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CBPC LOCALEMENT AVANCE : ADRIATIC

7
Durvalumab Dual primary endpoints: A
Stage I-11l LS-SCLC N=264 « DvsP
(stage I/ll inoperable) — PFSF0S
, N=266 « D+TwvsP
Had not progressed following cCRT* 1 — PFSt0S
PCI* permitted before randomisation ;g::::g.:;; > Durvalumab + tremelimumab Other secondary endpoints:
(1A vs 1) N=200 _* PFSIOS landmarks, safety )
PCI (yes vs no) Treatment until investigator-determined PD or
intolerable toxicity, or for a maximum of 24 months
(PCIICCRT components (in line with standards of care)* ) ITT population Durvalumab (n=264) Placebo (n = 266)
« PCI delivered before randomisation, as clinically indicated Received PCl, % 54 54
» Four cycles of platinum (cisplatin or carboplatin) and > . .
EtDpUEidE {three pErmiﬂE‘dT] Earbﬂplatln [ clsplatln CT,§ % 34 /66 33 /67
" RT: 60-66 Gy QD over 6 weeks or 45 Gy BID over 3 weeksy BID / QD thoracic RT, % 26174 30/70

Spigel et al, ASCO 2024



CBPC LOCALEMENT AVANCE : ADRIATIC

1.0 T Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 115 (43.6) 146 (54.9)
0.8 1 mOS, months (95% Cl) 55.9 (37.3-NE) 33.4 (25.5-39.9)
» HR (95% CI) 0.73 (0.57-0.93)
O p-value 0.0104
w5 0.6
_é” TV TR O 1O T T
= B BRLLL 1 LU R BRI
..g s I ! 1-4 |
o e E | 47.6% g;
o | :
0.2 - :
0 I 1 1 1 1 I I i I I I i I I I I I I 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
. Time from randomization (months)
No. at risk
Durvalumab 264 261 248 236 223 207 189 183 172 162 141 110 90 68 51 39 27 19 1 5 1 0
Placebo 266 260 247 231 214 195 175 164 151 143 123 97 80 62 44 31 23 19 8 o) 1 0

Spigel et al, ASCO 2024



CBPC LOCALEMENT AVANCE : ADRIATIC

1.0 T

Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 139 (52.7) 169 (63.5)
0.8 mPFS, months (95% Cl) 16.6 (10.2-28.2) 9.2 (7.4-12.9)
) HR (95% Cl) 0.76 (0.61-0.95)
& p-value 0.0161
Y— 06 |
o
=
5 E
'g 04 _ : Wl ]
C% ; — : _ : ‘ T 1
36.1% 34.2% .1 f i f i
0.2 - § i
O I I I I I i 1 i I 1 1 1 1 1 I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
N : Time from randomization (months)
o. at risk

Durvalumab 264 212 161 135 113 105 101 98 84 78 51 51 33 21 19 10 10 4 4 0 0 0
Placebo 266 208 146 122 100 88 79 76 71 69 47 47 34 23 22 15 14 5 5 0 0 0

Spigel et al, ASCO 2024



CBPC LOCALEMENT AVANCE : ADRIATIC

Radiation pneumonitis
Decreased appetite
Hypothyroidism
Cough

Pruritus

Nausea

Dizziness

Fatigue

Diarrhea
Pneumonia
Pneumonitis

Rash

Constipation
Hyperthyroidism
Headache
Arthralgia

Preferred term

*Occurring in 210% of patients in either treatment arm.

Durvalumab (n=262)

Patients, %

Placebo (n=265)

Maximum grade: [ 1/2 M =3 Durvalumab 12 M 23 Placebo
22.9 i:l 23.4
16.8 | 12.8
16.0 3.8
15.3 | 12.1
13.0 7.2
12.6 10.9
12.2 | 7.5
12.2 | 12.8
1.1 8.3
11.1 7.5
10.7 6.0
10.7 6.0
10.3 | 9.8
10.3 |
9.2 13.2
6.9 | 10.9
30 20 10 0 10 20 30

40

Spigel et al, ASCO 2024



CBPC LOCALEMENT AVANCE : ADRIATIC

ITT
D (n=264 P (n= 266
Median OS (95% Cl), months NR (43.9-NE) 42.5(33.4-NE) 37.3 (24.3-NE) 24.1(18.8-31.1) 559 (373-NE)  33.4(255-39.9)
3-year 08, % 62.1 56.5 50.2 37.3 56.5 47.6
HR (95% Cl) 0.75 (0.52-1.07)* 0.71 (0.51-0.99)* 0.73 (0.57-0.93)"
Multivariable HR (95% ClI) 0.72 (0.50-1.03)% 0.73 (0.52-1.02)* -
10+ PCl-yes 10- PCl-no
0.8 1 0.8
e 62.1% 3
S 061 ' o 0.6
g 55.5%} g !
] 04 1 ] 04 |
2 | 2 ! bt
02+ ; 0.2+ i —
n I I I | | I I | I 1 I 1; I | I | I I | I | ﬂ' I I I I | I | | I | I i I | I | I I | I |
0 3 6 9121518212427 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9121518212427 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months) Time from randomisation (months)
Mo. at risk: No. at risk:
D,PClyes 142139132127124 118110105100 63 82 63 51 40 20 23 1915 8 4 1 0  D,PChno 122122116109 09 89 70 78 72 69 59 47 39 28 22 16 8 4 3 1 0 0
P,PClyes 143 140 133129122 110 100 ¢ B9 77 61 48 37 26 20 14 13 5 . P, PClno 123120114102 B2 B85 75 69 60 54 46 36 32 25 18 11 8 6 3 2

Cl, confidence inlerval; NE, not estimable; NF. not reached; yr, year.

"Subgroup HRs and Cls calculated using an unstratied Cox propostional hazards model.
fITT HR and Cls calculated using a Cox proportional hazards model stratified by receipt of PCL
Multivariable analysis interaction p-value .96

Spigel et al, ASCO 2024



Subgroups

All patients, intention-to-treat analysis

no. of deaths/
total no. of patients (%)

IMFINZI

115/264 (43.6)

placebo

146/266 (54.9)

Unstratified HR for death (95% CI)

0.73(0.57-0.93)

Age at <65y 49160 (431) | 83162 (51.2) ® 0.746 (0.55-1.04)

randomization =5 yr 46104 (44.2) | 63104 (60.6) * 0,70 (0.48-1.02)

< Male 790178 (44.4) | 108,188 (574) 0.70(0.52-093)

C B P C LO CA L E o Female 36,/86 (42) 38/78 (49) . 0.83 (0.52-1.31)
Race White 60/130 (44.2) 77137 (56.2) ® 0.75 (0.53-1.05)

Asian 53,131 (40.5) 64121(52.9) L 0,72 (0.50-1,04)

Asia 51/129 (39.5) 62/120(51.7) ® 0.72(0.50-1.04)

Eurape 41794 (44) H64/M2 (571) - 0.67 {0.45-098)

