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CBPC - localement avancé : ADRIATIC

Ongoing, randomised, double-blind, placebo-controlled, multicentre, international study

Durvalumab (Dual primary endpoints: A
» Stage -l LS-SCLC N=730 N=264 « DvsP
(stage I/l inoperable) — PFS;*0S
« WHOPS 0 or 1 KRT\ Placebo Key secondary endpoints:
: \_/ N=266 * D+TvsP
* Had not progressed following cCRT* _ — PFS10S
» PCI* permitted before randomisation gg::g: :t:gé L, Durvalumab + tremelimumab Other secondary endpoints:
(Il vs 1) N=200 _* PFS/OS landmarks, safety p
PCl (yes vs no) Treatment until investigator-determined PD or
intolerable toxicity, or for a maximum of 24 months
(PClIcCRT components (in line with standards of care)* ) ITT population Durvalumab (n=264) Placebo (n = 266)
* PCI delivered before randomisation, as clinically indicated Received PCI. % 54 54
* Four cycles of platinum (cisplatin or carboplatin) and — . . ‘o
etoposide (three permitted?) Carboplatin / cisplatin CT,% % 34 /66 33/67

\ RT:60-66 Gy QD over 6 weeks or 45 Gy BID over 3 weeks?* / BID / QD thoracic RT, % 26/74 30/70




CBPC - localement avancé : ADRIATIC

PCl-yes and PCI-no subgro

ups -

0S

PCl-yes PCl-no ITT
P (n=143) D (n=122) 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) 55.9 (37.3-NE) 33.4(25.5-39.9)
3-year 0S, % 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)t
Multivariable HR (95% Cl) 0.72 (0.50-1.03)* 0.73 (0.52-1.02) -
10+ PCl-yes 10- PCl-no
[7,} 08_ » 08'
2 °
> 0.6 S 06-
% 56'5%i % I
g 04_ : .g 04_ |
° ! 2 l —
027 ! % 0.2 | —
0 T T T T T T T T T T T i T T T T T T T T 1 0 T T T T T T T T T T T i T T T T T T T T 1
0 3 6 91215182124 2730 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9121518212427 30 33 36 3942 4548 51 54 57 60 63
Time from randomisation (months) Time from randomisation (months)
No. at risk: No. at risk:
D,PClyes  142139132127124 118110105100 93 82 63 51 40 29 23 19 15 8 4 1 0 D,PClno 122122116109 99 89 79 78 72 69 59 47 39 28 22 16 8 4 3 1 0 0
P,PClyes  143140133129122110100 95 91 89 77 €1 48 37 26 20 14 13 5 3 1 0 P,PClno 123120114102 92 85 75 69 60 54 46 36 32 25 18 11 9 6 3 2 0 0

*Subgroup HRs and Cls calculated using an unstratified Cox proportional hazards model.
ITT HR and Cls calculated using a Cox proportional hazards model stratified by receipt of PCI.

Cl, confidence interval; NE, not estimable; NR, not reached; yr, year. Multivariable analysis interaction p-value 0.96.



ADRIATIC : CARBOPLATINE VS CISPLATINE

Survie Globale

Carboplatin CT Cisplatin CT ITT

D (n=173) P (n=178) D (n = 264) P (n = 266)
Median OS (95% CI), months NR (42.5-NE) 33.4 (21.7-NE) 41.9 (27.7-NE) 34.3 (25.4-40.7) 55.9 (37.3-NE) 33.4(25.5-39.9)
3-year 08, % 65.3 46.7 52.1 48.1 56.5 47.6
HR (95% CI) 0.56 (0.35-0.89)* 0.82 (0.61-1.10) 0.73(0.57-0.93)t
Multivariable HR (95% CI) 0.55 (0.35-0.87)* 0.81 (0.60-1.08) -
104 Carboplatin CT 10- Cisplatin CT
w 0.8 1 7)) 0.8
et et
’% 0.6 - ’% 0.6 -
8 04- ; 8 04- i
S | 2 i
* 02- | * 02- i
0 | I I I I | I I I I ] i | | | I ] | I I 1 0 I | I | I I I I I I | i | I I | I | | I 1
0 3 6 9121518212427 3033 36 39424548 51 54 57 60 63 0 36 912151821242730333639424548515457606
Time from randomisation (months) Time from randomisation (months)
No. at risk: No. at risk:
D, carboplatin 91 90 84 81 77 71 68 66 65 63 55 40 32 23 177 11 8 4 2 1 1 0 D, cisplatin 173171164 155 146136 121 117107 99 86 70 58 45 34 28 19 15 9 4 0 0
P, carboplatin 88 86 84 77 69 63 57 52 47 45 41 28 2 16 11 8 6 3 1 1 0 0 P, cisplatin 178 174 163 154 145132 118112104 98 82 69 58 46 33 23 17 16 7 4 1 0



