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Biomarqueurs et analyses moléculaires en oncologie
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Innoyvations dans le cancer du poumon

HOPITAL

NNNNNNNNNNNNN
CRETEIL

i L
O ed L O



Liens d’'intérét

= Activité de conseil : AstraZeneca, Boerhinger, BMS, Janssen

=" Conférences en qualité auditeur : AstraZeneca, Boerhinger, BMS,

AMGEN, SANOFI, Takeda, MSD, Janssen

= Congres: BMS, astra zeneca, sanofi, MSD



CBNPC : contexte

2° CANCER LE PLUS 1 CAUSE DE DECES
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DIAGNOSTIQUEES ENTRE 2010 des cancers
ET 2015: 24 % POUR en France
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KBP 2020* : répartition des stades au diagnostic des CBPNC :
* Précoce: 21.5%
* Localisé : 20.9%
 Meétastatique : 57.9%

* Debieuvre d et al :-The Lancet Regional Health - Europe 2022;22: 100492



Contexte

| Synthise
PATIENTS
ATTEINTS
D'UN CANCER

BROP}?HIQUE
NON A PETITES

ARBRE DECISIONNEL : BRIOMARQUEURS NECESSAIRES AU TRAITEMENT DES PATIENTS ATTEINTS DE CBNPC
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Biomarqueurs
a rechercher
(prescription
par clinicien ou
anatomo-
pathologiste)
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Stades
précoces(IBa
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réséquées

mutations EGFR
(L858R et del19)

et statut PD-LT'
et ALK

Décision
thérapeutique
sous la
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de I'équipe
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Osimertiniben
adjuvant (EGFR*)
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traitement
approprié®

T1a

Tib

T4

<l1lcm

>lcmet<2cm
> 2cm et <3cm
>3cmmais<4cm

>4cmmais<5cm

>5cmmais<7cm

OU associée a un(des) nodule(s) tumoral(aux)
distinct(s) dans le méme lobe,

OU envahissant directement la paroi, le nerf
phrénique, la plévre pariétale ou le péricarde
pariétal.

>7cm

OU associée a des nodules tumoraux séparés
dans deux lobes différents du méme poumon,
OU envahissant :

-le médiastin,

-le cceur ou les gros vaisseaux,

-la trachée, ou la caréne

-le diaphragme,

-le nerf récurrent,

-I'cesophage,

-un(des) corps vertébral(ux)

A

A

M1a-b
Tout N

Tout N
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STADE PRECOCE RESECABLE el

AVEC ADDICTION ONCOGENIQUE
"EGFR : ADAURA
"ALK : ALINA

SANS ADDICTION ONCOGENIQUE
"Péri-opératoire



STADE PRECOCE EGFR+ : étude ADAURA NCed

Etude ADAURA

Patients with completely resected

- - Planned treatment duration:
stage* 1B, II, IIIA NSCLC, with or without

Osimertinib 80 mg, 3 years
— .
once daily
Treatment continued until:

« Disease recurrence

adjuvant chemotherapyt

Key inclusion criteria:
218 years (Japan / Taiwan: 220)

WHO performance status 0 / 1 Stratification by: Randomization - Treatment completion

Confirmed primary non-squamous NSCLC Stage (B vs Il vs lA) 1:1 - Discontinuation criterion met
Brain imaging, if not completed pre-operatively Race (Asian vs non-Asian) Follow-up:

Complete resection with negative margins$ = Until recurrence: Week 12 and
Maximum interval between surgery and 24, then every 24 weeks to
randomization: - = 5 years, then yearly

« 10 weeks without adjuvant chemotherapy - After recurrence: every 24 weeks
» 26 weeks with adjuvant chemotherapy for 5 years, then yearly

Endpoints
» Primary endpoint: DFS by investigator assessment in stage II-IlIA patients
+ Key secondary endpoints: DFS in the overall population (stage IB-IlIA), landmark DFS rates, OS, safety, health-related quality of life

Herbst RS et al. Adjuvant Osimertinib for Resected EGFR-Mutated Stage IB-1IIA Non-Small-Cell Lung Cancer: Updated Results From the Phase Il Randomized ADAURA Trial. J Clin Oncol.
2023 Apr 1;41(10):1830-1840. doi: 10.1200/JC0.22.02186. Epub 2023 Jan 31. Erratum in: J Clin Oncol. 2023 Aug 1;41(22):3877. PMID: 36720083; PMCID: PMC10082285.



STADE PRECOCE EGFR+ : étude ADAURA

= Etude ADAURA

ADAURA primary DFS analysis'? (stage IB—IIIA)* ADAURA updated DFS analysis3* (stage IB—IlIA)T
NEJM October 2020 JCO January 2023
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;- 04 4 Median DFS, months (95% Cl) -, . g 0 Median DFS, months (95% Cl) g e
2 b w % = g S TR B bttt
Ia 0.3 - !Oslmertinib NR (NC, NC) o 03 - Osimertinib 658 (61.7, NC)
02 - __J Placebo 27.5 (220, 35.0) 02 - i Placebo 28.1 (22.1, 35.0)
0.1 - HR (99.12% Cl)  0.20 (0.14, 0.30) Maturity: 29% 0.1 - HR(95%CI) 0.27 (0.21, 0.34) Maturity: 45%
p<0.0001 osimertinib, 11%; placebo, 46% osimertinib, 28%; placebo, 62% \
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Herbst RS et al. Adjuvant Osimertinib for Resected EGFR-Mutated Stage IB-11IA Non-Small-Cell Lung Cancer: Updated Results From the Phase lll Randomized ADAURA Trial. J Clin Oncol. s sl

2023 Apr 1;41(10):1830-1840. doi: 10.1200/JC0.22.02186. Epub 2023 Jan 31. Erratum in: J Clin Oncol. 2023 Aug 1;41(22):3877. PMID: 36720083; PMCID: PMC10082285. » | |



STADE PRECOCE EGFR+ : étude ADAURA

= Etude ADAURA
Overall survival: patients with stage Il / lllA disease

Zh . g s - E S-year OS rate, % (95% Cl)
G R - 94% 91% . Osimertinib (n=233) 85 (79, 89) /
0.9 — : ! ~ Placebo (n=237) 73 (66, 78)
0.8 — ' ks A '
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RS. Herbst et al., ASCO® 2023, LBA#3



STADE PRECOCE EGFR+ : étude ADAURA

= Etude ADAURA
Overall survival: patients with stage IB / Il / llIA disease

Overall survival: patients with stage IB / Il / llIA disease

* Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the

overall population of stage IB—IIIA disease
5-year OS rate, % (95% CI) /

1.0 95% 93%
. Osimertinib (n=339) 88 (83, 91)
0.9 — : = Placebo (n=343) 78 (73, 82)
0.8 — ! o I v !
_=3_‘ | 84% : » : Overall 0S HR 0.49 (0.34, 0.70);
§ o7 = | | 78% | (95.03% Cl) p<0.0001
) ! ! 1
6 0.6 — I I I Maturity: 18%
3 : : : osimertinib 12%, placebo 24%
E I I | Median follow-up for OS* (censored patients):
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Placebo 343 338 332 326 314 304 290 281 267 223 164 97 44 17 3 0

RS. Herbst et al., ASCO® 2023, LBA#3



STADE PRECOCE EGFR+ : étude ADAURA

Overall survival by disease stage

- — Stage IBA oa% Stage 1B Stage Il Stage llIA
£ IR et 5 year OS rate,
g 9% g% ) % (95% Cl)
=3  —
. - - -
g e . Osimertinib 94 (86, 97) 85 (77, 91) 85 (76, 91)
|
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= |
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RS. Herbst et al., ASCO® 2023, LBA#3



STADE PRECOCE EGFR + : étude ADAURA

tolérance :

AE

Osimertinib (n = 337) Placebo (n = 343)
Any AE 330 (98) 309 (20)
Any AE = grade 3 79 (23) 48 (14)
Any SAE 68 (20) 47 (14)
Any AE with outcome of death® 1(<1) 2(1)
Any AE leading to treatment discontinuation 43 (13) 9(3)
Any AE leading to dose interruption 91 (27) 43 (13)
Any AE leading to dose reduction 42 (12) 3(1)
Any AE causally related to study drug® 308 (91) 199 (58)
AE = grade 3 causally related to study drug® 36(11) 7(2)
SAE causally related to study drug’ 10 (3) 2(1)
AE with outcome of death causally related to study drug® 0 0
AE leading to treatment discontinuation causally reiated to study drug® 35 (10) 5(1)
Osimertinid (n = 337) Placebo (n = 343)

Most Common All-Causality AE* Any Grade  Grade 1 Grade2  Graded  AnyGrade  Grade!  Grade2  Grade 3

Diarrhea 159 (47) 11434) 3L 903 70 {201 55 {16 14 (4) 1< 1)

Paronychia 92 (27) BAO) 5647 3 5(1) 20 30 0

Dry skin 84 (25) 79423 441) 1(<1) 23(7) 19 (6) 4(1) 0

Pruritus 70 (21) 52(18) 1815 0 30 ) 28 (8) 2(1) 0

Cough 6 (20) a5{15 216 0 81 (18] a4 13) 17 (5) 0

Stornatitia 5 (18) /a0 1845 6 (2} 15 4) 1113 41 0

Upper respiratory tract irfection 53 (i6) 29 (9) 22(7) 2(1) 37 (11) 19 {6) 18 (5) 0