Geographic region

Morth America

. 23/41 (54) 20/34 (59) - 098 (0.54-1.80)
or South America
WHO performance- , X e o .
statuspscare at 0 48/133 (346.1) 74131 (54.5) L ] 0.55 (0.38-0.79)
screening 1 H731(51.1) 72135(53.3) [ B 0.94 (0.67-1.31)
Current
Smoking status or formersmoker | 108/241{44.8) | 138/240 (57.5) 9 0.72 (0.56-0.92)
Mansmaker 7723 (30) 8/26 (31) MC
Tumeor-node- lorll N/33 (33) 12/34 (35) - 092(040-211)
metastasis stage 1l 104,/231(45.0) | 134/232(57.8) L ) 0.71{0.55-0.91)
Carboplatin
Previous etoposide 31791 (34) 46/88 (52) . 0.56 (0.35-0.89)
chemotherapy .
Cisplatin-
etoposide B4173(48.6) | 100178 (56.2) L 0.82 (0.61-1.10)
Previ ) P
r;?lﬂ:ls Once daily 92195 (47.2) 107187 (57.2) . 0.72(0.55-0.95)
radiotnera ) - . o . ¥
schedule Py Twice daily 23/69 (33) 39/79 (49) . 0.68(0.40-114)
Best response to Complete response  12/31(39) 15/34 (44) * 0.90 (0.41-1.92)
r
Partial response B (4610 N6/200 (58.0) L | 076 (0.57-1.00)
concurrent CRT ) ) ne pean A, et .
Stable disease 15/42 (38) 5/32 (47) . 0.54 {0.25-123)
Time from end of <14 days 14432 (44) 24432 (75) - 0.47 {0.24-091)
concurrent CRT to 14 to <28 days 3779 (47 51/80 (64) . | 0.59 (0.38-0.90)
randomization =28 days 64153 (41.8) | 71154 (46.1) * 0.90 (0.64-1.27)
Receipt of .
prnphp"ylactic cranial €5 53142 (37.3) | 671143 (46.9) [ 0.75 (0.52-1.07)
irradiation No 62/122(50.8) = 79/123 (64.2) . 0.71(0.51-0.99)
D.25 0.5 1 2 2.2

Favars IMFINZI Favors cCRT alone

Spigel et al, ASCO 2024



CBPC METASTATIQUE : BMS 986012

A randomized, open-label phase 2 study of BMS-986012 (anti-Fuc-GM1)
+ NIVO + chemo as first-line therapy for ES-SCLC

h

et ege I Induction Maintenance Primary endpoints
Key Ethblhty criteria 4 cycles (1 cycle = 21 days) < 2 years or until progression, . Safety
» Age > 18 years unacceptable toxicity, or death - PFS by BICR (per RECIST v1.1)
« Histologically/cytologically R R . g '
confir‘med ES-S(;LCE' NIVO 360 mg IV Q?\%I . BMS-986012 560 mg + Secondary endpoints
* No prior systemic therapy/ chemo® NIVO 480 mg IV Q4W « 0S
newly diagnosed * ORR, DOR and TTR by BICR (per
» > 1 measurable lesion RECIST v1.1)
« ECOG PS (0/1) * PFS by investigator (per RECIST

Stratification chemoP

* Liver metastases (yes/no)
« ECOG PS (0/1)

* Immunogenicity

Ad hoc exploratory endpoint
* OS by baseline brain metastases

» The prespecified interim analysis took place when ~75% of PFS information was
available: data cutoff August 28, 2023

* An additional analysis took place after longer follow-up to a allow a more
meaningful assessment of 0S: data cutoff February 26, 2024



CBPC METASTATIQUE : BMS 986012

Data cutoff: February 26, 2024
Median follow-up: 17.2 mo

1.0 4 BMS-986012 (anti-Fuc-GM1 ) BMS-986012 R —
+ NIVO + chemo * HivG + siomo
0.9 2 N n = 672 n = 66
0.8 - » Median 0S, mo 15.6 11.4
‘ (95% Cl) (12.5-NA) (9.3-16.6)
g 0.77 HR (95% Cl) 0.71 (0.44-1.16)
S 0.6
Py
= 0.51
0
-‘é 0.4 - o—=c & G ©
. - — |_|
0.2 NIVO + chemo
0.1+
00 | | I I | | I I | | | |
0 3 6 9 12 15 18 21 24 27 30 33
Number at risk Time since randomization (mo)
BMS-986012 67 59 54 45 33 20 11 9 5 4 | 0

+ NIVO + chemo
NIVO + chemo 66 58 49 39 21 20 8 6 3 1 0 0



CBPC METASTATIQUE : BMS 986012

. Interim analysis (data cutoff: August 28, 2023)
BMS-986012 (anti-Fuc-GM1) Median follow-up: 11.2 mo

1.0
+ NIVO + chemo BMS-986012 A
0.9 + NIVO + chemo bl
0.8 - n =662 n =662
o4 ) Median PFS, mo 5.8 5.2
a 07 (95% Cl) (5.0-7.9) (4.8-6.6)
> 067 HR (95% Cl) 0.89 (0.57-1.40); P = 0.61
= 0.51
3
3 0.4 -
& 0.3 NIVO + chemo
0.2 O~5—C © ©
0.1- :
0‘0 | | l | | | I | | |
0 3 6 9 12 15 18 21 24 27
Number at risk Time since randomization (mo)
. Nl%s;"fh"eon“g 66 51 22 9 5 2 2 2 2 0
NIVO + chemo 66 51 18 6 2 2 2 2 0 0

» At the later February 2024 data cutoff (median follow-up of 17.2 mo), median PFS was 5.8 mo (95% Cl, 5.0-7.9) with BMS-986012 +
NIVO + chemo vs 5.1 mo (95% Cl, 4.8-6.6) with NIVO + chemo, HR 0.81 (95% Cl, 0.53-1.23, P = 0.32)
— The 12-month PFS rate was 22% (95% Cl, 12-33) with BMS-986012 + NIVO + chemo vs 19% (95% Cl, 9-31) with NIVO + chemo
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CBNPC localise




CBNPC LOCALISE

Approches e Critéres
Néoadjuvant Traitement —> eI {V]¢:1 (=] EFS, pg;’ MPR,

Adjuvant m Traitement DFS, OS

Peri-operatoire Traitement M Traitement EFS, ngé, MPR,

NSCLC Overall Survival Based on pCR

—Non-pCR
—pCR

Survival Probability

0.00+

0 12 24 36 48 60 ﬁnti“s 96 108 120 132 144 Mouillet G et al. J Thorac Oncol 2012;7(5):841-849.
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CBNPC LOCALISE : CHECKMATE 816

Primary analysis population

Key Eligibility Criteria NIVO 360 mg Q3w
* Newly diagnosed, resectable, N = 358 +
stage IB (> 4 cm)-1lIIA NSCLC (per chemod Q3w (3 cycles)
TNM 7t edition) Radiologic Surgery
1 1
* ECOG performance status 0-1 restaging (within 6 Optional Follow-up
+  No known sensitizing EGFR —p weeks > ptiona’ | ——e
mutations or ALK alterations _ ost- adjuvant
P chemo % RTf
treatment)
Stratified by
Sage (IBHI vsllIA), Explorat NIVO 3 mg/kg Q2W (3 cycles)
PD-L1P (2 1%vs < 19%), and sex S POEOY g @ aes
+ [Pl 1 mg/kg (cycle 1 only)
Primary endpoints Secondary endpoints Exploratory endpoints
« pCRby BIPR *  MPRby BIPR * ORR by BICR
« EFS by BICR « OS * Predictive biomarkers (PD-L1, TMB,
+ Time to death or distant metastases CtDNAg)

Database lock: September 16, 2020; minimum follow-up: 7.6 mo for NIVO + chemo and chemo arms.

aNCT02998528; "Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako); ‘Included patients with PD-L1 expression status not evaluable and indeterminate; INSQ; pemetrexed + cisplatin; paclitaxel + carboplatin;

SQ: gemcitabine + cisplatin; paclitaxel + carboplatin; ¢Vinorelbine + cisplatin, or docetaxel + cisplatin, or gemcitabine + cisplatin (SQ only), or pemetrexed + cisplatin (NSQ only) or paclitaxel + carboplatin; fPer 104
HCP choice; ¢Performed using tumor-guided personalized ctDNA panel (ArcherDX PCM).

