03)
Mutation = 63/108 109 60/107 7.7 0.67 (0.47-0.95)
Baseline ECOG PS
0-1 —— 70/125 12.2 711119 8.7 0.65 (0.46-0.90)
2 ¢ 711 6.1 711 2.8 0.47 (0.16-1.35)
Lines of prior treatment
1 line — 27/45 14.0 21/33 7.8 0.61 (0.25-1.09)
2 lines i 49/90 116  57/97 7.7 0.67 (0.45-0.98)
Visceral metastasis
Presence i 59/103 12.2 57101 7 4 0.65 (0.45-0.93)
Absence — 18/33 10.6 21/29 8.8 0.61(0.32-1.14)
Primary tumor location
‘ Upper tract —— 16/41 23.3 27/48 7.2 0.34 (0.18-0.64)
Lower tract — 61/95 10.5 51/82 9.6 0.82 (0.56-1.18)
Chemotherapy
Docetaxel — 777136 12.1 40/69 10.6 0.76(0.52-1.11)
Vinflunine —— 7136 12.1 30/43 Fivi 0.60(0.39-0.92)
0.10 — 00 —* 10.00
Favors erdafitinib Favors chemotherapy

www.onco-nouvelle-aquitaine. fr



f) ESSAI Phase III THOR

Criteres secondaires :PFS et ORR

100
== Erdafitinib == Chemotherapy

=3
v
L
o
S & 1
0 I T T I T T T T T T I |
0 3 6 9 12 15 18 21 24 27 30 33 36
Months Since Randomization
No. atrisk

Erdafitinib 136 90 39 24 12 s 3 3 3 2 1 1 0
Chemotherapy 130 43 23 9 4 2 2 1 1 (o] 0 0 0

PFS médiane de 5,6m vs 2,7m en faveur de I'erdafinitinib

Patients, %

50

40

30

20

10

ORR 45.6%

CR 6.6%
(U)) Relative risk, 3.94 (95% Cl, 2.37-6.57;
P <0.001)

PR 39.0%
(n=53)

ORR 11.5% CR 0.8%
s (n=1)
PR 10.8%

(n=14)
Erdafitinib Chemotherapy
(n=136) (n=130)

Réduction du risque de progression ou de déceés de 42% (HR 0,58 (IC95%, 0,44-0,78;p=0,0002))
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ESSAI Phase III THOR

Criteres secondaires :Toxicités

Erdafitinib Chemotherapy
(n=135) (n=112)
Patients with AEs of interest, n (%)
Any grade Grade 3-4 Any grade Grade 3-4
Nail disordersa 90 (66.7) 15(11.1) 6(5.4)
Skin disorders® 74 (54.8) 16 (11.9) 14 (12.5) 0
Eye disorders (excluding central serous
retinopathy)c 57 (42.2) 3(2.2) 6 (5.4) 0
Central serous retinopathyd 23(17.0) 3(2.2) 0 0

Erdafitinib
(n=135)

Patients with AEs,

n (%)?
% d’effets secondaires grade 3-4: 13,3% pour l'erdafitinib vs 24,1% pour la chimio >1 treatment-related AE  131(97.0) 62 (45.9)
R L, , L. L. Hyperphosphatemia 106 (78.5) 7(5.2)

Arréts pour toxicités: 8,1% pour I'erdafinitinib vs 13,4% pour la chimio
Diarrhea 74 (54.8) 4(3.0)
Stomatitis 62 (45.9) 11(8.1)
Dry mouth 52 (38.5) 0
PPE syndrome 41 (30.4) 13 (9.6)
Onycholysis 31(23.0) 8(5.9)
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f) ESSAI Phase III THOR

Take home message

=  Erdafitinib : SOC ap CT et IO pour les patients porteurs d’une altération de
FG FR2/3 (mutat|0ns, fUS|On) In the single-arm phase 2 BLC2001 trial,

erdafitinib showed a benefit in patients with

4 P EA FGFR-altered advanced urothelial cancer*
= Conforte les résultats et les toxicites de la phase 11
ORR, 40%
. - V4 - - - \ Y4 - M d PFS, 5.5 th
= Efficacité « similaire » a I'essai de phase II NORSE Bl S il
60
404 Best overall response
Key eligibility criteria Erdafitinib Primary end point 20 _ BCR EPR HSD mPD
+ Age 218 years (n=44) ) .
. :fuc dia;nosis 11 Once-daily erdafitinib 8 mg with O
- Ineligible for cisplatin® N=3\9 pharmacodynamically guided uptitration to 9 mg + Safety
« Select FGFR alterations — R
(mutation/fusion)< o :
- Measurable disease Erdafitinil() +4c!_:=.)-trt=slir’nabd Se;z:dary end points
+ N i temic th L : Patient
fo$ anuocr SY/SIEmic Fnerapy Once-daily erdafitinib 8 mg + cetrelimab + DOR