ADRIATIC : Bifractionné VS monofractionné

Survie globale

BID RT QD RT ITT
P(n=187) D (n=264) P (n=266)
Median OS (95% Cl), months NR (NE-NE) 44.8 (29.4-NE) 41.9 (32.0-NE) 26.1(21.7-36.8) 55.9 (37.3-NE) 33.4 (25.5-39.9)
3-year OS, % 65.8 57.4 53.1 43.3 56.5 47.6
HR (95% Cl) 0.68 (0.40-1.14)* 0.72 (0.55-0.96)* 0.73 (0.57-0.93)t
Multivariable HR (95% CI) 0.71 (0.42-1.18)* 0.73 (0.55-0.96)* -
10- BID RT 10- QDRT
7, 0.8 - w 0.8 -
b 2
S 064 2 067
% 57.4% i %
8 047 | 8 047 43.3%
3 | 2 i
* 021 | * 02- |
0 | 1 | I | 1 | | | | 1 i ] | 1 | | | 0 | | 1 | | | | I ] | | i | | | | | | | I |
0 36 9121518212427 3033363942454851545 0 3 6 9121518212427 3033 36 394245485154 57606
Time from randomisation (months) Time from randomisation (months)
No. at risk: No. at risk:
D, BID 69 68 63 61 59 56 54 53 51 48 42 35 27 18 13 10 5 5 3 D, QD 195193 185175164 151 135130121114 99 75 63 50 38 29 22 14 & 3 1 0
P, BID 79 79 76 73 69 61 57 56 54 53 45 37 32 27 22 14 9 8 4 P, QD 187181171158 145134118108 97 90 78 60 48 35 22 17 14 11 4 2 0 0
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CBPC - Méta

statique : BMS 986012

Anti FUC-GM1 + CT + NIVOLUMAB

Study design

A

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

» Age > 18 years
confirmed ES-SCLC2
newly diagnosed

* > 1 measurable lesion
« ECOGPS (0/1)

Stratification

- ECOG PS (0/1)

 Histologically/cytologically

+ Liver metastases (yes/no)

ey eligibility criteria Induction Maintenance Primary endpoints

4 cycles (1 cycle = 21 days) < 2 years or until progression, . Safety
unacceptable toxicity, or death

« PFS by BICR (per RECIST v1.1)

BMS-986012 420 mg +

BMS-986012 560 mg + Secondary endpoints

* No prior systemic therapy/ NINCRSOUmRYAC Y NIVO 480 mg IV Q4W g 0S

b
chemo + ORR, DOR and TTR by BICR (per

RECIST v1.1)
* PFS by investigator (per RECIST

NIVO 480 mg IV QAW  uu JEERARY
* Immunogenicity

NIVO 360 mg IV Q3W +
chemo®

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 OS: data cutoff February 26, 2024



CBPC - Métastatique : BMS 986012

Anti FUC-GM1 + CT + NIVOLUMAB - Survie globale

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

1.0 BMS-986012 (anti-Fuc-GM1 ) BMS-986012 NIVO + chemo
+ + + NIVO + chemo
0.9 ~ IO chemo A=l .
0.8 ; Median OS, mo 15.6 11.4
‘ (95% CI) (12.5-NA) (9.3-16.6)
g 0.77 HR (95% Cl) 0.71 (0.44-1.16)
S 0.64
>
=  0.5-
®
_5 04_ O © © © ©
“ 0.3 |_I
0.7 NIVO + chemo
0.1 1
00 I 1 I I I 1 I I I | 1 |
0 3 6 9 12 15 18 21 24 27 30 33
Number at risk Time since randomization (mo)
+N I?(A)S; 9c8h680n11 (2) 67 59 54 45 33 20 11 9 5 4 3 0
NIVO + chemo 66 58 49 39 21 20 8 6 3 1 0 0