Spicer et al. ASCO 2021



CBNPC LOCALISE : CHECKMATE 816

EFS per BICR? i .
PD-L1 AC, stage IB-TIIA* Primary endpoint: ypTONO (ITT)®
Nivo + chemo

1007 Median EFS?, mo w3 o 40 - OR = 13.94 (99%Cl, 3.49-55.75)¢
£ 80 - 77% HR (95% Cl) 0.68 (0.49-0.93) P <0.0001
‘U I
> ' 65% -
- . 57% i Differencec
e N ! 30 21.6%
2 : : ! 3
[ : : ! ~ 24.0%
v 401 : : % 5
w : : : = 20 -
c A : : :
g 20 | ! | 2
b : : :

0 1 I I Il 1 I I : I 1 I : I | I I 1 1 10 _

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Months 2208
Nivo + chemo 179 152 136 125 119 108 104 100 97 94 88 69 57 38 20 13 (7 i
. : : 0 A
NIVO + chemo Chemo
Forde PM et al. Oral presentation at ELCC 2023. Abstract 840 n/N 43/179 4/179

Spicer et al. ASCO 2021



CBNPC LOCALISE : CHECKMATE 816

« Among concurrently randomized patients, 89 (25%) had evaluable ctDNA levels, and 86 (24%) had detectable ctDNA
levels at baseline'2

ctDNA clearance rate'. 0s

80 — 100 4
— = -l l
a:’e, 80 - - -—I z LL NIVO + chemo gctL)NA clglarance)
[¥] ol =
s 060 56%¢ .-
E — 60 7 1 o ot y
@ R R e i 2 S S e ]
5 = C .
< O 404 HR (95% Cl) | e
o 40—+ 35%d CctDNA clearance vs Ao yerad
) no ctDNA clearance NIVO + chemo
g 20 4 NIVO + chemo 0.31 (0.10-0.90) (no ctDNA clearance)
8 204 Chemo 0.58 (0.20-1.64)
[ =
9 0 T T T T T ] T 7y
;6 0 6 12 18 24 30 36 42 48 54 60 66 72

Months from randomization
0 - L No. at risk
NIVO + chemo Chemo ctDNA clearance 24 Z N 22 22 2 22 20 19 2 9 2 0
n/N 24/43 15/43 AR = 2 :

1 10 10 10 9 7 3 2 0

Minimum/median follow-up, 49,1/57,6 months,

Spicer et al. ASCO 2021



CBNPC LOCALISE : NEOSTAR & FORDE

CA209-926 (NEOSTAR)' —

ArmA: =23

Key Eligibility - n=
NSCLC Stage I-IlIA N2 single b e Dk NIVOLUMAB : 57.7%
statiop (AJCC 7f”) - > SOC adjuvant ]
No prior systemic therapy Arm B: therapy survie sans
Egggagsoe: o Nivolumab 3 mg/kg D1,15,20 Mg Primary Endpoint: MPR Rate evenement, 70% de
Stratified by Stage Ipilimumab 1 mg/kg D1 _ R survie globale
CA209-159 (FORDE)?3 —
21 NIVO + IPI : 50.5 % de
ﬁ?{gfggsi?mtyl llIA (AJCC 7t) survie sans
- V1ago 1= Sequential ) L

No prior systemic therapy Errolment ;‘i‘;ﬂl‘l’m?‘?@gﬁg DD‘!I,15, 29 - - — SOC adjuvant evenement, 66.9% de
Surgical resectability faey survie glO bale
ECOGPS 01

Nivolumab 3mg/kg D1,15,29 igly Primary Endpoint: Feasibility/Safety

- - : Nivolumab Nivolumab plus Ipilimumab
Combined Patient Analysis | == pluS 1p
3 cohorts, n= 60 2 cohorts, n=30

1. Cascone et al. Nat Med 2021; 2. Forde et al. N Engl J Med 2018; 3. Reuss et al. J Immunother Cancer 2020

Reuss et al, ESM0O24



CBNPC LOCALISE : NEOSTAR & FORDE

EFS

100% 100%
. o 65.0%
Pathologic Response Rates o §10.759) 57.7% _ e
! Z 70% £ T0%
- % 60 § 0%
MPR pCR Nivo : oon £ on
5 = n=60 1 0% 'é 40%
(95%Cl)  (95% Cl) o §
Median ffu 68.4mao 20% 20%
10% 0%
28.1 D/IEI 8 -3% 0% - 1: — 1clu, - 5 : Y
{174’ 421} {35! 185] Number air)mk : :: Morii-s nmgg ucu%em M“JEI; b: " Number at:[;osx ; : "°"i:s' ungunx;:rgmut‘% 8: :)
100%+ 100%
_ so%| 90?‘
33.3% 26.7% £ aox) -
(19.0,51.7) | (13.9,450) : il
! 50% § 80%
: '; ao% | g =
30.0% 13.5% Median ffu 62.1mo i : ; ;0:
20% | ' ’
(215,402) | (656,257) ; ;
ok - i : g 0% 2 _ 24 . 8 _ 4.
e ‘i;*”‘ 2: ""“‘?’E‘ smce.::r:le mm‘:;}‘n ': 2 Numbor.;;uk 7 Momzr;s since lzrgumon(';mn & 1

Reuss et al, ESM0O24



CBNPC LOCALISE : NEOSTAR & FORDE

EFS by KRAS co-mutation w/ STK11, KEAP1, and/or SMARCA4 status (No/Yes)

100% 100%1
90% 70.4% 90%
5 80% (55.0, 81.4) 64.0% s 80% :
= 0% (48.0, 76.2) < 0% 59.1% 53,29
2 o \ S o0 (34.4,77.1) 270
e 60% . . > o (29.0. 72.4)
: [ T T T I | i
g 50% : : E 50% : i
I I 1 1
& 40% ! ! £ 40% ' '
"lE . ; : :E . 40.0% 400%
g 30% ! : g 30% (5.2.175.3) (5.2,75.3)
W 20% ; ' W 20% : :
1 9.160/0 1 g.:GO/O I I
10% : 0.8,57.5 0.8,!57.5 10% ; ! '
Median f/u 68.4mo  (08,57.5) (0.8,/57.5) Median f/u 62.1mo | |
Cl/ 1 1 00/ 1 1
012 24 36 48 60 72 84 9% °0 12 24 36 48 60 72
Number at risk Months since treatment start Number 32ts"'5k 01 MO":%S since 11:rzeatment1%tart 6
No=55 49 42 32 25 17 9 7 1 No =
Yes= 5 3 3 1 1 1 1 1 Yes = 5 3 2 2 2 2 2

Reuss et al, ESM0O24
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CBNPC LOCALISE : IMPOWER 010

No crossover

Completely resected o Cisplatin + N Atezolizumab

stage IB-IIIA* NSCLC pemetrexed, 1200 mg q21d x 16

» Stage IB tumors 24 cm gemchabine, e o
docetaxel or

« ECOG PS 0-1 -

Survival
follow-up

« Lobectomy vinorelbine
» Tumor tissue for 1-4 cycles
PD-L1 analysis \_ N=1280 )