« Time to response

Patients with any PD-L1 50 - (gngC'I -;-’?856;/"6) * PFS
status could be enrolled I « 0S
] ORR, 44.2%

(95% Cl, 29.1-60.1) Confirmed
CR (n=6)

a0 4

s coitmes Median PFS: Median OS:
5 Erdafitinib + cetrelimab 11.0 months (95% Cl, 5.5-13.6) 20.8 months (95% Cl, 12.0-NE)
£ Erdafitinib 5.6 months (95% C1, 437.4) 16.2 months (95% C, 8.3-NE)

Erdafitinib Erdafitinib + Cetrelimab
(N=43)2 (N=44)2

= Testés tous les patients des la phase M+ pour FGFR2/3. En acces précoce

www.onco-nouvelle-aquitaine. fr



En vrac

= Confirmation de la place de I'avélumab en maintenance de 1L post platine chez les
patients en SD/RP

Post hoc analyses from the JAVELIN Rladder 100 trial after a minimum of

= Pas

IMvigor 130

Atezolizumab + Chemo

Negative OS
DANUBE g Chec
g Durvalumab +

Tremelimumab

Chemo

T2-T4a Urothelial ca
Radical Cystectomy
Neoadjuvant Ctx allowed

N1,2 allowed

Stratification factors:

NAC — cisplatin vs
carboplatin vs other vs none
cT stage — T2 v T3/4a
PS-0-1v2

MN-Z00Z>X

Standard PLND
External/internal iliac,

obturator nodes
/ \

Extended LND
Standard + Cl, pre sacral,
distal IVC and aorta

IMvigor130 OS by

2 years of foliow-up confirm the toierable and manageable long-term safety
profile of avelumab 1L maintenance

response analysis
alysis

out PD at/before Week 18):
)

pT3-4NO,

pTanyN+ Placebo
Adjuvant

NIRRT Maintenance period

1 dose atezo/placebo monotherapy

on the IMvigor130 final analysis showed that initial
did not seem to impact OS outcomes

www.onco-nouvelle-aquitaine. fr



25

DNCO

NOUVELLE-AQUITARINE

Dispositif spécifique régional du cancer




)

ESSAI de phase I1I PEACE 1

Interét de la radiothérapie

Prostate irradiation in men with de novo, low-volume,
metastatic castration-sensitive prostate cancer (mCSPC):
Results of PEACE-1, a phase 3 randomized trial with a 2x2 design

Alberto BOSSI,
Institut Gustave Roussy, Amethyst RT Group, France

Stéphanie Foulon, Xavier Maldonado, Paul Sargos, Ray McDermott, Paul Kelly, Aude Fléchon,
Bertrand Tombal, Stéphane Supiot, Dominik Berthold, Philippe Ronchin, Gabriel Kacso, Naji Salem,
Fabio Calabro’, Jean-Francois Berdah, Ali Hasbini, Marlon Silva, Jihane Boustani, Héléne Ribault,
Karim Fizazi

2023 ASCO m eesenten s Alberto Bossi
NNUAL MEET s i O e Al A, o WA o S S i i

Key Eligibility Criteria _
De novo mCSPC Nov 2013 - Dec 2018

Distant metastatic disease: 2 1 lesion on bone
scan and/or CT scan
ECOG PS0O-2

On-Study Requirement B SOC+Abiraterone
Continuous ADT (n=292)

- ~ A | (e
Permitted 1:1:1:1
—
n=1172

Stratification
i PS-(O o o . SOC+Abiraterone+
Metastatic sites (LN vs bone vs visceral) i

Type of castration (orchidectomy vs LHRH = Radiotherapy
agonist vs LHRH antagonist) (n=291)
Docetaxel (yes vs no)

ECOG PS, Eastern Cooperative Oncology Group performance status

Radiotherapy (RXT) of the prostate 74 Gy in 37 fractions (after docetaxel is

completed)

o Radiographic progression-free survival (rPFS):