CBPC - Metastatique : BMS 986012

Anti FUC-GM1 + CT + NIVOLUMAB - Survie sans progression

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

1.07 + NIVO + chemo BMS-986012
0.9 1 + NIVO + chemo
0.8 1 n =662
W | Median PFS, mo 5.8 5.2
a 07 (95% Cl) (5.0-7.9) (4.8-6.6)
> 0.6 7 HR (95% Cl) 0.89 (0.57-1.40); P = 0.61
= 0.5
a
g 0.4
& 0.37 NIVO + chemo
0.2 1 -6-6 & )
0.1
00 ] | | | | | | | | |
0 3 6 9 12 15 18 21 24 27
Number at risk Time since randomization (mo)
. NIBV'és;gh‘seo':]i 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



CBPC - Metastatique : BMS 986012

Profondeur de la réponse

Depth of response and time to response

BMS-986012 (anti-Fuc-GM1)
+ NIVO + chemo NIVO + chemo
n=>58 ; n =60

N
(8}
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N
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i 0 -
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Change from baseline
in target lesion size (%)
Change from baseline
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Patients Patients

* Median time to response? was 1.5 mo (range 1.3-3.0) with BMS-986012
(anti-Fuc-GM1) + NIVO + chemo and 1.6 mo (range 1.2-5.2) with NIVO + chemo
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CBNPC localise : CCTG BR31

Schéma de U’étude : DURVALUMAB en adjuvant (apres CT)

CCTG BR.31 Trial Design

Durvalumab
20 mg/kg Q4W x 12 months

Stratification
« Stage IB (24 cm) vs Il vs lIIA

Study population: N=1415 (all

- Stage IB (24 cm)-IIIA Surgery — randomization 23 weeks  (ZUHS L ETAR)
NSCLC (AJCC 7" ed.) Platinum doublet

« Complete resection (Chemo ineligible, chemo intolerant, patients

« ECOGPS0-1 who refuse chemo may also be included)

*  EGFRmM/ALK+ pts
eligible

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% -AllPD-L1 TC 21%
- All randomized patients

OS (six patient subpopulations)

AEs

QoL

» PD-L1 status (0 vs 1-24% vs 25-49% vs 250%)?

+ Adjuvant platinum-based chemotherapy (=300 mg/m?
cisplatin/equiv vs <300 mg/m? vs no chemotherapy)

« Accruing center

« Nodal dissection according to ESTS? (yes vs no)

Placebo

>

20 mg/kg Q4W x 12 months

4 )

Today, we will present the
final DFS analysis from
three EGFR-/ALK-
populations

\_ J




CBNPC localise : CCTG BR31 (durvalumab adjuvant)

Survie sans maladie PDL1 = 25%, EGFR - ALK -

DFS in PD-L1225% EGFR-/ALK-

D arm PBO arm
n=316 n=161

Median follow-up: 60.0 months

104 -
}
- Median DFS (95% Cl), months  69.9 (57.6, NR)  60.2 (47.7, NR)
AN 75.1% HR (95% ClI 0.935 (0.706, 1.247

S, 08 ,\34699 79.6) (95% C1) ( )
= 3 (Gg;-z;/; 0 P-value (2-sided) 0.642
= R , 75, o
< 70.5% Ty 63.9%
a (62,5, 77.1) | . (58_3_,?9 0)
o 0 68.5% iy,
o ' ' 604, 75 3) M’“‘ﬁ.
- I I 62.4%
© | | , (54.1, 69.6) e T e e
S 044 I I I ¥ 3
S I I I
2} | | |
7)) I 1 I
E 02+ I I I

I I I

I I I

I [ I

00 ] 1 1
1 T 1 1 I T
0 18 24 36 40 80 0 100
Time From Randomization (months)
| Tredment Durvaurnab Pacebo |

Durvaumab 316 287 273 258 248 240 228 219 216 208 202 198 190 183 179 177 149 125 119 117 86 65 62 53 39 21 19 18 7 2 2 2 1 0

Flacebo

161 136 129 119 116 109 105

103 102 899 98 95

91 86 86 81 67 57 55

53 43 26 25 24 14 10 10 8 5 1 1 1 1]