Stratification factors
- Sex | Disease stage | Histology | PD-L1 status

Primary endpoint
- Investigator-assessed DFS tested hierarchically

Key secondary endpoints
«OSInITT | DFS in PD-L1 TC =250% stage lI-llIA | 3- and 5-year DFS

Wakelee et al, ASCO24



CBNPC LOCALISE : IMPOWER 010

Figure 2. DFS in the stage II-IlIA PD-L1 TC 21% population

100 - :
o, o— :
80 \\ :
-~ -
‘\\‘w\_‘\ o . '
GO 4 \1\’; ——o“—‘ i :
® ‘\—\*——h——‘
g’: \\L‘“ ! "‘H‘_‘.‘
(= -
40 Atezolizumab | BSC e
(n=248) l (N=228) -
DFS event, n (%) 113 (456) | 127 (55.7)
Median DF S, months 68.5 | 37.3
20 - | stratified HR 0.70 ;
(95% Cl) (0.55, 0.91) !
3-year DFS, % 627 | 821 ;
o | [ 5-yearDFs, % 832 1 427
T T I T I T T T T i T I T
o - 12 18 24 30 36 42 48 Sa €0 66 72 78
Months
No. at risk
Atezolizumab 248 226 207 191 175 59 144 130 125 118 23 48 32 7
BSC 228 186 160 143 129 120 108 95 91 N 0 &£ at B

90
4 1
4 NE

Wakelee et al, ASCO24



CBNPC LOCALISE : IMPOWER 010

Figure 5. DFS and OS in the stage lI-llIA PD-L1 TC 250% population

100 100
l .
A0 80 T F
e
! S
‘.
.
Pooe . - - . - e, Y
80 k LU Law e
¥ s
z 2
& ‘-
- ’ C- » - -
40 Ate zollzumab (LY 40 4 Arerobizumaly S
n=115) (= 114) | I L )
DES event, n (%) W (30) 62 (54 4) O8S event, n (%) M09 Qorn
+
Modian DES, months Nt a1 Median OS months N | sr
20 | | Unstratified HR 048 20 4 | Unetratified HR 047
(95% ) 032or) O Oy WO
Jyear DF S 49 82 3 yoar OS o951 s
a 5 yom DFS 6451 M5 X 5 yom O% 27 683
Y Y T T Y Y T Y Y Y ' Y Y Y Y Y 4 Y Y Y Y Y Y Y Y T Y 1 Y Y T Y
0 (N 12 L) 4 L) L) a4 A - &0 Hh 2 s LY | 0 0 ¢ v (L 4 w L 5 L 94 4an L | &0 b 12 " na €
Moaitm Monthe
No. at risk No. ot visk
Aozoirumab 11! ) VW t ) N ¥ f ! 1 b 7 kg b 1 1 ' M ) o ¥ w ! A ! i 2 |

|

Wakelee et al, ASCO24



CBNPC LOCALISE : CCTG BR.31

CCTG BR.31 Trial Design

Durvalumab
Study population: 20 mglkg Q4W x 12 months
N=1415 (all comers)

+ Stage IB (24 cm)-llIA Surgery — randomization 23 weeks N=1219 EGFR-ALK= | o .o .
th
NSCLC (AJCC 7 ed.) Platinum doublet « Stage IB (24 cm) vs Il vs lIIA ;
+ Complete resection (Chemo ineligible, chemo intolerant, patients ;PO status (0 vs 1-24% vs 25-49% ”i;;gg") -
h fi h [so be included jluvant platinum-based cnemaotherapy mg/m
« ECOGPS 01 IR EDC LD L C DI V) cisplatin/equiv vs <300 mg/m? vs no chemotherapy)

«  EGFRm/ALK+ pts * Accruing center .
eligible * Nodal dissection according to ESTS? (yes vs no)

Placebo
20 mg/kg Q4W x 12 months

é
Primary endpoint
« DFS*(Investigator Assessed) in patients with PD-L1 TC 225% and EGFR-/ALK-
Key secondary endpoints
= DFS in patients with:
- PD-L1 TC 21% and EGFR-/ALK- - PD-L1 all comers and EGFR-/ALK-
- All PD-L1 TC 225% - All PD-L1 TC 21%
- All randomized patients
« OS (six patient subpopulations)
* AEs

* QoL
Goss et al, ESM0O24



CBNPC LOCALISE : CCTG BR.31

DFS in PD-L1225% EGFR-/ALK- Damn  PBO am

104 Median follow-up: 60.0 months
LX Median DFS (95% Cl), months  69.9 (67.6, NR) 60.2 (47.7, NR)
5 75.1% HR (95% Cl) 0.935 (0.706, 1.247)

5, 08- > {69.9, 79.6)
= & 71.2% P-value (2-sided) 0.642
o AL (857, 755) 63.9%
« 6272'57/7“1 I = (58.2, 69.0)
A (62.5,77.1) } ! L e SR
& I | 685% | %?1*'~- =
Q. : ) 604,753) | o) 49, ﬁj},
o | | | (54.1,69.6) o s Lz s SO/
S 044 [ 1 [ ¥ +
= | 1 |
)] [ 1 [
w [ 1 [
5 o021 o I

| 1 |

| 1 |

1 | |

00- 1 l‘ | I 1 1 1 T
0 18 24 36 40 80 &0 100
Time From Randomization (months)
| Tregment Durvaurmab Flacebo |
Durvaumab 316 287 273 258 248 240 228 219 216 2 > 198 190 183 179 177 149 125 119 117 8 65 62 58 39 21 19 18 7 2 2 2 1 0
Facebo 161 136 128 119 116 108 105 103 102 5 91 86 8 8 67 5 5 53 43 26 25 24 14 10 10 8 5 1 1 1

Goss et al, ESM0O24



CBNPC LOCALISE : CCTG BR.31

Category
All EGFR-/ALK-

Histology?

Disease stage
(IWRS)

Chemotherapy
(IWRS)

Modal sampling
(WRS)

FD-L1 status
(Rescored)?

Subgroup ’
|—q—:—|
Sguamous b E |
Non-squamous ——
Stage IB k * : |
Stage Il L + : i
Stage A b + ‘I
2300 mg/m? [ : {
=300 mg'm?2 I + t
Mo chemotherapy :
Yes Ii—'!—:-l
Mo i *Ii {
<1% b ¢ :
1-24% b : H
25-49% +* : 1
250% [ t: i
0 n:z 0.4 I}:E IJ..E ‘i 1:2 1.4 1:6 1:3
h Favors D Favors PBO

HR (35% CI)
0.89 (0.75, 1.06)
0.82 (0.67, 1.28)
0.80 {0.65, 0.89)
0.81 (0.45, 1.49)
0.85(0.74, 1.21)
0.84 (0,85, 1.11)
0.92 {0.71, 1.20)
0.84 (0.64, 1.11)
0.90 (0,80, 1.38)
0.82 (0.67, 1.02)
1.01 {0.75, 1.37)
0.81 (060, 1.11)
0.92 {0.68, 1.26)
0.84 (0.54, 1.34)
0.97 (0.68, 1.41)

N events | patients (%)

D arm
AT7/B15 (46.3)
99/232 (42.7)
262/540 [48.5)
31/70 (44.3)
197/443 (44.5)
149/302 (49.3)
165/372 (44.4)
145/316 (45.9)
67127 (52.8)
239/520 (46.0)
131/282 (46.5)
115/261 (44.1)
120/237 (50.8)
£1/100 (51.0)
91217 (41.9)