* PCWG2 criteria
* Imaging at least gém after PSA rise

o Overall survival (OS)

o Castration resistance-free survival
o Serious genitourinary event-free survival
o Prostate cancer specific survival
o Time to next skeletal-related event
PSA response rate
> PSA at 8 months after initiation of SOC
y Time to pain progression
) Time to chemotherapy for CRPC
Quality of life
) Toxicity

o Changes in bone mineral density (BMD)

Biomarkers
o Outcomes for pts with NE differentiation

www.onco-nouvelle-aquitaine. fr
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ESSAI de phase III PEACE 1

Caractéristiques de la population bas volume (43%)

SOC (+/- Abi) SOC (+/- Abi) +
Radiotherapy
(n = 253) (n=252)
Median age, year (Min-Max) 67 (43-86) 66 (46—84)
ECOG PS score, n (%) 0 180 (71) 194 (77)
1.2 73 (29) 58 (23)
Gleason score at diagnosis, n (%) <7 71 (27) 66 (26)
>8 173 (70) 184 (73)
Missing 9 (3) 20}
Median time from diagnosis, month (IQR) 2.5(1.8-3.4) 2.6 (1.7-3.5)
Metastatic sites, n (%) Lymph nodes only 47 (19) 41 (16)
Bone only 206 (81) 211 (84)
Median baseline PSA, ng/mL (IQR) 10.3 (3.3-31) 9(2.3-39.1)
Docetaxel, n (%) —) Yes 127 (50) 127 (50)
No 126 (50) 125 (50)

median follow-up: 73 months

www.onco-nouvelle-aquitaine. fr
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ESSAI de phase I1I PEACE 1

Co-primary endpoints

OS (low volume population)

Overall survival

0.2+

Median, ys.
(95.1%Cl)

Events, n.

HR (95.1% CI)*

Global p-value
HR (95.1% CI)*

P-values
arms w/wo Abi

0.0

sS0C 127(0)
SOC+Abi 126{0)
SOC+RT 126({0)

SOC+AbI+RT 126(0)

123(0)
121(1)
124(1)
122(0)

T
2

1
3

I
4

|
5

Time from randomization (in years)

Number at risk {censored)

113(0)
106(5)
115(2)
111(0)

103(0)
95(7)
99(2)
100(3)

96(1)
86(8)
90(2)
94(4)

70(17)
57(22)
61(17)
72(19)

40(37)
35(41)
33(36)
38(49)

SOC SOC+RT
(n=127)

(5.6-NE)

*Adjusted on Abiraterone and stratification factors ( PS, type of castration, docetaxel)

SOC+Abi | SOC+AbI+RT
(n=126) (n=126) (n=126)

7.1 5.8 6.9 NE
(5.1-NE) (5.0-NE) (6.4-NE)

57 60 54 44

119 | 105 0.81
(0.82-1.72) (0.72-1.54) (0.55-1.21

0.29

Ref

0.77
(0.51-1.16)

1.18
(0.81-1.71)

Ref Ref

0.39 0.21
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ESSAI de phase III PEACE 1

Survie sans complications uro-génitales graves

Overall population

LI A AR AVIL® I} ) \ ™

10 - 10
10
"‘—‘-_—\_‘_‘_" . 2,
9 SOC+/-Abi+RT g
E >
E 08| s
=
> SOC+/-Abi g
£ o
3 g 8
S 06 0 = SOC
£ ﬁ -
& SOC#/-Abi  SOCH-Abi+RT g
% (n=200) (n=198) ’g‘ w04 Elele SOCH+RT  SOC+Abi  SOC+Abi+RT
3 2 (n=100)  (n=97)  (n=100)  (n=101)
b | Events,n 52 24 = - : e
a 04 E Events, n 32 18 20 6
- e “
_§ B (o iink) g E 0.2 4 Global p-value (log-rank) 0.0001
"é E P-values inarms 0.048 0.003
£ 024 w/wo Abi (log-rank) : )
3 00 T T T T T T |
®
o 0 1 2 3 4 5 6 7
00 i i . - - Time from randomization (in years)
0 1 2 3 4 5 6 7 Number at risk (censored)
Time from randomization (in years) SOC 100{0) 91(3) 79(9) 68(16) 58(19) 43(29) 22(47) 8(60)
Number at risk (censored) SOC+Abi 100(0) 94(4) 83(10) 72{18) 61(23) 43(a1) 24(57) 11(69)
SOC+/-Abi 200(0) 185(7) 162(19) 140(34) 119(42) 86(70) 46(104) 19(12 SOC+RT 97(0) 89(0) 82(3) 69(14) 61(20) 39(41) 22(57) 12(67),
(4 7(17 14 1 1 SOC+AbI+RT 101(0) 95(4) 85(14) 76(21) 71(25) 56(39) 32(63) 12(83)
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ESSAI de phase III PEACE 1