Nasopharyngits 50 (15) 31 (9) 19 46) 0 36 (10) 25 (7) 11(3) 0

Decressed appetite 48 (14) B0 1344 2(1} 13 (4) 4(3) 41 0

Dermalitis acneiform 41012) 3149) 10(3) 0 16 (5) 12 3) 401 0

Mouth iceration 35(12) 3249 762) 0 1043) 72 3(1) 0

Wieight decreasad 35 (10) 19 46) 14 {4) 2(1) 93 72) 2(1) 0

Neuses 34 (101 28 (8) 5{1) 1(<1) 20 (6) 15 (4) 5(1) 0

Rash 3 (10) 24 (7) a(3) 0 1243) 10 (3) 2(1) 0

Arthralgia 23 (0 18 (5) 511) 0 37 (1 32 @) 5(1) 0

Headache 26 (8) 24 (7) 2(1 0 34.(10) 27 8) 7(2) 0

RS. Herbst et al., ASCO® 2023, LBA#3




STADE PRECOCE : EGFR+ en développement

Ongoing osimertinib studies in
resectable EGFRm NSCLC

Phase lll NeoADAURA study

(NCT04351555)

Neoadjuvant osimertinib with or
without CT vs CT alone in resectable
EGFRm stage II-1lIB N2 NSCLC

Phase lll ADAURA2 study

(NCT05120349)

Adjuvant osimertinib vs placebo in
resected EGFRm stage IANSCLC

Phase Il TARGET study L
(NCT05526755)

5-year adjuvant osimertinib in resected
EGFRm stage II-lIIB NSCLC




STADE PRECOCE ALK+ : étude ALINA

= ALINA: Efficacy and safety of adjuvant alectinib versus chemotherapy in
patients with early-stage ALK+ non-small cell lung cancer (NSCLC)

= Analyse intermediaire

ALINA study design*

Resected Stage IB (24cm)-llIA i
ALK+ NSCLC Alectinib
per UICC/AJCC 7' edition 600 mg BID Recurrence
Other key eligibility criteria: 2 years Further
« ECOG PS 0-1 treatments at
« Eligible to receive platinum-based R investigator’'s
chemotherapy 1:1 choice and
« Adequate end-organ function . fsn“’iva'
_L_+ No prior systemic cancer therapy Platinum-based onow-up
SR s chemotherapyt Recurrence
(< Stage: 1B (= 4cm) vs Il vs IIIA N=257 Q3W; 4 cycles
« Race: Asian vs non-Asian
Primary endpoint Other endpoints Disease assessments (including brain
« DFS per investigator,* tested hierarchically: * CNS disease-free survival MRI)$ were conducted: at baseline,
« Stage II-IlIIA — ITT (Stage IB-IIIA) + 08 every 12 weeks for year 1-2, every
Safety 24 weeks for year 3-5, then annually

Solomon BJ, et al. Ann Oncol 2023;34(suppl):Abstr LBA2



STADE PRECOCE ALK+ : étude ALINA

Disease-free survival: stage [I-IlIA*
100 -
ini Chemothera
80 - g Alectinib (N=116) By
_ . , (N=115)
3
S
S 60- Patients with event 14 (12%) 45 (39%)
2 Chemotherap Death 0 1
é ---------------- AR E S T e T : Recurrence 14 a4
@ 40 -
9 Median DFS, Not reached 44.4
a months (95% Cl) (27.8, NE)
20- T - b 4
DFS HR 0.24 (0.13,0.45).
95% Cl t Y XY
(95% C1) p'<0.0001 ol
0 . ' —
0 48 54 -
Time (months) 0
No. at risk ®
Alectinib 116 111 111 107 67 49 35 21 10 3
Chemo 115 102 88 79 48 35 23 17 10 2

Median survival follow up: alectinib, 27.9 months; chemotherapy, 27.8 months

Solomon BJ, et al. Ann Oncol 2023;34(suppl):Abstr LBA2

Hors AMM ; Données non validées par les Autorités de Santé a ce jour




STADE PRECOCE ALK+ : étude ALINA
Disease-free survival by stage*

100 1 Alectinib o)
Stage IB . h 2-year DFS rate, % Stage IB Stage |l Stage IIIA
S 80 (95% ClI) (n=26) (n=92) (n=139)
T
>
> Alectinib 92.3 95.6 92.7
> 60 (77.8,100.0)  (89.5,100.0) (86.4, 98.9)
. i 71.6 66.3 60.7
o I Chemotherapy
§ Chemotherany (44.2,99.0) (51.7, 81.0) (47.9, 73.5)
a HRT 0.21 0.24 0.25
0 ' r ' . r . . . . (95% CI) (0.02, 1.84) (0.09, 0.65) (0.12,0.53)
0 6 12 18 24 30 36 42 48 54
No. at risk Time (months)
Alectinib 14 12 12 11 7 6 4 1 NE NE
Chemo 12 10 10 10 7 6 4 1 1 NE
100 1 100
Stage - h_j_’_L‘_____‘ Stage IlIA
oo ini c>\c> |
E’ 80 - fectinib = 80+ Alectinib o
®© [ : . s
> > ¢ v
Z 'S =
S5 601 5 604 b .
(7] (7] o
3 Chemotherapy 3 . e
s 407 « 40+ Chemotherapy 4
() (]
@ @
$ 204 $ 204
a =)
0 L] L] L] L] L] L] L] L] L] 0 L] L] L] L] L] L] L] L] L]
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk Time (months) No. at risk Time (months)
Alectinib 47 44 44 43 28 22 15 11 4 1 Alectinib 69 67 67 64 39 27 20 10 6 2
Chemo 45 41 35 32 21 17 9 8 5 NE Chemo 70 61 53 47 27 18 14 9 5 2

Data cut-off: 26 June 2023

Solomon BJ, et al. Ann Oncol 2023;34(suppl):Abstr LBA2 *Per UICC/AJCC 7t edition; TUnstratified analysis



STADE PRECOCE ALK+ : étude ALINA

Disease-free survival subgroup analysis (ITT)

Subgroup No. of events / patients DFS HR (95% ClI)
All patients 65 /257 — 0.24 (0.14-0.43)
Age <65 43 /196 ’ o J 0.26 (0.13-0.52)

265 22/ 61 - i 0.24 (0.08-0.71)
Sex Male 35 /123 [ = 0.26 (0.11-0.60)
Female 30 /134 - 0.22 (0.10-0.50)
Race Asian 31 /143 — 4 0.36 (0.17-0.79)
Non-Asian 34 /114 D 0.16 (0.06-0.38)
ECOG PS at 0 32 /137 - « 0.20 (0.09-0.46)
baseline 1 33 /120 - — 4 0.31 (0.14-0.69)
] i
Tobacco use Never 37 /154 L —i 1 0.27 (0.13-0.55)
’ history Current 0/ 8 : NE
Previous 28 / 95 - 0.22 (0.08-0.57)
Stage* Stage 1B 6 /| 26 - 1 0.21(0.02-1.84)
Stage Il 22/ 92 = i 0.24 (0.09-0.65)
Stage IIIA 37 /1139 v = 4 0.25 (0.12-0.53)
1
Regional lymph NO 1/ 39 o 4 0.19 (0.04-0.88)
node status N1 20 / 88 » — = 4 0.34 (0.13-0.89)
N2 34 /130 - 4 0.21 (0.09-0.47)
!
I . 1 LI . 7 T E - 1

Solomon BJ, et al. Ann Oncol 2023;34(suppl):Abstr LBA2

0.3 1.0 3.0

-

Alectinib better Chemotherapy better AL WA
Data cut-off: 26 June 2023 2R fI" w

Arrows indicate lower bound of the Ci<0.1; *Per UICC/AJCC 7™ edition



STADE PRECOCE ALK+ : étude ALINA
Tolérance

Alectinib Chemotherapy
(n=128) (n=120)
Median treatment duration 23.9 months 2.1 months
Patients with any AEs, % 98 93
Grade 3/4 AEs 30 31
Grade 5 AEs 0 0
Serious AEs 13 8
Treatment-related serious AEs 7: 7
AEs leading to dose reduction 26 10
AEs leading to dose interruption 27 18
AEs leading to treatment withdrawal 5 13 -
Ad ¢ Alectinib Chemotherapy
verse even (N=128) (N=120)
od creatine phosphokinase increased }.
Constipation
Aspartate aminotransferase increase
Alanine aminotransferase increased /
Blood bilirubin increased b
COVID-19 . ?
Myalgia . .’
Blood alkaline phosphatase increased . »
Anaemia
Asthenia *
Nausea \
Vomiting )
Decreased appetite
Neutrophil count decreased W

Neutropenia

White blood cell count increased

100% 80% 60% 40% 20% 0 20% 40% 60% 80% 100%
AE grade: [ 1/2 2 »
Solomon BJ, et al. Ann Oncol 2023;34(suppl):Abstr LBA2
( pp ) - 34 - 3/4 Data cut-off: 26 June 20,

“.{mﬂgess Madian treatment duration was 23 9 months in the alactinib arm a “n



STADE PRECOCE : ALK+ en développement

Other key trials of alectinib in stage I-lll NSCLC are ongoing

NAU“KA“ Phase Il study in in resectable stage IB-IIIA NSCLC, which includes a cohort
liea of patients receiving perioperative alectinib (neoadjuvant and adjuvant) +
i 1
NCT04302025 adjuvant chemotherapy
ALNEO . , o ‘
Phase |l study of perioperative alectinib in patients with resectable stage lll,
Italy ALK+ NSCLC?