PBO arm
1971404 (48.8)
B1/142 (43.0)
134/245 (54.7)

17136 (47 2)
BF/208 (46.4)
B3/159 (52.2)
B5/183 (46.4)
FB/158 (50.6)

33785 (50.8)
131/255 (51.4)
65143 (45.5)
50/119 (50.4)
§4/121 (52.9)

20052 (55.8)
44/112 (38.3)

Goss et al, ESM0O24
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CBNPC LOCALISE : KEYNOTE 671

S eaTake Ty (Neo)adjuvant Phase Surgery per Adjuvant Phase
mmma Local Standardsd Staned 4..1 2 \-'rk
*Age 218y Pembrolizumab Performed =20 wk after after surgery
» Pathologically 200 mg IV Q3W 1st jf_gﬂtt;(vgggf’“"

confirmed, resectable + last dose if
stage I, llIA, or 1lIB (N2) Cisplatin and <4 neoadjuvant cycles)

NSCLC per AJCC v8 Gemcitabine® Pembrolizumab
* No prior therapy or 200 mg IV Q3W
« Provision of tumor sample Cisplatin and for up to 13 cycles
for PD-L1 evaluation® Pemetrexed® (~8 mo)
- Able to undergo planned for up to 4 cycles
surgery
__—— Placebo IV Q3W
Stratification Factors
+ Placebo IV Q3W

- Stage (Il vs 1) Cisplatin and for up to 13 cycles
« PD-L1 TPS (<50% vs 250%) Gemcitabine® (~8 mo)

« Histology (squamous vs or

nonsquamous) Cisplatin and

« Geographical region Pemetrexed®

(East Asia vs Non-East Asia) for up to 4 cycles

Garassino et al, ESMO24



CBNPC LOCALISE : KEYNOTE 671

Overall
Stage at baseline
Stage Il
Stage Il
Histology
Sguamous
MNonsgquamous
PD-L1 TPS status
TPS <1%
TP3 z1%
TPS 1%—49%
TPS 250%
N status at baseline®
NO
N1
N2

No. of Eventa/Neo. of Patlents

Pembro
174397

40118
134/279

721711
102/226

78138
96/239
55/127
41132

59/148
29/81
86/168

Placebo . HR (95% Cl)

2481400 - 0.50 (0.48-0.72)
:

62/121 . 0.59 (0.40-0.88)

186/279 - 0.58 (0.46-0.72)

1170173 .- 0.51 (0.38-0.69)

1314227 . 0.66 (0.51-0.86)
i

102/151 - 0.75 (0.56-1.01)
]

1464249 - E 0.51 (0.39-0.66)

76/115 = E 0.52 (0.36-0.73)
]

70/134 - 0.48 (0.33-0.71)
:

83/142 - 0.58 (0.41-0.80)

39071 - 0.56 (0.35-0.91)

126/187 - 0.63 (0.48-0.82)

0.1 1 10
- :

Favors pembro

Favors placebo

Percentage of Patients, %

50.0 -
45.0 1
40.0 4
35.0 4
30.0 1
25.0 1
20.0 1
15.0 -
10.0 -
5.0 {

0.0

380

0%-55% =5%-230% >30%-260% >60%
% Viable Tumor
n Median %RVT (IQR), %
Pembro Arm 320 29.5(1.0-56.0)
Placebo Arm 300 52.0 (29.0-68.0)

Garassino et al, ESMO24
Jones et al, WCLC24



CBNPC LOCALISE : CHECKMATE 77T

Key eligibility criteria

* Resectable, stage lIA (>4 cm)-lIIB
(N2) NSCLC (per AJCC 8th edition)

* No prior systemic anti-cancer 9_

treatment
* ECOGP50-1

* No EGFR mutation/known ALK

alterations®

N=461

EFS (%)

No. at risk

73%

70%

e

NIVO 360 mg Q3W

-+

chemo® Q3W
(4 cycles)

NIVO + chemo/NIVO

Months from randomization

Radiologic {mithins{liu:ﬂ.g:erL post
restagin / / -
_g.bg necadjuvant a2 ?130 mg LRA
treatment) yes
Follow-up
—
sSurgery
Radiologic | (within 6 weeks post—
restaging neoadjuvant —
— treatment)
NIVO + chemo/NIVO Chemo/PBO
(n =229) (n=232)
Median EFS, mo NR 18.4
(95% Cl) (28.9-NR) (13.6-28.1)
HR (97.36% Cl)® 0.58 (0.42-0.81)
P value 0.00025

Spicer et al, Esmo24



CBNPC LOCALISE : CHECKMATE 77T

Augmentation de la survie sans évenements a 40 mois groupe expérimental versus 17 mois groupe controle

ctDNA clearancec pCR by ctDNA clearance status
(neoadjuvant C1D1 to neoadjuvant completion)
80 80 .
With ctDNA clearancec Without ctDNA clearance*
—_ 66% |
&
()] 60 60 _
e
o 3 50%
m N
o 9 g
& 40 38% © 40
[1+]
o o
G 2
% 20 20
fa)
= 12% _
. 0% 2%
0- 0- :
NIVO PBO NIVO PBO NIVO PBO
n/N 50/76 24/64 n/N 25/50 3/24 0/26 1/40

« Among patients with ctDNA clearance, the EFS HR was 0.38 (95% CI, 0.16-0.88); 2-year EFS rates were 81% (NIVO) vs 58% (PBO)
« Among patients without ctDNA clearance, the EFS HR was 0.74 (95% Cl, 0.39-1.42); 2-year EFS rates were 50% (NIVO) vs 31% (PBO)

Spicer et al, Esmo24



CBNPC LOCALISE : CHECKMATE 77T

Landmark EFS from definitive surgery? by pCR status

100—‘%"5,5?0;. >
<o

T DL
80 g ——
| | _--___0_"“'0-@___:_
) — ey =S T eﬂs&\ )
3 60 | I 0t wom = = =g NIVO (no pCR)
(7] A =@ - - - -
L . ).
w 40— HR (95% CI) -® + = 0= = — @00
NIVO vs PBO BRO (na RCR)
20— pCR® 0.59 (0.12-2.91)
' No pCRP 0.75 (0.51-1.09)
0 6 12 18 24 30 36 42 45
Months from surgery
No. at risk
pCR 58 54 52 51 40 19 5 0 0
No pCR 98 74 65 61 40 26 10 4 6

Spicer et al, Esmo24



CBNPC LOCALISE : AEGAN (ANALYSE INTERMEDIAIRE)

Study population

Durvalumab 1500 mg IV +

* D | b1l v
* Resectable NSCLC " platinum-based CT* 8 urc\;:\::r:\:' 125?%::55
(stage HA-IIB[N2]; AJCC 8 ed) Q3W for 4 cycles & ' cy

* Treatment-naive
» ECOGPSOor1

Randomization stratified by:
s Disease stage (Il vs 1)
« PD-L1 expression (21% vs <1%)

» Lobectomy, sieeve resection, or

bilobectomy as planned surgery® Placebo IV +
» Confirmed PD-L1 status’ platinum-based CT*
* Nodocumented EGFR/ALK sz Q3W for 4 cycles
randomized

aberrations*

Efficacy analyses were performed in the mITT population (or its resected subpopulation), which excluded patients with documented EGFR/ALK aberrations?
Primary endpoints: pCR, evaluated centrally (IASLC 2020:), and EFS per BICR (RECIST v1.1)
Key secondary endpoints: MPR, evaluated centrally (IASLC 2020%), DFS per BICR (RECIST v1.1) in the resected subpopulation, and OS