Survie sans résistance a la castration

Overall population

10—

\\-
\\
- 08
[
=
c
-
“
.§ 06
d
Q
[ =
5
2
8
[ = 0'4
'g S0C+AD
£ {n=588)
B )
8 Median, ys. 19 25
02 (95% ) (1.7-21) (2027
Events, n 462 414
" Q.79
HR* (95%CI) Ref (0.65-050)
0.0 Pevakie ) U.O(l:l?
0 1 2 3 4
Time from randomization (in years)
Number at risk (censored)
424(5) 271(B) 204(10) 160(11)

SOC+/-Abi 588(0)

interaction p-value = 0.95

SOC+/-Abi+RT

SOC+/-Abi

107(37) 67(67

1.0
3 os

£

5

w

g "

= 06 SOCHRT SOC+HADI SOCHADIHRT
§ (r=296) {n=293) (n=292) (n=291) .
] | Medin,ys : | 16 [ =1 ki 43 ' SO C+Ab|+RT
] {95%0) (12-15) (1517) (2.4-39) (3.355) “‘—ﬁ_.___‘_‘_
E 04 - | Events,n 47 | 18| 167 | C+ADbi
. 073 0.41 0.33
‘-g HE {552 O] (066-054) | (0.34-050) {0.27-0.40)
n Global paalue <0.0001
3 02-4f > e = ; 078 [ 079 “—-——\M
HR (5%l (0.66-093) et {0.64-098)
l P-values in anms | —
Sy 0.008 003 S O C
00
0 1 2 3 ) 5 6
Time from randomization (in years)
Number at risk (censored)

SOC 296(0) 190(2) 98(2) 60(2) 38(3) 21(9) 12017
SOC+Abi 292(0) 234(3) 173(6) 144(8) 122(8) 86(28) 55(50
SOC+RT 293(0) 203(2) 116(3) 82(4) 62(4) 41(13) 23(28

SOC+ADI+RT 291(0) 245(4) 204(4) 168(6) 148(7) 103(37) 58(75

*Adjusted on abiraterone and stratification factors ([ PS, type of castration, docetaxel and burden)
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f) ESSAI phase III TALAPRO-2

Design

Talazoparib 0.5 mg* + Primary endpoint
Patient population enzalutamide 160 mg, « rPFS by BICR®
« First-line mCRPC once daily
- ECOG performance status (PS) 0 or 1 (*0.35 mg daily if moderate renal Key secondary endpoint
- Ongoing androgen deprivation therapy impairment) « Overall survival (alpha protected)

Stratification
« Prior abiraterone® or docetaxel in
castration-sensitive setting (yes vs no)
HRR gene alteration status Placebo +

(deficient vs nondeficient or unknown)
(all-comers cohort only)

Other secondary endpoints
Time to cytotoxic chemotherapy
PFS2 by investigator assessmente

; Objective response rate (ORR)
enzalutamide 160 mg, Patient-reported outcomes

once daily Safety

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR, CHEK2, FANCA,
RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or FoundationOne®Liquid CDx

disease) and Prostate Cancer Clinical Trials Working Group 3 (bone disease). “Time from randomization to the date of documented progression on

www.onco-nouvelle-aquitaine. fr



f) ESSAI phase III TALAPRO-2

Design

TALAPRO-2: Study Cohorts and Enroliment

Talazoparib + enzalutamide

All-comers (Cohort 1), N=805 mEEEE——————— ) (N=402)

Recruited first, data cutoff: August 16, 2022 X
Placebo + enzalutamide

{%—\ (N=403)

rPFS in all-comers population

Nondeficient tested at 1-sided alpha 0.0125
or unknown HRRm  HRRm

\ | Talazoparib + enzalutamide
(N=200)
HRRm only (Cohort 2), N=339 — : Placebo + enzalutamide

Recruitment continued after completion of (N=199)
enroliment in cohort 1, data cutoff: October 3, 2022

224 rPFS events would provide 85% power to detect an
HR of 0.64 using a 1-sided stratified log-rank test with
an alpha of 0.01252