NCTO05015010

HORIZON-01
Phase Ill, open-label, randomised cohort of patients with unresectable stage lll,
International ALK+ NSCLC receiving alectinib vs durvalumab following chemoradiotherapy?
NCT05170204

= STADE PRECOCE : RET +
=" Etude de phase Il LIBRETTO-432 (selpercatinib )




STADE PRECOCE Résécable sans addiction
EGFR, ALK...

TREATMENT STRATEGIES FOR PATIENTS WITH A RESECTABLE
NSCLC IN 2023

Surgery

<

NeoAdjuvant Surgery

NeoAdjuvant Surgery




STADE PRECOCE Résécable sans addiction
EGFR, ALK...

Protocole Nombre Stade RPC Survie sans Survie
de patient de la maladie événement globale
(médiane) (2 ans)
CheckMate-816 ™ nivolumab-CT 3 cycles 358 IB/Il : 36 % 24 % 31,6 (30,2-NR) 83% vs
A : 64 % Vs Vs 71%
2,2% 20,8 (14-26,7)
KEYNOTE-671" pembrolizumab-CT 4 cycles 797 I:30% 18,1%  NR (34,1-NR) 80,9 %
puis pembrolizumab 13 cycles l:70% Vs Vs '
A : 55% 4% 17 (14,3 -22,0) 77,6%
NB: 15%
AEGEAN " durvalumab-CT 4 cycles puis 704 Il:28,9% 17,2% NR (31,9-NR)
durvalumab en adjuvant A : 45,7 % ' Vs
12 cycles B : 25,1 % 4,3% 25,9 (18,0-NR)
Neotorch ™ toripalumab-CT 3 cycles 404 A: 67 % 248% NR (NR-NR) 81,2 %
puis toripalumab-CT 1 cycle B : 32% Vs Vs '
puis toripalumab 13 cycles Mc:0.2% 1% 15,5 (9,9-NR) 74,3 %
V:1%

* Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Cortot a et al . Prise en charge des stades précoces : place des thérapies ciblées en périopératoire Revue des Maladies Respiratoires Actualités (2023) 15, 2561-2566



STADE PRECOCE Résécable sans addiction
EGFR, ALK...

CM77T — nivolumab + chimiothérapie néoadjuvante vs placebo + chimiothérapie -
chirurgie = nivolumab / placebo adjuvante pour des CBNPC reésécables de stade IlI-11IB

Key eligibility criteria

* Resectable, stage IIA (> 4 cm)-IIIB NIVO 360 mg Q3W Radiologic Surgery
(N2) NSCLC (per AJCC 8th edition) + restaging (within 6 weeks NIVO 480 mg Q4W
* No prior systemic anti-cancer chemod Q3W post-neoadjuvant (1 year)
treatment (4 cycles) treatment)
« ECOG PS 0-1
* No EGFR mutation/known ALK
alterationsP
PBO Q3w Radiologic Surgery
Stratified by + restaging | (within 6 weeks PBO Q4W
histology (NSQ vs SQ) chemod Q3W post-neoadjuvant (1 year)
disease stage (Il vs lll), 4 l treatment)
and tumor PD-L1¢ (2 1% vs < 1% Vs (4 cycles)
not evaluable/indeterminate)
[ Follow-up, median (range): 25.4 (15.7-44.2) months ]
SR
Primary endpoint Secondary endpoints Exploratory analyses /"@o ®
- EFS by BICR + pCR* by BIPR « EFS by pCR/MPR N . T/‘
» MPR*®by BIPR + EFS by adjuvant treatment 8. Y&
Hors AMM ; Données non validées par . 0% Y /'j',;;» *"“\l|r
les Autorités de Santé a ce jour . Safety T/ 4

-
Cascone T, et al. Ann Oncol 2023;34(suppl):Abstr LBA1 g T Y



STADE PRECOCE Résécable sans addiction

EGFR, ALK...

CM77T — survie sans evenement

Chemo/PBO

NIVO + chemo/NIVO
(n = 229) (n = 232)
100 Median EFS, mo NR 18.4
(95% ClI) (28.9-NR) (13.6-28.1)
80— HR (97.36% Cl)® 0.58 (0.42-0.81)
7 P value 0.00025
< 60 : NIVO + chemo/NIVO
S — —— -t
(T [ oy, -
Wi 40— é L —
: E Chemo/PBO
20—
0 1 ] 1 Ji 1 | 1 1 1 1 1 1 ] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Months from randomization
NIVO + chemo/NIVO 229 208 173 157 141 134 115 89 69 46 20 7 4 2 0
Chemo/PBO 232 204 165 138 118 106 78 59 44 29 19 10 6 1 0

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Cascone T, et al. Ann Oncol 2023;34(suppl):Abstr LBA1



STADE PRECOCE Résécable sans addiction
EGFR, ALK...

CheckMate 77T: perioperative NIVO in resectable NSCLC

pCR2 and MPRP per BIPR

pCRe MPRe

o OR, 6.64 (95% Cl, 3.40-12.97) ai- OR, 4.01 (95% Cl, 2.48-6.49)"
Difference Difference
40 20.5%9 40 - 23.2%4:h
35.4%'

£ 30- f £ 30-
% 25.3% .g
| . |
o o

20 - 20 -
4 =

12.1%’
10 - 10 -
4.7%3
" NIVO + chemo/NIVO Chemo/PBO " NIVO + chemo/NIVO Chemo/PBO
n/N 58/229 11/232 n/N 81/229 28/232
Il NIVO + chemo/NIVO I Chemo/PBO

*0% residual viable tumor cells post-surgery in both primary tumor (lung) and sampled lymph nodes per immune-related pathologic response criteria. ®s 10% residual viable tumor cells post-surgery in both primary tumor
(lung) and sampled lymph nodes per immune-related pathologic response criteria. “Patients who did not undergo surgery or received alternative anti-cancer treatment prior to surgery were classified as non-responders.
“Calculated using the stratified Cochran-Mantel-Haenszel method. =i95% Cl: #14.3-26.6; 119.8-31.5; £2.4-8.3; "15.8-30.6; '29.2-41.9; /8.2-17.0. BIPR, blinded independent pathological review.

Cascone T, et al. Ann Oncol 2023;34(suppl):Abstr LBA1




STADE PRECOCE Résécable sans addiction
EGFR, ALK...

CheckMate 77T: perioperative NIVO in resectable NSCLC

Exploratory analysis: EFS by pCR and MPR status

EFS by pCR EFS by MPR

1001wy, —— 100+
Y ‘—W;hemomwo (PCR)
o ‘ % NIVO + chemo/NIVO (MPR)
80- s 80 G,
. -
g Y s . ] ot /PBO (pCR) ‘:-‘g Chemo/PBO (MPR)
— 60_ > ——-‘b_.m wemo/Pol (pLR P 60_ 5 s‘_‘--' B
R gt LR 2 ‘e, O,
= . I s NIVO + chemo/NIVO (no pCR) = “Ning, v‘-o.m._“
h '~-->--.,,~-, T e, h ~”‘~_~.~._':°’3'-—'-
0 HR (95% CI) i SR, 0 HR (95% Cl) T almo- e aw o
NIVO + chemo/NIVO Chemo/PBO (no pCR) NIVO + chemo/NIVO e ey
20— vs chemo/PBO 20 vs chemo/PBO pilche bt ot Lk,
pCR? 0.33 (0.08-1.37) MPR® 0.40 (0.16-0.99)
No pCR* 0.79 (0.58-1.06) No MPR® 0.85 (0.62-1.15)
0 1 1 T 1 | 1 1 0 ] 1 1 ] T T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
_—— Months from randomization Months from randomization
0. at r
pCR 58 56 53 45 28 4 0 0 MPR 81 76 70 59 37 8 1 0
No ;CR m 117 88 70 41 16 4 0 No MPR 148 -97 -71 56; 32 12 3 0

No MPF

Median follow-up (range): 25.4 months (15.7-44.2).
*HR (95% Cl), 0.14 (0.06-0.35) in patients with pCR vs those without in the NIVO + chemo/NIVO arm and 0.32 (0.10-1.00) in the chemo/PBO arm. *HR (95% Cl), 0.18 (0.09-0.35) in patients with MPR vs those without in the

NIVO + chemo/NIVO arm and 0.40 (0.20-0.78) in the chemo/PBO arm.

Cascone T, et al. Ann Oncol 2023;34(suppl):Abstr LBA1



STADE PRECOCE Résécable sans addiction
EGFR, ALK...