CBNPC localise : NEOSTAR and CA209-159

Résultats de survie combinés a 5 ans

CA209-926 (NEOSTAR)' _
Key Eligibility Nivolumabg"rnngl?lig D1.15.20 [

NSCLC Stage I-IlIA N2 single NIVOLUMARB : 57.7%
station (AJCC 7fh) - > SOC adjuvant ] 5 0
No prior systemic therapy R therapy survie sans
e ooy Nivolumab 3 mgkg D1,1520 [REX | | événement, 70% de
e ) Ipilimumab1 mglkg D1 Primary Endpoint: MPR Rate .
Stratified by Stage _ survie globale
CA209-159 (FORDE)2? _
. 0
Nivolumab 3mglkg D1,15 n=21 NIVO +1P1:50.5 % de
:géfgg;?ilityl IIIA (AJCC ™) survie sans
- olage - Sequential Nivolumab 3mg/kg D1,15, 29 - AV 0
No prior systernic therapy e e ol 1m%ln<% SR o L . SOC adjuvant évenement, 66.9% de
Surgical resectability therapy survie globale
ECOG PS 0-1
Nivolumab 3mg/kg D1,15,29 gy 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



CBNPC localise : NEOSTAR et CA209-159

Données de survie selon le taux de reponse pathologique

Landmark EFS and OS by pathologic response status for whole study population
MPR pCR

0
100% 81.9% 100% 85.5% 0
: 90% ©1.7,921) 14.0% %% 529,962) 11.9%
Pathologic Response Rates _ oo% (52.9, 86.8) £ so% L (449,922) i
S 70w . MPR g 70% : : PCR
MPR pCR g o ! E o ' !
3 o, § % X 0 N ’ : o '

(95%Cl)  (95%CI) EFS ;o 57.7% 54 A(y noMPR & s 626% r£gigoy,  nmopCR
:‘|_=. 40% (42 0 70. 5) (38 4 57 9) E 40% (476,: 744) (41 4| 69 8)

0 0 S 30% & 30% I 4 09,

13?11? 1 385'31§)5 " o : | 2o

(17.4,42.1) (3.5,18.9) 10% : ' 10%

0% . : 0%
33 3(y 26 7(y Number a?risk 2 2 Eﬂsonths‘lsaince ssuorgery ” & % Number a? risk 2 24 lalinths:?nce s?:?'gery & & %
-3/0 o MPR—27 23 23 20 19 13 5 3 PCR—13 12 12 11 10 3 1
(19 0 51 7) (13 g 45 0) No MPR—51 46 34 24 17 10 6 4 No pCR=65 57 45 34 26 16 8 6
, 51, .9, 45. .
85.4% 85.5% or co,
0 0 100% (65.6, 94.3 81.7% 100% (52.9, 96.2) (i
30.0% 13.5% )
/0 70 90% (61.4, 92.0) 90% (529 96. 2)

(21.5,40.2) (6.6,25.7) 80% 36 :00/ MPR 80% g l"L.: L pCR
= 70% ': 0 i no MPR ;? 70% 86.6 /O P . CR
< ' Y = ' ' no
3 6% (727,932) 72.6% 3 0% (742{933) 73.1% P

os 5 s0% E (56.1,583.7) % 50% E (57_45 83.8)
§ 40% ' ! g 0% ; '
300/0 ' ! 5 300/0
20% ! ' 20%
. 10% : ' 10%
Median flu65.0mo ' ; o ; ;
BARGELONA ongress 0 12 24 36 48 60 72 84 96 Number “to_ L, 12 . 3B 48 60 T2 84 %
Joshua E. Reuss NurnFt’)Rer—azt;mk 24 24 ggmhsg;nce T 1 UBHCR-a15's 2 12 Ay geY 1

5
NoMPR=51 49 47 40 34 18 9 7 NopCR—65 61 59 51 44 25 13 11 1



CBNPC localise : NEOSTAR et CA209-159

selon le statut moléculaire

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

100% 100%
= 80% (55.0, 81.4) 64.0% = 80% .
= 70% (48.0,76.2) ~ 70% 59.1% .
3 ! s (34.4,77.1) 53.2%
> 60% X , S 60% (29.0.72.4)
3 T T | I} |
("2 SOCVO : : a 50% : T I| L
g | I 8 | 1
& 40% ' ' = 40% " "
1 : : T 400% 400%
g 30% ' : G 30% (52,175.3) (52,75.3)
W 20% ! L W 20% ' '
106 19.6% 19.6% 10% : :
0
°| Median flu 68.4mo  (0-8,575) (0.8,57.5) Median f/u 62.1mo : l
0% : - 0% - l
0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72
Number at risk Months since treatment start Number at risk Months since treatment start
No =55 49 42 32 25 17 9 7 1 No = 25 21 16 12 10 6