3An interim analysis (IA) was planned with ~70% of the total required events. The HRRm cohort would be stopped for efficacy if the pre-specified efficacy boundary was crossed
(P = 0.003). As the efficacy boundary was crossed at the |A rPFS, this became the final analysis. Survival and safety follow-up is continuing. All other endpoints are final.

www.onco-nouvelle-aquitaine. fr



f) ESSAI phase III TALAPRO-2

Caractéristiques de la population HRR-deficient

These were well-balanced between treatment arms

Talazoparib + Enzalutamide
(N=200)

Placebo + Enzalutamide
(N=199)

Age, median (range), years 70 (41-90)

71 (44-90)

Prostate-specific antigen (PSA), median (range), ng/mL 19.6 (0.2-3412.0)

18.0 (0.0-1055.0)

Disease site, n (%)

Bone 175 (87.5)

158 (79.4)

Lymph node 82 (41.0)

94 (47.2)

Visceral (lung/liver) 23 (11.5)/9 (4.5)

26 (13.1)/6 (3.0)

ECOG PS 0/1, n (%) 128 (64.0)/72 (36.0)

118 (59.3)/81 (40.7)

Prior abiraterone® or docetaxel, n (%) 75 (37.5)

74 (37.2)

Abiraterone 16 (8.0)

16 (8.0)

Docetaxel o7 (28.5)

60 (30.2)

Tissue source for prospective HRR gene alteration testing, n (%)

Tumor tissue only 76 (38.0)

80 (40.2)

Tumor tissue and blood (circulating tumor DNA) 121 (60.5)

115 (57.8)

Blood (circulating tumor DNA) only 3(1.5)

20ne patient in each treatment arm received prior orteronel

4 (2.0)
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ESSAI phase III TALAPRO-2

Profils de mutations

Representation of HRR gene alterations was consistent with previously published studies
40 m Talazoparib + Enzalutamide (N=200) m Placebo + Enzalutamide (N=199)

35

30

25

20

15
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c
o
i
2
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o
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(=]
b
@
Q
£
=
=

BRCA2 ATM CDK12 CHEKZ2 BRCA1 MLH1 PALBZ2 NBN  FANCA ATR RADS1C MRET1A

Gene alterations

During the mid-point of the study (January-November 2021), recruitment of patients with ATA and/or CDK12 alterations was paused to avoid over-representation.
*Number of participants with one or more alterafions in corresponding gene. Three patients (1 in the talazoparib amm and 2 in the placebo am) did not have HRR gene afterafions, and 1 patient in the talazoparnb am was of unknown HRR gene
afteration statuss.
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ESSAI phase III TALAPRO-2

Critere principal : rPFS en faveur de lI'association

Treatment with talazoparib plus enzalutamide resulted in a 55% reduced risk of progression or death

1.0

(2]
re
2
©
Z
5
®
8
<4
o

0.0

No. at risk

TALA + ENZA
PBO + ENZA

Talazoparib + Enzalutamide

Placebo + Enzalutamide
4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Months

200 191 180 168 163 131 107 86 B2 60 49 45 34 26
199 171 149 131 126 9 67 51 47 38 29 25 21 11

34 36 38 40

Events, n

Median (95% CI),
months

HR (95% Cl)

TALA + ENZA
(N=200)

PBO + ENZA
(N=199)

Not reached 13.8
(NR) (21.9-NR) (11.0-16.7)

0.45 (0.33—0.61);
P < 0.0001

Median follow-up for rPFS was
17.5 and 16.8 months, respectively

A consistent treatment effect was seen for investigator-assessed rPFS: HR 0.48 (95% Cl, 0.33-0.67); P < 0.0001

Stratified hazard ratios (HRs) and 2-sided P values are reported throughoutthis presentation unless otherwise stated.
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ESSAI phase III TALAPRO-2

Critere principal : rPFS selon la mutation

Talazoparib + Placebo +
Enzalutamide Enzalutamide

Subgroup Events/N Median, mo
All HRR-deficient 65/1 98 104/197 NR/M3.8

Only BRCA1 218 5/9 20.0/11.7
- Only BRCA2 11/55 40/60 NR/M11.0

Only PALB2 316 4/5 NR/8.6
— Only CDK12 12/28 18/30 21.9/13.8

Only ATM 12135 7122 NR/27.7

Only CHEK2 8/24 8/24 22.1/NR

BRCA cluster 1571 NR/11.0
PALB2 cluster 37 NR/8.3

CDK12 cluster 13/35 21.9/13.8
ATM cluster 16/43 27.9/27.7
Other gene cluster 18/42 22.1/NR