CM77T = survie sans évenement : anal
Median EFS,* mo
NIVO + chemo/NIVO Chemo/PBO
(n = 229) (n=232)

Overall (N = 461) NR 18.4 —— 0.59 (0.44-0.79)
< 65 years (n = 202) NR 16.7 —_— 0.55 (0.36-0.85)
= 65 years (n = 259) NR 20.1 —— | 0.61 (0.41-0.91)
Male (n = 327) NR 16.7 —— | 0.53 (0.37-0.75)
Female (n = 134) 30.2 18.8 — 0.71 (0.41-1.20)
North America (n = 44) 30.2 9.4 ° l 0.59 (0.25-1.38)
Europe (n = 250) NR 23.7 —— : 0.61 (0.40-0.92)
Asia (n = 115) NR 13.9 > L 0.47 (0.26-0.86)
ECOG PS O (n = 288) NR 20.1 —_— 0.57 (0.39-0.83)
ECOG PS 1 (n = 173) 29.0 17.3 — | 0.61 (0.39-0.97)
Stage Il (n = 162) NR NR o1 0.81 (0.46-1.43)
Stage Il (n = 297) 30.2 13.4 —_— ! 0.51 (0.36-0.72)
NO (n = 167)® NR NR —¢—|L— 0.80 (0.48-1.32)
N1 (n = 108)P NR 28.1 * T 0.58 (0.29-1.16)
N2 (n = 182)b:c 30.2 10.0 e e | 0.46 (0.30-0.70)

Single-station (n = 112) 30.2 10.0 S—— 0.49 (0.29-0.84)

Multi-station (n = 69) NR 10.0 ° | 0.43 (0.21-0.88)
Squamous (n = 234) NR 17.0 ——— ! 0.46 (0.30-0.72)
Non-squamous (n = 227) 28.9 18.4 —o—' 0.72 (0.49-1.07)
Current/former smoker (n = 417) NR 17.0 —_—— , 0.54 (0.40-0.74)
Never smoker (n = 44) 19.7 25.0 —e 1.32 (0.54-3.20)
PD-L1 < 1% (n = 186)4 29.0 19.8 —_——— 0.73 (0.47-1.15)
PD-L1 > 1% (n = 256)¢ NR 15.8 — | 0.52 (0.35-0.78)
PD-L1 1-49% (n = 159)¢ 30.2 28.1 RS - 0.76 (0.46-1.25)
PD-L1 > 50% (n = 97) NR 8.0 “+ ° ' 0.26 (0.12-0.55)
Cisplatin (n = 97) 27.0 15.8 > : 0.61 (0.35-1.08)
Carboplatin (n = 347) NR 17.3 ; ; —-'0—- = : ; 0.53 (0.37-0.75)

x’i‘lﬂ;lnc:{??’:lr)ld:rs(lr:l:g?r;rszZ']‘tr'\n:?)::::c(r:li:ZN‘;‘;(lei‘calcgory was not reported in 1 patient.Baseline characteristics 0' 125 0' 25 0' 5 1 2 4
were similar across treatment arms in the N2 nodal status subgroup, which comprised -40% of patients, “Tumor PD-L1 Favors NIVO + chemo/NIVO <«—— Favors chemo/PBO

expression was not evaluable/indeterminate in 19 patients. “Most patients in this subgroup had tow PD-L1 expression
(median 10% across both arms),

Cascone et al, ESMO 2023



STADE PRECOCE Résécable sans addiction
EGFR, ALK...

KN671 — Pembrolizumab péri-opératoire pour des CBNPC résécables ... .* .

Pembrolizumab 200 mg IV Q3W
+

isplati itabine® ' 200 mg IV Q3W
Kev Eliqibility Criteria Cisplatin andorGemmtabme Pembrolizumab mgivQ
» Pathologically confirmed, resectable Cisplatin and Pemetrexed®

stage I, llIA, or IlIB (N2) NSCLC
per AJCC v8 for up to 4 cycles

for up to 13 cycles

» No prior therapy

» Able to undergo surgery

= Placebo IV Q3W
* Provision of tumor sample for +

PD-L1 evaluation® Cisplatin and Gemcitabine® Placebo IV Q3W

« ECOGPSOor1 or
Cisplatin and Pemetrexed®

for up to 13 cycles

for up to 4 cycles

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Spicer JD, et al. Ann Oncol 2023;34(suppl):Abstr LBA56



KN671 — survie globale

Pts w/
Event

27.7%

36.0%

¢ f&r‘&.
Median
(95% Cl), mo
NR (NR-NR)

52.4 (45.7-NR)

HR 0.72 (95% CI, 0.56-0.93)
one-sided P = 0.005172

12-mo rate 24-mo rate 36-mo rate 48-mo rate
100‘ 87.6% Pembro arm
90- 87.7% 79.0%
0,
80- S . 74.7% 71.3% . Placebo arm
e 51.5%
70+ : AT TR TR TraT
o\° 60"
v 50-
@)
40-
304
20+
10+
0 Illllllllll lllllllllll lllllllllll lIllIIlllll Illlllllllllllllll
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months
397 371 347 327 277 205 148 108 69 32 4 0
400 379 347 319 256 176 125 'y 39 20 4 0

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Spicer JD, et al. Ann Oncol 2023;34(suppl):Abstr LBA56
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KNG671 — survie globale : analyses en sous-groupes

Subgroup Events/participants Hazard ratio (95% Cl)
Pembro Placebo
Arm Arm ;
Overall 110/397  144/400 -0- 0.72 (0.56-0.93)
Age
<65y 54/221 82/214 - 0.57 (0.40-0.80)
265 y 56/176  62/186 - 0.96(0.67-1.38)
Female 21/118 30/116 —0-0- 0.69 (0.39-1.20)
Male 89/279 114/284 - 0.73 (0.55-0.96)
Race
White 73/250 97/239 -0- 0.66 (0.49-0.90)
All others 34/134 39/145 + 0.93 (0.59-1.48)
Geographic region
East Asia 32/123 301121 ——  1.05(0.64-1.73)
Not east Asia 78274 114/279 < 0.63(0.48-0.85)
Smoking status
Current 31/96  48/103 . 0.59 (0.38-0.93)
Former 69/247 87/250 -0~ 0.76 (0.56-1.05)
Never 10/54 9/47 ——— 1.00 (0.41-2.46)
Histology
Nonsquamous 49/226 64/227 —— 0.73 (0.50-1.06)
Squamous 61/171 80/173 + 0.71 (0.51-0.99)

001 005 02 051 23
- —

Spicer JD, et al. Ann Oncol 2023;34(suppl):Abstr LBA56

Arm Better

Pembro Placebo
Arm Better

Subgroup Events/participants
Pembro Placebo

Arm Arm :

Overall 110/397  144/400 -

Clinical stage
I 26/118  39/121 .- 0.67 (0.41-1.10)
A 62/217 791224 . 0.74 (0.53-1.03)
ne 22162 26/55 —e—  0.69(0.39-1.22)

N status
cNO 40/148  52/142 —— 0.70 (0.46-1.06)
cN1 21/81 24/71 ——  0.74(0.41-1.33)
cN2 49/168  68/187 . 0.74 (0.52-1.07)

PD-L1TPS
>50% 23/132  39/134 —— 0.55 (0.33-0.92)
1-49% 35/127  44/115 . 0.69 (0.44-1.07)
<1% 52/138  61/151 —-  0.91(0.63-1.32)

~ EGFR mutation ;
No 20111 33/124 —— 0.64 (0.37-1.11)
Yes 114 5/19 @ : 0.24 (0.03-2.03)
Unknown 89/272  106/257 - 0.75 (0.56-0.99)

ALK translocation
No 22/104  38/132 ——- (.70 (0.41-1.18)
Unknown 87/281  105/259 + 0.72 (0.54-0.96)

0.52 005 02 051 23

Pembro Placebo A/ 3
Arm Better Arm Better dR.b 5




Stade IV

EGFR+ (exon del19- exon 21 L 858R)

= FLAURA 2
= MARIPOSA

= MARIPOSA 2

EGFR UNCOMMON
= PAPILLON

= ACHYLLE

RET

= LIBRETO

KRAS G12C: SCARLET

SANS ADDICTION : TROPION

BIOPSIE LIQUIDE: LIBELULE



STADE METASTATIQUE : EGFR+
(exon dell19- exon 21 L 858R)

= Etude Flaura 2

FLAURA2 PHASE Il STUDY

Pts with untreated locally
advanced / metastatic EGFRm NSCLC

Key inclusion criteria:

* Aged 218 years (Japan: 220 years)

« Pathologically confirmed non-squamous NSCLC -
» Ex19del / L858R (local / central test)

« WHOPSO0/1

* No prior systemic therapy for advanced NSCLC

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Planchard D, Jdnne PA, Cheng Y, Yang JC, Yanagitani N, Kim SW, Sugawara S, Yu Y, Fan Y, Geater SL, Laktionov K, Lee CK, Valdiviezo N, Ahmed S, Maurel JM, Andrasina |, Goldman J,

Osimertinib 80 mg (QD) + pemetrexed 500 mg/m? + carboplatin AUC5
or cisplatin 75 mg/m? (Q3W for 4 cycles), followed by maintenance

osimertinib 80 mg (QD) + pemetrexed (Q3W)*
n=279

Randomisation 1:1 (N=557)

Osimertinib 80 mg (QD)
n=278

Primary endpoint:

| * PFS by investigator assessment

per RECIST 1.1%

Key secondary endpoints:
« 0S, ORR, DoR, DCR, HRQolL,
safety (AEs by CTCAE v5), PFS2t

Ghiorghiu D, Rukazenkov Y, Todd A, Kobayashi K; FLAURA2 Investigators. Osimertinib with or without Chemotherapy in EGFR-Mutated Advanced NSCLC. N Engl J Med. 2023 Nov 8. doi:

10.1056/NEJM0a2306434. Epub ahead of print. PMID: 37937763.