Yes= 5 3 3 1 1 1 1 1 Yes = 5 3 2 2 2 2 2



CBNPC localisé : CHECKMATE 77T

NIVOLUMAB péri-opératoire versus placebo : exploratory analyses

Augmentation de la survie sans événements 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% :
S
o 60 60
)
o <3 50%
w e
= 9 3
& 40 - 38% s 40
m
O o
C 2
§ 20 20
e 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% Cl, 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)
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CBNPC metastatique: GALAXIES Lung 201

Belrestotug (anti TIGIT)+ Dostarlimab (anti PD1)

Belrestotug is an Fcy-receptor enabled
mAb'%1" with two key mechanisms of action

Belrestotug treatment leads to increases in
proliferating CD8+ T-cells and a marked

reduction in Tregs in patients'®*

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

Belrestotug

QU (__mer )

]
= e S

Key Eligibility Criteria:
* Previously untreated, unresectable,
locally advanced/metastatic NSCLC

PD-L1 high (TPS 250%;
determined locally or centrally
by DAKO 22C3 or VENTANA

SP263 assay)

EGFR/ALK wild-type, no actionable
driver mutations Stratification:

Squamous vs
non-squamous

Current or former smoker

Asymptomatic and treated brain
metastases are eligible

Cell-based IL-2 promoter Peripheral
% activation assay blood measurements
_ Belrestotug @ 100 9 Proliferating
5 _ CD8T cells
s§ ¢ £
gz € o £
s 44 S 3
T2 ® g -
23 ® g §
53 2= @ =
=2 )
g 5
01 © Treg cells
T T T T 1
T T T 1
0 10 1 01 o001 3 7 o 5

IC50 (nM) in CD155 competition assay Days post infusion

Pembrolizumab 200 mg Q3W

Primary
Dostarlimab 500 mg Q3W Endpoint:
ORR per RECIST 1.1 by
( ) investigator assessment

E B: Belrestotug 400 mg + dostarlimab 500 mg Q3W
Ei Key Secondary
C: Belrestotug 1000 mg + dostarlimab 500 mg Q3W Endpoints:
« PFS  « Safety
Substudy 2 Belrestotug + dostarlimab + nelistotug? Q3W « 0S « PK

* DoR

* ADA
Substudies to be added by amendment

Study initiation timeline



CBNPC meétastatique: GALAXIES Lung 201

Belrestotug (anti TIGIT)+ Dostarlimab (anti PD1)

Best Overall Response

Best Percent Change From Baseline in Tumour Measurement (Without Confirmation):

o , , o , , B FR
Combination therapy was associated with a greater reduction in tumour size vs dostarlimab monotherapy SD
PD
1§§ Dostarlimab (N=32) 1§§ A: Belrestotug 100 mg + dostarlimab (N=30)
£% . g3 4
T d A biecti . £2 1w ., g8 »jme
aux ae reponse opjective . &g 2E
g = :zoi sD sD sD w o g = :20: D s g 0 .
» 28.1 % groupe £3 ¥ we ey £ ¥
é-‘:u Zg: é-g gg: e " PR
DOSTARLIMAB seul ° 3 ° 3 B
> Environ 60% pourtoutes e 1I2r3‘4|5‘6'7‘SI9Im’ﬂ‘12‘13I14-'15|16'17I18'19|20r21IZZI ' ' ) w0 1I2‘El‘ﬂclSIGI7‘!iI9'1[)I11l12‘13‘14.|15‘16‘17‘18‘19‘20‘21|22'23|24I25I26|27|;|
Patients Patients
les autres combinaisons 5] ] _
. 0% D7 B: Belrestotug 400 mg + dostarlimab (N=32) 0% D7 C: Belrestotug 1000 mg + dostarlimab (N=30)
anti TIGIT + g o g2 o
DOSTARLIMAB £2 ila- £2 i
g- £ 12- sD a = 12_ _
EE 1] ® e EE 2] "ew
ES ¥ ES ¥
x5 %] %S ®]
= 'S ?gj PR PR PR = 5 gg:
-80 4 PR PR T 80 -
90 90
10 1I2‘3‘4‘EIGI7I8‘9|10|11|12'13I14I15I1G|17I18I19I20‘Z1|22|23|24|25‘26|27|28| 0 1‘2‘3‘4‘5‘6‘7‘ﬂl9‘10‘1‘1I‘\ZI13I‘MI15‘1(5‘17‘18‘19‘20‘21|22I23‘24‘25‘26IZT‘ZH‘ZQ‘:&DI
Patients Patients