EFS interim analysis #1 EFS interim analysis #2 (reported here)
Data cutoff November 10, 2022 May 10, 2024
Median EFS follow-up 11.7 months (censored patients) 25.9 months (censored patients)
Data maturity 31.9% 39.1%

Heymach et al. WCLC24



CBNPC LOCALISE : AEGAN (ANALYSE INTERMEDIAIRE)

* Based on 35% maturity, an OS trend favoring the durvalumab arm was observed

1.0 Dam PBO arm
z *\ﬁ\ No. events / no. patients (%) 121/366 (33.1) 140/374 (37.4)
09 - - . 843% mOS, months (35% CI) NR (NR-NR) 53.2 (44.3-NR)
0.8 - 85.3% “‘\,‘_0\ Stratified HR (95% Cl) 0.89 (0.70-1.14)
5 Q7
o]
s 06 -
Z
= 054
a
3
[+) 0.4 n
e
o
034
0.2 - Median follow-up (range) in censored patients: 33.6 (0.7-64.3) months
0OS maturity: 35.3%
0.1 4
0.0 ] 1 ] I 1 L} ' 1 ] ] 1 1 1 L 1 l 1 ] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
o it Time from randomization (months)

Darm 366 356 327 316 297 288 277 267 260 227 182 141 104 80 62 50 39 29 16 12 3 1 O
PBO arm 374 367 342 327 309 292 287 270 259 230 183 145 116 87 68 58 41 28 16 7 2 0 O

Heymach et al. WCLC24



CBNPC LOCALISE : NOUVELLES MOLECULES (NEOCOAST)

Neoadjuvant for Adjuvant for
4 cycles Q3W up to 1 year
Arm 1: Oleclumab + durvalumab
+ platinum-doublet CT* _.
Key eligibility =78
criteria Arm 2: Monalizumab + durvalumab
+ platinum-doublet CT* e Monalizumab + durvalumab
resectable NSCLC R — Eﬁ efficacy
(AJCC 8t edition) = I B follow-up

Stratification by
PDAL1TPS

* EGFR/ALK wild-type
* ECOGPSOor1 DA Arm 4: Dato-DXd + durvalumab
‘ + single-agent platinum CT* — Durvalumab
(N=54)

r N\ € . A
o - " o Statistical considerations
mary endpoiy Y SULIIR YOS * This study was not powered to make direct statistical comparisons between arms.
* pCR rate® * mPRrates and EFS : , ,
2 ; * Descriptive statistics are summarised and presented.
» Safetyand tolerability <« Feasibility of surgery : .
i ) & The primary intent was to look for preliminary efficacy signals by calculating pCR rates.

Cascone et al. WCLC24



CBNPC LOCALISE : NOUVELLES MOLECULES (NEOCOAST)

Arm 1 Arm 2 Arm4d
Oleclumab + durvalumab + CT Monalizumab + durvalumab + CT Dato-DXd + durvalumab + CT

Overall pCR = 20.0% Overall pCR = 26.7% Overall pCR =34.1%
50 -
41.2%
(7/17)
40 A 35.0%
= (8/25) 30.0% (5/15)
L 30 .- (6/20) 25.0% PD-L1 TPS <1%
3 (3/12)
o 17.6% _— B PD-L1TPS 1-49%
o | :
g X 3/17) (3/20) B PD-L1TPS 2 50%
o
10 - 5.6%
(1/18)
0

Cascone et al. WCLC24
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CBNPC NON RESECABLE : PACIFIC 2

Treatment period -EM-

Patient population

e Locally advanced, unresectable
(Stage IlI) NSCLC

e ECOG/WHO performance status
Oort

Stratification factors

e Age (<65 vs 265 years)

e Stage (A vs lIB/C)

N=328

Randomized

Durvalumab 1500 mg IV Q4W

)

I0+CRT

CR, PR, orSD at
16 weekst

+ SoC CRT*
n=219

CR,PR, orSD at

Placebo IV Q4W 16 weeks:

+SoC CRT*
n=109

Consolidation

Durvalumab
until progression

Placebo
until progression

Primary endpoint
o PFS by BICR per RECIST v1.1
Key secondary endpoints

e 05, 0RR,} 0524

e PFS2 DoR, TDDM, DCR, PK,
health-related QoL

\o Safety’ and tolerability

\

>

Bradley et al, ELCC 2024



CBNPC NON RESECABLE : PACIFIC 2
10-

No. events / no. randomized patients (%) 147/219 (67.1) 80/109 (73.4)

08 - mPFS, months (95% Cl) 13.8 (9.5, 16.9) 9.4 (7.5, 16.6)
i HR (95% Cl) 0.85(0.65, 1.12)
‘s 0.6 A P-value* 0.247
=
8 04-
£
o

0.2 94 — Durvalumab + CRT I

— Placebo + CRT
OO 1 | | I | | | | | I | I I | 1 | | 1 I | | |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at risk: Time from randomization (months)

Durvalumab+CRT 219199 145124102 94 83 75 69 64 60 59 58 50 49 47 43 28 24 10 2 0 0O
Placebo+CRT 109104 72 58 44 38 34 32 28 26 25 24 24 24 24 23 19 15 12 7 3 1 0

Bradley et al, ELCC 2024



CBNPC NON RESECABLE : PACIFIC 2

Durvalumab + CRT Placebo + CRT

1.0 -

No. events / no. randomized patients (%) 142/219 (64.8) 69/109 (63.3)

i mOS, months (95% Cl) 36.4 (26.2, 45.6) 29.5(23.2,45.1)
@ ' HR (95% Cl) 1.03 (0.78, 1.39)
‘S 0.6 - P-value’ 0.823
=N
8 04-
o
o.

0.2 4 —— Durvalumab + CRT

—— Placebo + CRT
00 I 1 I || | 1 1 1 1 1 1 I I 1 1 | 1 1 | 1

1 I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at risk: Time from randomization (months)

Durvalumab+ CRT 219 207 191 177 160 152 141 132 126 120 114 111 107 100 95 94 89 75 49 31 15 1 0
Placebo + CRT 109 106 98 95 87 83 75 66 62 57 51 47 45 43 43 43 39 35 27 17 9 2 0O

Bradley et al, ELCC 2024



CBNPC NON RESECABLE : COAST

Age 218 years Locally
advanced,
unresectable, Stage Il
NSCLC*

No progression after
prior cCRT?