0.01

HR (95% Cl)

0.44 (0.32-0.60)
0.17 (0.02-1.51)
0.19 (0.10-0.38)
0.56 (0.12-2.51)
0.49 (0.23-1.02)
0.76 (0.30-1.94)
0.90 (0.34-2.39)
0.20 (0.11-0.36)
0.46 (0.12-1.87)
0.38 (0.19-0.76)
0.90 (0.39-2.04)
1.51 (0.73-3.15)

Favors Talazoparib + Enzalutamide Favors Placebo + Enzalutamide

2-Sided P Value

<0.0001
0.074
<0.0001
0.44
0.055
0.58
0.83
<0.0001
0.27
0.0045
0.80
0.26

Gene clustering alteration dominance hierarchy is any BRCA1/2 alteration (BRCA cluster), then any PALB2 (PALB2 cluster), then any CDK12 (CDK12 cluster), then any ATM (ATM cluster), then any of all

other HRR12 genes (with each patient counted only once).
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ESSAI phase III TALAPRO-2

Criteres secondaires en faveur de l'association

= OS immature mais un trend

= Temps avant progression du PSA:| meses s
= Temps avant chimiothérapie: ["*pZgs "

u PFSZ : HR 0.57 Eiﬁ’a‘%m.ﬂﬁ}

= Taux de réponse objective: 67,1% vs 40% (p=0,0015)

www.onco-nouvelle-aquitaine. fr



f) ESSAI phase III TALAPRO-2

- - 1 4
Toxicites — S
(N=198) (N=199)
e il 20 190)
biaceboducto ABe T 110 (55.6) 12 6.0)
e e 20 (10.1) 14.(7.0)

Talazoparib + Enzalutamide Placebo + Enzalutamide
(N=198) (N=199)
In the talazoparib arm:
Anemia 64.6 XN

+ Most common TEAEs leading to a
dose reduction of talazoparib were:

Fatigue : : * Anemia (42.9%)

. 6.5 * Neutropenia (15.2%)
Neutropenia : : ol | (1.010.0/5.5) » Thrombocytopenia (5.6%)

25 - 55.6% had grade 1-2 anemia
at baseline

+ Grade 3—4 anemia

Thrombocytopenia

Nausea
* Median time to onset was
3.2 months

Pt al gl = Reported in 40.9% of patients

All grades All grades . . .
Buck ne) et D = + 4.0% discontinued talazoparib due
p rade 1- - . : 2 Lot i to anemia

+ The median relative dose intensity of

Arthralgia talazoparib remained >80%

00 40

. Patients. % Further safety details can be found by accessing abstract No. 5053 (poster No. 147)
]
38
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ESSAI phase III TALAPRO-2

Positionnement du talazoparib

rPFS BRCA1/2

(CI)

1L mCRPC
Eligibility

Ph3 PROpel 2.3
Allowed:

NO prior AAP
Other AR, if >/=12 mos
Prior doce (mCSPC)

Biomarker Unselected
considerations (retrospective HRRm testing)

Treatment Olap 300BID +AAP vs
rPFS 16.6 mos (AAP +PBO) vs

AAP+PARPI 24.8 mos (AAP +olap)

Therapies £l

(C1)
TALAPRO-2! f’}:f};‘;‘:,;‘;',‘.'ﬁ (0.30:05.61)
PROpel? Abg?;i;"r?; ' (0.321'?0?73)
MAGNITUDE? Ab,l:ﬁ;e;g:g * (0_5%_703,95)

o
e #ASCO23

sresenten ey: David VanderWeele

uuuuuuu tion 15 property of the author and ASCO. Permission required or reuse; contact pemmissions@asco.or

0.20
(0.11-0.36)

0.23
(0.12-0.43)

0.53
(0.36-0.79)

Prior ARPI S“gie;:rnt
8% 17%
0.15% 2%
3.1% -

Fizazi et al, ASCO GU, 2023
2Clarke et al, NEJM Evidence, 2022
3Chietal, JCO, 2023

" AMERICAN SOCIETY OF
CUNICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Ph3 MAGNITUDE 4 5

Allowed:
AAP </= 4mos for 1L mCRPC
Prior ARi (nmCRPC/mCSPC)
Prior taxane (mCSPC)

Prospective HRRm stratification
(BRCA1T and BRCA2)

Nira 200D +AAP vs

10.9 mos (AAP +PBO) vs

16.6 mos (AAP +nira)
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