Numerically lowest percent change from baseline that is on or prior to date of first radiological PD and start of follow-up anticancer therapy (excluding radiotherapy and surgery); patients without assessable post-baseline scans or where all baseline target lesions are not measured at subsequent visits are 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 métastatique : DEDICATION-1

Désescalade de dose PEMBROLIZUMAB : 100mg/3 sem ou 300 mg/6 sem

Overall survival Progression free survival
100% 1 One vear survival 100% One year disease control rate
= 57.7% (95% Cl: 49.5% — 67.3%) = 37% (95% Cl: 29.2% - 46.7%)
= 55% (95% Cl: 47% — 64.4%) = 39.2% (95% Cl: 31.6% — 48.7%)

75% 1 75%
E > Obijective response rate:
g = Standard dose: 50.9%
2 ° (95% Cl: 41.3% - 60.4%)
Q. 50%1 B 50%
T o Reduced dose: 54.5%
2 » (95% Cl: 45.2% - 63.6%)
2z w
3 o
0

25% 25%

Median OS Median PFS
= 17.0m (95% CI: 11.8-23.2) == 6.9m (95% Cl: 6-9.8)
0%4 = 13.9m (95% Cl: 10.8-16.9) 0% ™= 7.6m (95% CI: 5.8-11.3)
== 123(0) 101(2) 89(3) 75(3) 68(4) 38(28) 32(31) 26 (34) 19(37) == 123(0) 101(2) 89(3) 75(3) 68(4) 38(28) 32(31) 26(34) 19 (37)
" 1133(0) 113(4) 92(8) 81(7) 67(9) 37(29) 24 (36) 21(38) 13 (46) = 133(0) 113(4) 92(6) 81(7) 67(9) 37(29) 24 (36) 21(38) 13 (46)
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Time (months) Time (months)

Mongress mfp= Standard dose wf= Reduced dose \ g
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EGFR + : MARIPOSA 2 - 18 mois de suivi

Amivantanab + chimiothérapie en L2

(
Key Eligibility
Criteria

* Locally advanced or
metastatic NSCLC

* Documented EGFR
Ex19del or L858R

* Progressed on or
after osimertinib
monotherapy
(as most recent line)

+ ECOGPSOor1

\_

Amivantamab-Lazertinib-Chemotherapy®
(n=263)

J

2:2:1 Randomization?

(N=657)

Chemotherapy
(n=263)

Amivantamab-Chemotherapy

(n=131)

Focus of this presentation

Secondary/Exploratory Efficacy
Endpoints Reported:

* Overall survival (OS)

* Time to symptomatic progression (TTSP)
 Time to treatment discontinuation (TTD)

* Time to subsequent therapy (TTST)

* PFS after first subsequent therapy (PFS2)



EGFR + : MARIPOSA 2 — 18 mois de suivi

Amivantamab + chimiothérapie en L2

80

60 -

40

Patients who are surviving (%)

(85% CI)

Ami-Chemo

Median OS i
Median follow-up: 18.1 mo i Chemo
20 {’Ami-Chemo 17.7 mo (16.0-22.4) E
Chemo 15.3 mo (13.7-16.8) !
. [ HR, 0.73 (95% CI, 0.54-0.99); P=0.039" | '
0 3 6 9 12 15 18 21 24 27
No. at risk Months
Ami-Chemo 131 124 115 101 8 63 39 15 2 0
Chemo 263 242 213 174 147 103 49 21 ] 0
100 - Median TTD?
Median follow-up: 18.1 mo (95% CI)
Ami-Chemo 10.4 mo (7.9-11.6)
b 80 Chemo 4.5 mo (4.2-5.0)
2 [ HR, 0.42 (95% CI, 0.33-0.53); P<0.0001°
8
g% 601 i
06 1
£E i .
2% a0 : :
4 | 1
££ : :
L] ' '
§ : '
o ] |
20 | | Ami-Chemo
H
i : i+ Chemo
0 T T T + T + T T ]
0 3 6 9 12 15 18 21 24 27
No. at risk Months
Ami-Chemo 131 110 90 70 52 33 18 5 0 0
Chemo 263 168 az 49 27 17 6 4 3 (1]