STADE METASTATIQUE : EGFR+
(exon dell19- exon 21 L 858R)

V4
| EtUde Flaura 2 A Progressionfree Survival According to Investigator A {full analysis set) B Progression.free Survival According to Blinded Independent Central Review (full analysis set)
Median (95% CI) Median (95% C1)
me me
Osimertinib + Plati fe d 255 R4.1-NG) Osimertind + Plats Py d 294 (253-NO)
104 Osimertinib 6.7 (14 1-71)) % 1.0+ Osimertinib 199 (166-25.3)
: 09 difference. 1.4 me 0.9 difference. 9.5 ma
08 Hazard rato for dmease progression or death, A o34 Hazard ratio for dineaso progression or death
j 062 (95% C1, 0.49-073); PO 0D} 1 D 062 (5% L1, 0.43-0.80)
07 T 0.4 . 2% Osimertins s
0é Csimestini + 3 084 \._.\ platmum-peenetrosnd
0. \dmrwommﬂcd o Otmentind s 3 - R
g 044 1. 044
s 0 4 s 034
%‘ 02+ ' £ 024
01 y 2 o+
i 00 —T—r— T T — T+ i oo —r—r—r—7—T —r—T
¢ 1 L] L} 5 " A i " 2 10 L) » e 3 h s u 15 18 u u n w 1 %
Months since Rand f Aonths since Rendomi
No. at Risk No. at Risk
Onomertinibe 379 254 24) 225 207 187 65 130 B4 a2 n 3 0 Osonertinibe 279 255 142 220 X7 1M iR 12 W % 0 3 ¢
Patingm— platimn-
pernetrexed pemetreced
Osimertindy 2 W& 2T WY OITR 48 1Y u o a8 b} | L) Csineminib 78 7 AR 195 162 19 s - I L Q 12 2 o
C Progressionfree Survival among Patients with CNS Metastases at Baseline D Progression-free Survival among Patients without CNS Metastases at Baseline
Median (95% C1) Median (95% C1)
mo mo
Osimertinib + Plati ‘ ed 249 (220-NC) Osimertinid + Plati P d 276 (24.7-NC)
B 104 Osimertinib 138 (110-167) B 104 Osimertinib 210 (16.7-305)
5 03 “t T Hazard tatio for daease progression ar death 5 09+ Hazard ratio lor diseise progression or death
\ 0A7 (95%C), 0.33-0.66) 0.7% (95% CL 055108
.! 084 L 1 08+ -
07 T e 074 ~- -, Osimertind
06 3 \ Osimertind+ .t 0.6+ W platrum-pemetered
04§+ P 1 patmum-pemetresed 054 Oimertinid &
04- Ouimeetindy —— 0.4
s 0 s 03
£ o024 £ o024
01+ 2 o1
0o T T d T T T u T T T T J g 0o T T T v T T Y T v T J
0 ) 6 5 12 15 i 21 e b2 0 3 ] % 0 3 6 s 12 15 18 U " n w 0 %
Months since Randomizath Months since Rand .
No. at Risk No. at Risk
Osimertimbs 116 101 W 93 A4 n” s 4 14 i 2 0 Osmertimbe 163 153 M3 132 123 110 95 75 LU I3 | 3] ! C
platanum.- platiman-
pemetrexad permetrexed

Osmermtinid 110 95 M oW W Y 2 1 L) 1 0 Osmertinid 183 151 143 130 118 98 82 62 48 N 1% 0 0

Hors AMM ; Données non

Planchard D, Jdnne PA, Cheng Y, Yang JC, Yanagitani N, Kim SW, Sugawara S, Yu Y, Fan Y, Geater SL, Laktionov K, Lee CK, Valdiviezo N, Ahmed S, Maurel JM, Andrasina |, Goldman J, validées par les Autorités de )
Ghiorghiu D, Rukazenkov Y, Todd A, Kobayashi K; FLAURA2 Investigators. Osimertinib with or without Chemotherapy in EGFR-Mutated Advanced NSCLC. N Engl J Med. 2023 Nov 8. doi: Santé 3 ce jour
10.1056/NEJMo0a2306434. Epub ahead of print. PMID: 37937763.
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STADE METASTAT|QUE . EGFR+ (exon del19- exon 21 L 858R)
Tolerance

Table 3. Adverse Events.”
Osimertinib + Platinum-Pemetrexed Osimertinib Monotherapy
Event (N=276) (N=275)
Any Grade Grade 1 Grade 2 Grade 3 Grade 4 Any Grade Grade 1 Grade 2 Grade 3 Grade 4
Anemia 128 (46) 30 (11) 43 (16) 55 (20) 0 22 (8) 15 (5) 6(2) 1 (<1) 0
Diarrhea 120 (43) 83 (30) 29 (11) 3(3) 0 112 (41) 89 (32) 22 (8) 1 {<1) 0
Nausea 119 (43) 81 (29) 34 (12) 4 0 28 (10) 22 (8) 6(2) 0 0
Decreased appetite 25 (31) 49 (18) 28 (10) 3(3) 0 26 (9) 18 (7) 6(2) 21 0
Constipation 81 (29) 60 (22) 20 (7) 1(<1) 0 28 (10) 23 (8) 5(2) 0 0
Rash 77 (28) 55 {20) 21(8) 1(<1) 0 57 {21) 46 (17) 11 (4) 0 0
Fatigue 76 (28) 45 (16) 23 (8) 8(3) 0 26 (9) 24 (9) 1{<1) 1(<1) 0
Vomiting 73 (26) 50 (18) 20 (7) 31 0 17 (6) 13 (5) 4 (1 0 0
Stomatitis 68 (25) 40 (14) 27 (10) 1{<1) 0 50 (18) 32 (12) 17 (6) 1 (<) 0
Neutropenia 68 (25) 4(1) 27 (10) 30 (11) 703) 9(3) 31 4(1) 2(1) 0
Paronychia 65 (24) 28 (10) 35 (13) 2(y 0 73 27) 37 (13) 35 (13) 1 (<1) 0
Neutrophil count 62 (22) 5Q2) 26 (9) 25(9) 6(2) 16 (6) 6(2) 8 (3) 2(1) 0
decrease
Covid-191 57 (21) 23 (8) 31 (11) 2(1) 0 39 (14) 18 (7) 21 (8) 0 0
ALT increase 56 {20) 36 (13) 16 (6) 4(1) 0 21 (8) 17 {6) 31 1(<1) 0
Platelet count decrease 51 {18) 19 (7) 11 (4) 18(7) 31 19 (7) 18 (7) 1{<l) 0 0
Thrombaocytopenia 51 (18) 19 (7) 13 (5) 16 (6) (1) 12 (4) 6(2) 11 Q) 0
Dry skin 50 (18) 43 (16) 70) 0 0 66 (24) 62 (23) 4(1) 0 0
AST increase 48 (17) 42 (15) 5(2) 1(<1) 0 13 (5) 12 (4) 0 1(<1) 0
Blood creatinine increase 46 (17) 33(12) 13 (5) 0 0 12 (4) 10 (4) 2(1) 0 0
White-cell count 44 (16) 703) 28 (10) 8(3) 1{<1) 18 (7) 9 (3) 8 (3) 1 {<1) 0
decrease
Peripheral edema 42 (15) 33 (12) 9(3) 0 0 12 (4) 9(3) 3(1) 0 0

Planchard D, Jdnne PA, Cheng Y, Yang JC, Yanagitani N, Kim SW, Sugawara S, Yu Y, Fan Y, Geater SL, Laktionov K, Lee CK, Valdiviezo N, Ahmed S, Maurel JM, Andrasina |, Goldman J,
Ghiorghiu D, Rukazenkov Y, Todd A, Kobayashi K; FLAURA2 Investigators. Osimertinib with or without Chemotherapy in EGFR-Mutated Advanced NSCLC. N Engl J Med. 2023 Nov 8. doi:
10.1056/NEJM0a2306434. Epub ahead of print. PMID: 37937763.