ECOGPS0Oor1

No prior anti-PD-{L)1 or
anti-CTLAA4 antibodies for
the treatment of NSCLC

N=189 randomized

1-42 days
post-cCRT

Randomized
1:1:1

Stratification by
histology

(adenocarcinoma
VS non-

adenocarcinoma)

Study treatment up to 12 months

Control
Durvalumab 1500 mg IV Q4W
(n=67)

ArmA
Durvalumab 1500 mg IV Q4W
+ oleclumab 3000 mg IV

(n=60)
Oleclumab Q2W for cycles 1 and 2,
then Q4W starting cycle 3

ArmB
Durvalumab 1500 mg IV Q4W
+ monalizumab 750 mg IV Q2W
(n=62)

Primary endpoint

* ORR per RECIST v1.1#

Secondary endpoints

» Safety

*» DoR, DCR, and PFS per
RECIST v1.1¢

« OS

« PK

* Immunogenicity

Exploratory endpoints

» Biomarkers

Aggarwal et al, ASCO 2024




CBNPC NON RESECABLE : COAST

1.0 + = ControlArm (D) Arm A(D+0)  Arm B (D+1)
0.9 _ i - Events/patients, n 42/67 35/60 38/62
){{ ; mPFS, months 7.3 211 19.8
08 by (95% CIy* (4.0,138)  (104,30.9) (136,31.3)
.‘ ; (S.470 HR - 0,59 0.63
0.7 | " i (95% Cl)t (0.37,0.93)  (0.40, 0.99)
> 086 Y ‘
= . e »
g 0.5 1 4 63.5%
E # \ 46.3%
o 041 _‘-\_L\_‘_\ i ;
Q Tl
o E . i | 45.2% —
a 02 e .
a 02 | 37.6% gy T
01 % ’l’ '! f J"*i" 0 Y i - = /
00 26.6% g e
| I | T 1 I I ] I I K T | I 1 I 1 T I | T I I I
0 2 4 5 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
No. at risk Time from randomization (months)
D67 52 34 28 21 20 18 16 16 15 14 13 12 11 11 11 11 98 8 8 2 1 0
D+OG0 49 47 41 37 34 33 31 31 28 26 23 22 21 19 18 17 14 11 7 5 4 3 0
D+M 67 55 47 45 42 39 39 30 28 27 25 24 2 29 20 20 14 13 7

Aggarwal et al, ASCO 2024



CBNPC NON RESECABLE : COAST

A PDL1 TC <1% B PD-L1 TC 1%
Control (D) Arm A (LU40) Arm B () —_—  Contol(D) Am A(DO) Am B (DY)
Lvonts’pationts. n 118 K4 o2 Evonts/patonte, n 1W30 1423 13
10 mPFS, months 73 NG 123 10 4 ’ mPFS, months 50 TR »H
09 | (05% Ol (40-400) (130-NC) (35.346) 09 1 L (05% Q1 (35-195) (55-NC)  (136-374)
R 0249 ' R ] | HH 0.482 ) 37¢
08 ‘ 1128 (iF] 0379
z oy ( {0.054, 1.151) (0440, 2.692) 2 =1 " _ (95% C1)r (0.22¢, 1.016) (0.178 0.810)
0n .§ 06
2 05 as 3
a 8 e
w ¢ . = o © } ¢
% 03 | W ogy] *
i o »
02 02 + +—
01 at .
00 g ¢ - M - an 2 . . n T Y
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 4 & 00 4 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
No. at nek Time from randomization (months) No. at risk Time from randomization (monthe)

"0 118 & & & £ & : g 9 o v e 5 —
AL RO R &R £ 83923 : D 302314 11 8 7 6 6 85 4 3 33333222000

C Non-Squamous D Squamous
ontrol (D) Arm A (D¢ Arm Control (D} Arm A(C+0) Arm B [00)
194 & Events/pationts, n 2337 10138 2035 104 1o Evonts/patonts, n 1030 16725 182
09 « mPFS, months 56 247 231 09 1 \ mPFS. months 78 28 165
(95% CIf 36-113) @E1-NC)  (132.374) ey ©5% o (36-204) (78281 (31-3485)
08 " =T 08 9 . iz
) Tl : HR 0532 0519 £ = - M3 0718 0738
% 07 | 1 (95% CIpt (0284 0998) (0278, 0571) E 07 (5% ay (0.366, 1.402) (D.408, 1.525)
® 0 o6 1 (-
‘8 08 : _§ ]6.
Y ) ¢— — 05
g o8 i R C
o 04 iy e = o 04] — Sl b
W oo3 L o3
o ¥ - g o %] gy s Yo v
02 2 B
01 01 d
02 0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 38 40 42 44 5 0o 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 M &
No. at risk Time from randomization (months) No. at ik Time from randomization (months)
D3729181310 9 8 7 7 7 6 6 5 6§ 5 5 5 4 4 4 3 00 O D323161511 1110 9 8 8 8 7 7 6 86 6 6 5 4 4 3 2 1 0

Aggarwal et al, ASCO 2024
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CBNPC METASTATIQUE : GALAXIES LUNG 201

Belrestotug is an Fcy-receptor enabled
mAb%11 with two key mechanisms of action

Belrestotug demonstrated higher potency
relative to other anti-TIGIT mAbs'2

Belrestotug treatment leads to increases in

proliferating CD8+ T-cells and a marked

Key Eligibility Criteria:

Previously untreated, unresectable,
locally advanced/metastatic NSCLC

PD-L1 high (TPS 250%;
determined locally or centrally

Cell-based IL-2 promoter

i activation assay
ot Belrestotug @
7 i <
gd °
39 e 2
g2 44 3
s -
s3 ® £
i 1 °
3
s
T T T T 1
100 10 1 0.1 0.01

IC50 (nM) in CD155 competition assay

Pembrolizumab 200 mg Q3W

Dostarlimab 500 mg Q3W

reduction in Tregs in patients'®

Peripheral
blood measurements
100 9 Proliferating
= CD8T colls
3
£ 97
i
S o4
-
£ o
o
Trog celis
T T T L}
1 7 14 28
Days post infusion

Primary
Endpoint:

C

ORR per RECIST 1.1 by
) investigator assessment

by DAKO 22C3 or VENTANA g B: Belrestotug 400 mg + dostarlimab 500 mg Q3W

SP263 assay) - Key Secondary
EGFRIALK wild-type, no actionable = C: Belrestotug 1000 mg + dostarlimab 500 mg Q3W Endpoints:

driver mutations Stratification: « PFS + Safety
Current or former smoker Squamous vs Substudy 2 Belrestotug + dostarlimab + nelistotug? Q3W « 0S . PK

non-squamous

* DoR

Asymptomatic and treated brain * ADA

metastases are eligible Substudies to be added by amendment

Study initiation timeline




CBNPC METASTATIQUE : GALAXIES LUNG 201

. . Best Overall R
Best Percent Change From Baseline in Tumour Measurement (Without Confrmation:

PR
Combination therapy was associated with a greater reduction in tumour size vs dostarlimab monotherapy = SD

PD
Dostarlimab (N=32) 0 A: Belrestotug 100 mg + dostarlimab (N=30)

Taux de réponse
objective :

> 28.1 % groupe
DOSTARLIMAB seul
> Environ 60% e T W e i e T e e
pour toutes les
autres combinaisons
anti TIGIT +
DOSTARLIMAB

Maximum percentage
change frem baseline’
Maximum percentage
change from baseline!

EhbIssbihs aNuELTaREE
8

12 3 4 5 6 T 8 &% 10 01 12 13 4 15 6 17 18 W N M 2 B M N N N R

Patients Patients

00 =
a0 4 a0
e
T+

10 C: Belrestotug 1000 mg + dostarlimab (N=30)

: Belrestotug 400 mg + dostarlimab (N=32)

Maximum percentage

change from baseline’

Maximum percentage

change from baseline!
3

PROPR oo
PR M
nmm""ﬂmnmmm
m

BEIBLELRS 2RLBEES

g

102 3 4 5 6 7 B 9 1 M 12 13 4 15 16 7 1B 19 W N 2 1 24 5 m® 7 A 12 3 4 5 6 7 B 8 10 1112 13 14 15 16 17 18 19 W M 2 23 M 235 % N B ¥ 30
Patients Patients

"Mumerically lowest percent change from baseling that is on or prior to date of first radiclogical PD and start of follow-up anticancer therapy (excluding radiotherapy and surgery); patients without assessable post-baseline scans or where all baseline target lasions are not measured at subsequent visits ane not
included in figure; responses shown are per RECIST 1.1 by investigator assessment without confirmation. PD, progressive disease; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumours; SD, stable disease.