100 ~
2
T g
E
2
g2
= i
2 ‘_% 60
38 .
£ 8 !
3 401 i
2 = ] Median TTSP? i \ Chemo
g Median follow-up: 18.1 mo (95% CI) ! H 34% Ami-Chemo
= 20 4 Ami-Chemo 16.0 mo (12.7-19.4) | |
o Chemo 11.8 mo (8.9-13.6) 1 1
HR, 0.73 (95% CIl, 0.55-0.96); P=0.026¢ | | \
0 T T T t T t T T 1
0 3 6 9 12 15 18 21 24 27
No. at risk Months
Ami-Chemo 131 115 100 88 76 54 33 12 1 0
Chemo 263 212 173 132 113 81 42 18 5 0

100
Median TTST?
T Median follow-up: 18.1 mo (95% CI)
;g s Ami-Chemo 12.2 mo (10.7-14.3)
=2 80 1 Ghemo 6.6 mo (6.1-7.4)
g ‘ [ HR, 0.51 (95% Cl, 0.39-0.65); P<0.0001¢ |
25 g
o® |
> 5 |
© @
£ 3 |
2 a 49 f
£z :
2@ :
[
S8 20 ; Ami-Chemo
&
£ w i H - I Chemo
o :  12%
0 3 6 9 12 15 18 21 24 27
No. at risk Months
Ami-Chemo 131 118 102 85 64 40 23 6 3 0
Chemo 263 212 142 81 55 a7 14 8 3 0



EGFR avec ins ex 20 : REZILIENT

Zipalertinib dans CBNPC avec insertion exon 20 EGFR, apres AMIVANTAMAB

Statistics, n (%) [95% CI]

Ami + other ex20ins

(n=12) (N=30)
. 9 (50.0) 3 (25.0) 12 (40.0)
Confirmed ORR [26.0-74.0] [5.5-57.2]
1(5.6) 1(3.3)
CR 0.1-27.3] 0 0.1-17.2]
oR 8 (44.4) 3 (25.0) 11 (36.7)
[21.5-69.2] [5.5-57.2] [19.9-56.1]
SO 7 (38.9) 8 (66.7) 15 (50.0)
[17.3-64.3] [34.9-90.1] [31.3-68.7]
16 (88.9) 11(91.7) 27 (90.0)
AR (SRR [65.3-98.6] [61.5-99.8] [73.5-97.9]
\_/

Médiane PFS

: 9.7 mois
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CBNPC ALK + : ALKOV-1 (NVL 655)

Durable Tumor Response:

Previously Treated Patients with ALK+ NSCLC

Any Prior ALK TKls

Prior Lorlatinib

Lorlatinib-naive

+ Chemotherapy (22 Prior ALK TKIs £ Chemotherapy) (21 2G £ 1G ALK TKI £ Chemotherapy)
100 100 100 ]
= _ N |
& ] ES
@ 754 v 754 @ 754
g 5o g 5o g 5o
E 254 .g 254 E 25
0 T T T T 1 0 T T T T ] 0 T T T T 1
0 3 6 9 12 15 0 3 6 9 12 15 0 3 3 9 12 15
# At Risk Duration of Response (Months) Duration of Response (Months) Duration of Response (Months)
RP2D 15 15 9 3 2 0 RP2D 11 11 6 2 1 0 RP2D 4 4 3 1 1 0
- AllDoses 39 39 21 11 6 0 All Doses 30 30 16 8 4 0 All Doses 9 9 5 3 2 0
D seloT All Dose Levels RP2D All Dose Levels RP2D All Dose Levels RP2D
Evaluable
Median DOR, m 14.4 Not Reached 9.2 Not Reached Not Reached Not Reached
(95% ClI) (6.9, NE) (6.9, NE) (6.9, NE) (6.9, NE) (3.3, NE) (NE, NE)
DORz6m 78% 100% 75% 100% 88% 100%
(95% ClI) (58, 89) (100, 100) (52, 88) (100, 100) (39, 98) (100, 100)
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CBNPC KRAS G12C : KRYSTAL 12

Adagrasib versus docetaxel

Ameélioration PFS en faveur de TADAGRASIB (HR 0.58)
Réponse cérébrale : 40% ADAGRASIB versus 11% DOCETAXEL