STADE METASTATIQUE : EGFR+
(exon dell9- exon 21 L 858R)

= Etude Mariposa

MARIPOSA: Phase 3 Study Design

( \ Serial brain MRIs were required for all patients® ) ) )
Key Eligibility Criteria Primary endpoint of progression-free

survival (PFS)® by BICR per RECIST v1.1:

« Locally advanced or
y * Amivantamab + lazertinib vs osimertinib

metastatic NSCLC

Amivantamab + Lazertinib

(n=429; open-label)

= Treatment-naive for Secondary endpoints of

advanced disease amivantamab + lazertinib vs osimertinib:
- Documented EGFR Osimertinib +  Overall survival (OS)®

Ex19del or L858R (n=429; blinded) * Objective response rate (ORR)

* Duration of response (DoR)
. * PFS after first subsequent therapy (PFS2)
Lazertinib - Symptomatic PFS®

- EGFR mutation type (n=216; blinded) « Intracranial PFS*
(Ex19del or L858R) « Safety

- ECOGPSOori

Stratification Factors

2:2:1 Randomization (N=1074)

= Asian race (yes or no
y ) Dosing (in 28-day cycles)
= History of brain Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, then every 2 weeks

Lazertinib monotherapy arm was included ‘
Lazertinib: 24 daily % A
\ metastases® (yes or "‘y Calarantings: :()"r?g daily to assess the contribution of components

4

Hors AMM ; Données non validées par les Autorités de Santé a ce jour
Cho BC, et al. Ann Oncol 2023;34(suppl):Abstr LBA14




STADE METASTATIQUE : EGFR+
(exon dell9- exon 21 L 858R)

= Etude Mariposa

Primary Endpoint: Progression-free Survival by BICR?
Amivantamab + lazertinib reduced the risk of progression or death by 30% and improved median PFS by 7.1 months
100 +

)

t Median follow-up: 22.0 months M::;:,:' g l';s

8 80 + Amivantamab + Lazertinib 23.7 mo (19.1-27.7)

'ﬁ Osimertinib 16.6 mo (14.8-18.5)

5]

@ HR, 0.70 (95% ClI, 0.58-0.85); P<0.001

& o0

g

a . G

@ 40 A Amivantamab + Lazertinib

w M

_§ _“_\‘—“‘—‘ Osimertinib

2 20 -

c

L

a—

[\

a

0 T T T T T T T T 1 v~ ";:; Py
0 3 6 9 12 15 18 21 24 27 30 33 e l/
Months A e
No. at risk >
Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0 ®o

Osimertinib 429 404 358 326 266 205 160 90 48 28 10 0 B |

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

' o \a.r"':‘
Cho BC, et al. Ann Oncol 2023;34(suppl):Abstr LBA14



STADE METASTATIQUE : EGFR+
(exon dell9- exon 21 L 858R)

= Etude Mariposa

Lazertinib Monotherapy Demonstrates Meaningful Clinical Activity

100 - Median PFS
- 3 Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
- Osimertinib 16.6 mo (14.8-18.5)
® 80 - Lazertinib 18.5 mo (14.8-20.1)
<
c
oS
o 60 -
(=2
e
a . - .
® 40 - Amivantamab + Lazertinib
: Lazertinib
¥ Osimertinib
2z
w20 -
€
2
-
o
o
0 Ll Ll L) Ll Ll Ll Ll Ll L L} L}
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months
Amivantamab + Lazerinib 429 391 357 332 291 244 194 106 60 33 8 0
Ysimertinit 429 404 358 325 266 205 160 90 48 28 10 0 &
|azeri 216 200 174 157 134 103 83 4 19 6 2 0 >
1 ) |
|
Hors AMM ; Données non validées par les Autorités de Santé a ce jour L AN

Cho BC, et al. Ann Oncol 2023;34(suppl):Abstr LBA14



STADE METASTATIQUE : EGFR+
(exon del19- exon 21 L 858R)

= Etude Mariposa

Amivantamab
+ Lazertinib
(n=429)

BICR-assessed
response, n (%)?

ORR

PFS Benefit Seen Across Predefined Subgroup

Evonts/N

86% 85%

All responders

F
Favors ayors Amivantamab «

i A i | Ol iy R (95% CI, 83-89) (95% CI, 81-88)
Al randomized patiorts . 0.70 (0.58-0 85) 192420 252429 = =
Ao::sa l:,:,y ot | 0.50 (0.39-0 85) /235 153237 Confirmed 80% 76%

75 yoars - 070(0.57-085) s 220376 responders (95% ClI, 76-84) (95% ClI, 71-80)

275 years . e 0.77 (0 46-1.30) 2181 32153
- o 0.70 (0 55-0.90) 112275 1407251 Best responseb

Male e 0.74 (0.55-0.98) BO/154 112178
Race ' \

o PO - 075 056090 e AT CR 29 (7) 15 (4) | Al
w"lﬁ';'f;""" .@ 0.70 (0.57-0.86) 161/376 2000368 v ! \‘T. "
Ec;gg:?s "—‘.‘r" 0.77 (048-122) 3183 4351 PR 334 (79) 335 (81 ) )@Q j =./_:_‘

o . 0.79 (0.56-1.12) 567141 760149 A . R

1 . 0.66 {0.52-0.82) 136288 176/280 “’

m\::?d . 0.78 (0.56-1 08) 67130 79134 SD 30 (7) 42 (1 0) @_» . é

No R 2 ' 0.67 (0.53-0.84) 1257290 173295 v ’_u‘? P
Miyea e s . / 060 053082 s 2 PD 7 (2) 11 (3) . A

No . 0.69 (0.53-0.59) 967251 141257 ¥ e
EGFR mutation " &

iy e | omossto S0 oz NE/UNK 21 (5) 11 (3) e

01 1 10 . @
Ongoing 209 of 336 151 of 314 _a
BN
responses (62%) (48%) e
- |



STADE METASTATIQUE : EGFR+

(exon dell9- exon 21 L 858R)

= Etude Mariposa

Amivantamab + lazertinib Osimertinib
(n=421) (n=428)
Grade 1-2 Grade 23  Grade 1-2 Grade 23

Related to EGFR inhibition 57 11 28 0.5

Paronychia 46 15 30 1

Rash 27 2 44 1

Diarrhea 21 8 13 0

Stomatitis 28 1 21 0.2

Pruritus 23 0.5 17 0.2

Related to MET inhibition

Hypoalbuminemia 43 5 6 0

Peripheral edema 34 2 6 0

Cho BC, et al. Ann Oncol 2023;34(suppl):Abstr LBA14

Any VTE, n (%)
Grade 1
Grade 2
Grade 3
Grade 4
Grade 5
Any VTE leading to death, n (%)
Any VTE leading to any discontinuation, n (%)
Anticoagulant use at time of first VTE, n (%)
On anticoagulants
Not on anticoagulants
Median onset to first VTE
Within first 4 months, n (%)

Amivantamab +
Lazertinib (n=421)

157 (37)
5(1)
105 (25)
43 (10)
2(0.5)
2(0.5)
2(0.5)
12 (3)

5(1)
152 (36)
84 days
97 of 157 (62)

Osimertinib

(n=428)
39 (9)
0
24 (6)
12 (3)
1(0.2)
2 (0.5)
2 (0.5)
2 (0.5)

0
39 (9)
194 days

13 of 39 (33)

@r':

o

o

»

_ o
g



STADE METASTATIQUE : EGFR+
(exon dell9- exon 21 L 858R)

= Etude Mariposa

S
o
£
% Amivantamab + Lazertinib
3 Osimertinib
2
©
2
3 40 4
£
2 Median follow-up: 22.0 months
® 20 -
o
HR, 0.80 (95% CI, 0.61-1.05); P=0.112
0 ) L) L) L} L) L} L} ' L} L) L)
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. atrisk
Amivantamab + Lazertinb 429 403 389 382 374 360 293 201 122 58 14 0
Osimertinb 429 416 409 395 372 349 280 186 110 54 13 0

Cho BC, et al. Ann Oncol 2023;34(suppl):Abstr LBAL4 Hors AMM ; Données non validées par les Autorités de Santé a ce jour



STADE METASTATIQUE EGFR post osimertinib

MARIPOSA-2: Phase 3 Study Design

/ Key Eligibility Criteria \

* Locally advanced or

metastatic NSCLC

* Documented EGFR

Ex19del or L858R

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

- ECOGPSOor1

Stable brain metastases
were allowed,
radiation/definitive therapy
was not required (untreated)

Stratification Factors

* Osimertinib line of therapy

(1st vs 2nd)

* Asian race (yes or no)

» History of brain metastases
des or no) j

2:2:1 Randomization (N=657)

Hors AMM ; Données non validées par les

Autorités de Santé a ce jour

Passaro A, et al. Ann Oncol 2023;34(suppl):Abstr LBA15

Serial brain MRIs were required for all patients?