CBNPC METASTATIQUE : HARMONI-2 (AKT 112-303)

Patient population

CBNPC stade llIB-IV

Naifs de traitement
systémique

Absence de mutation EGFR
ou rearrangement ALK
ECOGPSOor |

PD-L1 TPS 21%

Strafication

= Stade Clinique (llIB/C vs IV)
= Histologie (SQ vs non-SQ)

= PD-L1 TPS (250% Vs 1-49%)

N=3%8

Ivonescimab
20 mg/kg Q3W (n=198)

Traitement jusqu’a absence de
’ bénéfice clinique, toxicité
inacceptable ou jusqu’a 24 mois
Pembrolizumab

200 mg Q3W (n=200)

Criteres de jugement

= Principal : SSP par revue indépendante par RECIST v1.1
= Secondaires : SG, SSP par investigateurs, ORR, DoR, TIR et tolérance
= Exploratoire : Qol (qualité de vie)

Zhou et al, WCLC 2024



CBNPC METASTATIQUE : HARMONI-2 (AKT 112-303)

~ Objectif principal: SSP par revue indépendante

Mo. at risk (events)

100 -
80 -
> 60 -
o
)
40 -
20 -
0

mSSP, mois (IC95%)
HR Stratifié (IC95%)
g
?-mois : 56% (47,64)
| lvonescimab

9-miois : 40% ,
miois : 40% (32,48) = Pembrolizumab

Suivi median : 8.67 mois

 Temps (mois)

vonescimab 1588 (0 B9(3)
Pembrolzumab 200 (0

3 - 2 6 7 8 9 10 11 12 13 14

11,14 (7,33- NE)
0.51 (0.38, 0.69)
<0,0001

Zhou et al, WCLC 2024



| ES
NOUVEAUTES

A SUIVRE




LES ADC ANTI TROP 2

Key eligibility criteria . '
« Histologically confirmed ES-SCLC sacituzumab govitecan Primary end points

+ Disease progression after no more « ORR (INV®
than 1 prior line of platinum-based SG 10 mg/kg Second(ary e31d points
chemo and anti-PD-(L)-1 therapy IV.on D1 and D8 Survival » DOR, CBR, PFS (INV®)
Measurable disease per RECIST 21-day cycles follow-up B - ORR. DOR. CBR. PFS
e (until PD or : ‘ '

(BICR®)
« OS
« Safety

unacceptable toxicit

ECOG PS 0-1
Stable, treated brain metastases
allowed?

e At data cutoff (8 March 2024), median follow-up was 12.3 (range, 8.1-20.1) months

Best response to last prior anti-cancer therapy, n (%)
CR/PR 24 (55.8)
SD/PD 16 (37.2)

Chemotherapy-free interval, n (%)°
<90 days (platinum-resistant) 20 (46.5)

290 days (platinum-sensitive) 23 (53.5) Dowlati et al. WCLC 2024, Dowlati et al. JTO 2025




Percentage change from baseline-target lesions

LES ADC ANTI TROP 2

100

75

Tumor response over time?

Best overall response®

B Confirmed partial response (n = 18)
B Stable disease (n = 18)
B Progressive disease (n=4)

Platinum resistant (CTFI <90 days)

Platinum sensitive (CTFI 290 days)

Efficacy® (n=20) (n=23)
ORR, % (95% Cl) 35.0 (15.4-59.2) 47.8 (26.8-69.4)
BOR, n (%)
Confirmed PR 7 (35.0) 11 (47.8)
sSD 7 (35.0) 11 (47.8)
PD 4(20.0) 0
Not assessed" 2(10.0) 1(4.3)

DCR (confirmed PR + SD), % (95% ClI)
CBR (confirmed PR + SD for 26 months), % (95% CI)

70.0 (45.7-88.1)
40.0 (19.1-63.9)

95.7 (78.1-99.9)
56.5 (34.5-76.8)

Median DOR, months (95% Cl)s¢ 6.3 (1.5-6.9) 4.4 (3.0-NR)

DOR rate at 6 months, % (95% CI)" 57.1(17.2-83.7) 41.6 (13.1-68.4)
Median PFS, months (95% CI)° 3.8 (1.4-7.6) 5.0 (4.1-7.4)
[Median 0S8, months (95% Cl)¢ 6.6 (4.7-17.7) 14.7 (7.7-NR) ]

Dowlati et al. WCLC 2024, Dowlati et al. JTO 2025



LES ANTICORPS BI SPECIFIQUES : ANTI DLL3

Lymphocyte T Cellule tumorale

--------------------------------------------------------------------------------------------
.

\ Part 1 Part 2
: Dose Evaluation Dose Expansion
Key Inclusion Criteria Tarlatamab 10 mg
+ ES-SCLC : (n =88)
* Previous treatment with 1 mg on Day 1, followed by 10 mg
TR 2 2 lines (including : on Days 8, 15, and Q2W thereafter Tarlatamab 10 mg
nticorps Bispécifique ¢ H
platinum-doublet) : Ll Dosg (n=12)
% ECOG ps 0_1 : Selection o S
+ Measurable disease Tarlatamab 100 mg SR - it
« Treated and stable : (n =88)
brain metastases :
allowed 1 mg on Day 1, followed by 100 mg
on Days 8 15, and Q2W thereafter ITT ana]ysis set

® .
...........................................................................................

https://www.imdelltrahcp.com/
Ahn et al. NEJM 2023
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% Change From Baseline in Sum of Diameters

LES ANTICORPS BI SPECIFIQUES : ANTI DLL3

140 —

120

100 —

80—

60—

40

20—

Response

BCR
B FR

sD
B PD
B NE

DLL3 Expression
* Not evaluable/unavailable

+ Undetectable DLL3

All other patients shown had
detectable DLL3

-20—

-40 —

60—

-80—

-100—

o

Tk

1.0 1
0.8 1
0.6 1

0.4 1

Survival Probability

0.2+

0.0 1

6-month* 0S: 73.4%

Tarlatamab 10 mg (N = 100)
— Progression-free Interval after 1L Platinum < 90 days
Progression-free Interval after 1L Platinum 2 90 days

12-montht 0S: 57.0% 18-month* 0S: 46.0%

0

Number of Patients at Risk:

Tarlatamab 10mg 100
<90 days 39
= 90 days 55

84
31
48

1
|
I
|
|
1
1
'

6

26
39

62
25
35

12 15 18 21 24 27
Months

52 46 36 18 3 0

21 18 13 7 0

29 26 21 9 2 0

Ahn et al. NEJM 2023, Sands WCLC 2024



LES ANTICORPS BI SPECIFIQUES : ANTI DLL3

N Tarlatomab + Atezolizumab

F Tanatamab + Durvalumab
SG a9 mois de o Tartatamat 0 (ot
la maintenance :

B
89% ¥ o ;
Meédiane de SSP 5
(aprés 0.04 : , J :1 : y : :
maintenance) : — : g > wonths 12 15 18 2
at Risk

5,6 mois

Lau WCLC 2024
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