Patients with baseline brain metastases Patients without baseline brain metastases
ADA DOCE ADA DOCE
(n = 78) (n = 36) (n=223) (n=116)
Median PFS<, mo 4.4¢ 2,99 Median PFS¢, mo 5.9¢ 3.9¢
baseline bra etastase out baseline bra etastase All randomized 1004, (95% CI) (3.1-5.8) (2.0-6.2) 100 (95% CI) (4.8-7.2) (2.4-5.6)
HR (95% CI) 0.70 (0.43-1.20) HR (95% CI) 0.54 (0.40-0.73)
D D D 80 80
g 60 T 60
All TRAEs 72 (94) 30 (86) 208 (94) 91 (87) 280 (94) 121 (86) = =
& 40 4 'l... Ia. 40 4
TRAESs leading to discontinuation 5(7) 6 (17) 18 (8) 14 (13) 23 (8) 20 (14) B
204 204
ADA
TRAEs leading to dose reduction 36 (47) 12 (34) 107 (48) 21 (20) 143 (48) 33 (24) o 0
T T T T T T T 1 1
0 3 6 9 12 15 18 1 24 0 k] 6 9 12 15 18 Al 24
TRAES leading to dose interruption 39 (51) 4 (11) 138 (62) 22 (21) 177 (59) 26 (19) Months Months
No at risk No at risk
ADA 78 37 16 9 4 1 1 1 0 ADA 223 123 61 32 15 7 4 0 0
Treatment-related SAEs 13 (17) 8(23) 49 (22) 15 (14) 62 (21) 23 (16)
) * ORR was higher in the ADA vs DOCE arm in patients with (26.9% vs 2.8%) and without (33.6% vs 11.2%) baseline brain metastases
Treatment-related deaths 0 1(3)¢ 4 (2)¢ 0 4(1) 1(<1)
* Median DOR' was higher in the ADA vs DOCE arm in patients with (7.4 vs 5.4 mo) and without (8.3 vs 5.4 mo) baseline brain metastases




¢ Localement avancé
e Métastatique

CBNPC sans

e L ocalisé
e Métastatique

driver

CBNPC avec [

* KRAS

driver * BRAF




CBNPC BRAF V600E : ENCOBRAF

encorafenib + binimetinib en premiere ligne

10 + 10
_ 90 Median PFS : 09
z o8 __10.9 months (95% IC: 6.4-16.7) 08 e
g 06 3 o6 Median OS :
B s S os NR (95% IC: 20.7-NR)
:‘_i 04 % 04
g 0.9 B E 03
& 02 02
01 0.1
0 5 10 15 20 0 5 10 15 20
Time (months) Time (months)
l"y::;e;f;J;S:ts] 61(0) 41(14) 24(12) 12(6) 2(2) ‘r::';eb:f:::ts) 61(0) 48(8) 36 (4) 26(1) 1301)
40
10 B Disease progression M Partial response Cohorte A
B Stable disease (n=61)
20
10 Overall response confirmed, n (%) 40 (65.6%)
o [95% ClI] [53.7% - 77.5%)
g -10
% 2 Partial response, n (%) 40 (65.6%)
£ -3 Stable disease, n (%) 12 (19.7%)
5 :Z Progressive disease, n (%) 5 (8.2%)
_— Not evaluable*, n (%) 4(6.6%)
e DOR, median [95% CI], months 13 months
0 [9.1-NR]
-80
-100 DCR, % 85.2%
[95% Cl [76.3% - 94.1%)

4 patients were not evaluable



CBNPC BRAF V600E : PHAROS

encorafenib + binimetinib en premiere et deuxieme ligne

Progression-free survival, %

No. at risk

Treatment naive 59

Treatment naive (n=59)

100 1 No. of PFS events, n (%) 28 (47)
90 - Median duration of follow-up 33.3
for PFS (95% CI), months (30.4, 41.3)
801 Median PFS (95% Cl), 30.2
70 - 68% months (15.7, NE)
60 1 56%
50 s g s
40 1
30
20 1
10 1
0 T T 1 T T i T T T T T T T T

45

8 12 16 20 24 28 32 36 40 44 48 52 56

Months
36 30 28 23 22 20 16 10 10 7 4 3 0

No. at risk

Progression-free survival, %

100

90 1

80 1

70 1

60 1

501

Previously treated (n=39)

No. of PFS events, n (%)

Median duration of follow-up
for PFS (95% CI), months

Median PFS (95% Cl),
months

20 (51)

14.0
(11.3, 44.2)

9.3
(6.2, 24.8)

407 T 3%
30 1 27% o
201 :
10 1
0 ————

0 4 8 12 16 20 24 28 32 36 40 44
Months

Previously treated 39 24 16 12 7 6 5 4 4 4 4 3

48 52

56
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