Dual primary endpoint of PFS¢ by BICR

Amivantamab-Lazertinib-Chemotherapy per RECIST v1.1:
(n=263) + Amivantamab-Lazertinib-Chemotherapy
vs Chemotherapy
Chemotherapy * Amivantamab-Chemotherapy
(n=253) vs Chemotherapy
Secondary endpoints:
Amivantamab-Chemotherapy » Objective response rate (ORR)*
(n=131) * Duration of response (DoR)
* Qverall survival (OS)°
[ Dosing (in 21-day cycles) ) * Intracranial PFS
Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then :
1750 mg (2100 mg if 280 kg) every 3 weeks starting at Cycle 3 (week 7) * Time to subsequent therapy" i o4
Lazertinib: 240 mg daily starting after completion of carbopiatin® » PFS after first subsequent therapy (PFS2)¢ v _ﬂ F ¢
Chemotherapy administered at the beginning of every cycle: +  Symptomatic PFS? Nt
«  Carboplatin: AUCS for the first 4 cycles . Safet 2 ®
\- Pemetrexed: 500 ma/m? until disease progression J Y ‘ ___\"
R
@ ¢ .—v._% 4 e
The amivantamab + lazertinib + chemotherapy regimen was modified to B
start lazertinib after carboplatin completion due to hematologic toxicities A ]
“.-?'/‘A



STADE METASTATIQUE EGFR post osimertinib

Primary Endpoint: Progression-free Survival by BICR

At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy
reduced the risk of progression or death by 52% and 56%, respectively

— 100 - Amivantamab-Chemotherapy Amivantamab-Lazertinib-
§ vs Chemotherapy Chemotherapy® vs Chemotherapy
® Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
e
o HR, 0.48 HR, 0.44
o) (95% ClI, 0.36-0.64) (95% ClI, 0.35-0.56)
T,,,” P<0.001 P<0.001
% 60 4
T
n |
e !
© 40 + |
_g S H Amivantamab-Lazertinib-Chemotherapy
3 . g 1 L
@ ! ' |

- 1 '
§ <) ' : Amivantamab-Chemotherapy
] '
> | 13% J
e . 13%) | Chemotherapy

0 : |
0 3 6 9 12 15 18
o Months
Amivantamab-Chemotherapy 131 oa 49 27 7 0 0
Amnantamab-Lazertinib-Chemothempy 263 14 104 52 21 4 0
Chamotharapy 263 135 49 17 ) 0 0

Hors AMM ; Données hc;n |
Consistent PFS benefit by investigator: HR, 0.41 (8.2 vs 4.2 mo; P<0.001") & HR, 0.38 (8.3 vs 4.2 mo; P<0.001") validées par les Autorités de

Santé a ce jour
Passaro A, et al. Ann Oncol 2023;34(suppl):Abstr LBA15



STADE METASTATIQUE EGFR post osimertinib

Consistent PFS Benefit of Amivantamab-Chemotherapy
Across Subgroups by BICR

Events/N
Favors amivantamab- I Hazard ratio Amivantamab-
Subgroup chemotherapy chemotherapy (95% CI) Chemotherapy Chemotherapy
All randomized patients - 0.48 (0.36-0.64) 74/131 1717263
Age category !
<65 years | 0.44 (0.31-0.64) 40079 106/166
265 years @ 0.61 (0.40-0.94) 34/52 65/97
Sex |
Female — @ : 0.48 (0.33-0.68) 45/81 103/157
Male o, 0.54 (0.35-0.84) 29/50 68/106
Race |
Asian — : 0.58 (0.39-0.85) 39/63 82/127
Non-Asian — e 0.47 (0.32-0.71) 34/64 84/129
Weight category |
<80 kg . S 0.51 (0.38-0.68) 64/113 148/226
280 kg ——@—h 0.51 (0.23-1.11) 1018 23137
ECOG PS |
0 —@— | 0.44 (0.28-0.69) 30/55 65/101
1 . : 0.56 (0.39-0.79) 44176 106/162
History of smoking \
Yes | 0.45 (0.27-0.76) 19/41 61/95
No @ ! 0.53 (0.38-0.74) 55/90 110/168
" |
History of brain metastases |
Yes —— 0.52 (0.35-0.78) 34/58 79/120
No - | 0.48 (0.33-0.70) 40173 92/143
Osimentinib line of therapy :
First-line B el 0.47 (0.34-0.66) 54/97 117/181
Second-line —@—i 0.55 (0.32-0.93) 20/34 54/82
EGFR mutation :
Ex19del @ 0.60 (0.44-0.83) 58/89 118/183
L858R —_tr——_ el 0.30 (0.17-0.54) 16/42 53/79
0.1 1 10

Passaro A, et al. Ann Oncol 2023;34(suppl):Abstr LBA15




STADE METASTATIQUE EGFR post osimertinib

Amivantamab-

Treatment duration,
median (range)

No. of chemotherapy cycles,
median (range)

Carboplatin
Pemetrexed

TEAE, n (%)

Amivantamab- Lazertinib-

BICR-assessed Chemotherapy Chemotherapy Chemotherapy
Response, n (%)° (n=263) (n=131) (n=263)
Best Response

CR 1(0.4) 2(2) 6(2)

PR 93 (36) 81 (62) 157 (61)

SD 82 (32) 30 (23) 61 (24)

PD 52 (20) 10 (8) 14 (5)

NE/UNK 32 (12) 7 (5) 21(8)
Median DoR¢ 5.6 mo 6.9 mo 9.4 mo

(95% Cl, 4.2-9.6)

(95% Cl, 5.5-NE)

(95% Cl, 6.9-NE)

Passaro A, et al. Ann Oncol 2023;34(suppl):Abstr LBA15

Any AEs

Grade 23 AEs

Serious AEs

AEs leading to death

Any AE leading to treatment:
Interruptions of any agent
Reductions of any agent
Discontinuations of any agent

Discontinuations of all agents
due to AE

Chemotherapy

(n=243)

(0-15.9)

4 (1-5)
6 (1-23)

Chemotherapy

(n=243)
227 (93)
117 (48)
49 (20)
3(1)

81 (33)
37 (15)
9 (4)
10 (4)

3.7 months

Amivantamab-
Chemotherapy (n=130)
6.3 months

(0-14.7)

4 (1-4)

9 (1-22)

Amivantamab-
Chemotherapy (n=130)

130 (100)

94 (72)
42 (32)
3(2)

84 (65)
53 (41)
24 (18)
14 (11)

Amivantamab-Lazertinib- [
Chemotherapy? (n=263)

5.7 months
(0.1-18.6)

4 (1-4)
7 (1-25)
Amivantamab-Lazertinib-
Chemotherapy? (n=263)
263 (100)
242 (92)
137 (52)

14 (5)

202 (77)
171 (65)
90 (34)

38 (14)



STADE METASTATIQUE EGFR uncommon

Other frameshift Other deletion
mutations 0.91% mutations 1.16%

Sensitizing
Uncommon Mutations

Uncommon EGFR mutation

Compound 83.15%
mutations
17.43% Other point
mutations
28.22%
Resistance Ex20ins :
m tati -
utations mutations Major e

16.85%

uncommon QRN /1) 0.41%
Mutations - 4.98%

Harrison PT et al. Semin Cancer Biol. 2020;61:167




EGFR Exon 20

A ‘Classical’ EGFR mutations B
P e X
Exon |I.¢-l¢unnl LE5BR

e, Tarloxotinib bromide
A “
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Fig. 2. A) Impact of deletions and insertions on EGFR activation, and incidence of EGFR exon 20 insertions variants in NSCLC. (modified from Vyse et al. - Signal
Transduct Target Ther. 2019); B) Potential treatment strategies in EGFR exon 20 insertions lung tumors.

Remon J, Hendriks LEL, Cardona AF, Besse B. EGFR exon 20 insertions in advanced non-small cell lung cancer: A new history begins. Cancer Treat Rev. 2020 Nov;90:102105.



STADE METASTATIQUE EGFR exon 20

= Etude Papillon

(R)

)

-

Key Eligibility Criteria

Treatment-naive,?
locally advanced or
metastatic NSCLC

Documented
EGFR Exon 20
insertion mutations

ECOGPS0Oor1

Stratification Factors

ECOG PS

History of brain
metastases®

Prior EGFR TKI use?

PAPILLON: Phase 3 Study Design

1
1:1 Randomization (N=308)

-

Amivantamab-Chemotherapy Primary endpoint: Progression-free survival
(n=1 53) (PFS) by BICR according to RECIST v1.1¢

Secondary endpoints:
« Objective response rate (ORR)®
* Duration of response (DoR)
Chemotherapy * Overall survival (OS)*

(n=1 55) ! « PFS after first subsequent therapy (PFS2)
: + Symptomatic PFSH
- « Time to subsequent therapy*
Dosing (in 21-day cycles) E « Safety
:
I
I
I

Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then
1750 mg (2100 mg if 280 kg) every 3 weeks starting at week 7 (first day
of cycle 3)

Chemotherapy on the first day of each cycle: W Optional crossover to 2"*-line
+ Carboplatin: AUCS for the first 4 cycles amivantamab monotherapy‘-‘
+  Pemetrexed: 500 mg/m? until disease progression

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Zhou C,et al ; PAPILLON Investigators. Amivantamab plus Chemotherapy in NSCLC with EGFR Exon 20 Insertions. N Engl J Med. 2023 Oct 21.




STADE METASTATIQUE EGFR exon 20

A Progression-free Survival, Blinded Independent Central Review
100+

90
80
704
60-

6.7 mo (95% Cl,

Amivantamab-
40 5.6-7.3)

chemotherapy

11.4 mo (95% Cl,

Hazard ratio for disease 9.8-13.7)

progression or death,

Percentage of Patients
v
T

104  0.40 (95% Cl, 0.30-0.53) Chemotherapy
0 P<0.00} T I T T T T T 1
0 3 6 9 12 15 18 21 24
Months since Randomization
No. at Risk
Amivantamab- 153 135 105 74 50 33 15 3 0
chemotherapy

Chemotherapy 155 131 74 4] 14 4 2 1 0

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

BICR-assessed response® Amivantamab.Chemotharapy (n=153)
Mean percent change of SoD -53%° -34%
ORR 73% (95% CI. 65-80) 47% (95% CI. 39.50)
Odds ratio 3.0 (95% CI, 1.8-4.8); P<0.0001
Best response, n (%)
Complete response 6(4) 1)
Partial response 105 (89) 71(47)
Stable d'sease 29 (19) 62 (41)
Progressive disease 4(3) 16 (11)
NE/Unknown 8 (5) 2{(1)
Median time to response 6.7 wk (range, 5.1-72.5) 11.4 wk (range, 5.1-60.2) bt
& &
s
-
4 ./‘,’h o
oa°
3 ~ »
@ - &é\ /.
~ . ‘
B 9 |/
R
‘?@' »
,//‘Li’\ ®
.
> »/gd
Y )

Zhou C,et al ; PAPILLON Investigators. Amivantamab plus Chemotherapy in NSCLC with EGFR Exon 20 Insertions. N Engl J Med. 2023 Oct 21.



STADE METASTATIQUE EGFR exon 20

Table 3. Adverse Events.*

Amivantamab—Chemotherapy Chemotherapy
Adverse Events (N=151) (N=155)
All Grades Grade =3 All Grades Grade =3

number of patients (percent)

Any event 151 (100) 114 (75) 152 (98) 83 (54)
Any serious event 56 (37) 48 (31)
Any event resulting in death 7 (5) 4(3)
Any event leading to interruption of any agent 104 (69) 56 (36)
Interruption in dose of amivantamab

Any 97 (64)

Related to amivantamaby 63 (42)
Any event leading to reduction of any agent 73 (48) 35 (23)
Reduction in dose of amivantamab

Any 54 (36)

Related to amivantamaby 54 (36)
Any event leading to discontinuation of any agent 36 (24) 16 (10)
Discontinuation of amivantamab

Any 17 (11)

Related to amivantamaby 10 (7)
Discontinuation of all agents because of adverse events:: 12 (8) 12 (8)

Zhou C,et al ; PAPILLON Investigators. Amivantamab plus Chemotherapy in NSCLC with EGFR Exon 20 Insertions. N Engl J Med. 2023 Oct 21.




STADE METASTATIQUE EGFR exon 20

Overall Survival
Median Overall Survival (95% Cl)

mo
Amivantamab-Chemotherapy Not estimable
1007 Chemotherapy 24.4 (22.1-not estimable)
90-
a  80- Amivantamab—chemotherapy
: - A AL AL ]
§ 70- 2
< 60 -
50
80
8 404
c
§ 30
L ol
a 20 Hazard ratio for death, 0.67 (95% Cl, 0.42-1.09) Chemotherapy
109 p=0.11
0 I I I I I I I I |
0 3 6 9 12 15 18 21 24 27
Months since Randomization
No. at Risk
Amivantamab—chemotherapy 153 144 133 115 88 60 38 15 5 0
“hemotherapy 155 153 144 110 85 57 37 24 6 0

Zhou C,et al ; PAPILLON Investigators. Amivantamab plus Chemotherapy in NSCLC with EGFR Exon 20 Insertions. N Engl J Med. 2023 Oct 21.



STADE METASTATIQUE EGFR uncommon

= Etude Achille

Key patient inclusion criteria Afatinib 30 or 40 mg/day PO

* Locally advanced or metastatic (n=36)
nonsquamous NSCLC

Stratification

* Sensitizing uncommon EGFR mutations R «  Mutation status (single vs. compound)
e No prior thera py 2:1 Stage (I1l/1V vs. recurrence)
CNS metastases (yes vs. no)
* ECOG PS0O-1 «  Afatinib dose ( 30 mg vs. 40 mg)
(n=109)
Chemotherapy*

(n=36)

Primary endpoint Secondary endpoints

* PFS (investigator assessed) * ORR, DCR, OS, TTF, safety

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Miura S, et al. Ann Oncol 2023;34(suppl):Abstr LBA66



STADE METASTATIQUE EGFR uncommon

= Etude Achille
Demographics and Baseline Characteristics

Characteristics - Plaﬂﬂ(llnl:slz)cllblet
b ormbn EGFR mutation status

Age Median (range)  71.0 (49-83) 665 (42-77) 24(22.0%) =
>75yearsold 19  (26.0%) 5  (13.9%) G719X+S7681 10 (n=109)
G719X+E709X 7
Gender Male 32 (43.8%) 16 (44.4%) G719X+L861Q 4
Female 41  (56.2%) 20 (55.6%) G719X+0Others 3
ECOG 0 32 (43.8%) 16 (44.4%)
performance status 1 41 (56.2%) 20 (55.6%)
- Common/Uncommon
oking status Never 38 (52.1%) 13  (36.2%) 10(9.2%)
Current 8 (11.0%) 6 (16.7%) L858R +6thers 6
Former 27 (37.0%) 17  (47.2%) Ex19del+Others 4
Stage* mnnv 55 (75.3%) 29 (80.6%)
Recurrence 18 (24.7%) 7 (19.4%) Other Uncommion
EGFR mutation status®*  Single 50 (68.5%) 25 (69.4%) 9(8.3%) L861Q
Compound 23  (31.5%) 11 (30.6%) Ex18del 4 20 (18.3%
_ Ex19del 2 (18.3%)
CNS metastasis* No 50 (68.5%) 25 (69.4%) E709X 2
Yes 23 (31 .5%) 1 (30.6%) L747P 1 S768I
Afatinib starting dose® 30 mg 37 (50.7%) 19 (52.8%) 3 (2.8%)

40 mg 36 (49.3%) 17 (47.2%)

Miura S, et al. Ann Oncol 2023;34(suppl):Abstr LBA66




STADE METASTATIQUE EGFR uncommon

Progression-free survival

1.0
Afatinib Platinum doublet
(n=70) (n=34)
z, 08 -
= Events, n (%) 45 (75.0) 27 (79.4)
. ——— mPFS, mo 10.6 5.7
g = : HR (95%Cl); p-value 0.422 (0.256, 0.694); 0.0007
oy : 42.1% A - B
S 04- '
c
=
(73]
0.2 - :
: 19.3% 1 —_
0 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time, months
No. at risk

— Afatinb 73 57 46 30 20 15 13 9 7 6 5 1 1 0
= Platinum doublet 36 25 13 6 5 3 3 3 1 1 1 1 0 0

Hors AMM ; Données non validées par les Autorités de Santé a ce jour
Miura S, et al. Ann Oncol 2023;34(suppl):Abstr LBA66




STADE METASTATIQUE RET+

: O
* Etude LIBRETTO 431 <N

Selpercatinib 160 mg BID

(n=159)

Stratification

* Geography (East Asian vs. non-East Asian)

* Brain metastases (present vs. absent/unknown)

* Investigator’s choice of treatment with pembrolizumab

b :
Chemotherapy® = pembrolizumab Sel[errcats

(n=102)

Primary endpoint Secondary endpoints
* PFS (BICR) * OS, ORR, DoR, PROs, safety

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Zhou C, Solomon B, Loong HH, Park K, Pérol M, Arriola E, Novello S, Han B, Zhou J, Ardizzoni A, Mak MP, Santini FC, Elamin YY, Drilon A, Wolf J, Payakachat N, Uh MK, Rajakumar D,
Han H, Puri T, Soldatenkova V, Lin AB, Lin BK, Goto K; LIBRETTO-431 Trial Investigators. First-Line Selpercatinib or Chemotherapy and Pembrolizumab in RET Fusion-Positive NSCLC. N
EnglJ Med. 2023 Oct 21. doi: 10.1056/NEJM0a2309457. Epub ahead of print. PMID: 37870973.



STADE METASTATIQUE RET+

= Etude LIBRETTO 431

Progression-free survival (BICR)
ITT-pembrolizumab population ITT population

Selpercatinib Chemotherapy Selpercatinib Chemotherapy

(n=129) (n=83) (n=159) (n=102)
Mm(QS%CI) 248 ,(,16'9' NE) 11.2 (88 16.8) mﬂ\m&(%%cq 248 _(17.;__ NE)_ 11.2_!8.8{.»16.8)
1 HR (95%ClI); p-value 0.465 (0.309, 0.699), <0.001 1 ¥ HR (95%Cl); p-value 0.482 (0.331, 0.700), <0.001
00 {Median follow-up of ~19 mo) 00 (Median follow-up of ~18 mo)
80 - 80 —
60 - 60 —
I i i — B s s onens oo —
w w
w40 - : w40
20 - —1 20 -
0 1 : 1 1 l: 1 1 o I : 1 Ll 1 : L 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36
No. at risk Time, months No. at risk Time, months
—Selpercatinib 129 105 72 44 16 2 0 —Selpercatinib 159 130 90 52 18 3
— Control 83 55 29 15 6 0 0 - Control 102 63 33 16 7 1 :
Hors AMM ; Données non validées par les Autorités de Santé a ce jour ~ ¢/' :
Zhou C, Solomon B, Loong HH, Park K, Pérol M, Arriola E, Novello S, Han B, Zhou J, Ardizzoni A, Mak MP, Santini FC, Elamin YY, Drilon A, Wolf J, Payakachat N, Uh MK, Rajakumar D, Han ‘ N
H, Puri T, Soldatenkova V, Lin AB, Lin BK, Goto K; LIBRETTO-431 Trial Investigators. First-Line Selpercatinib or Chemotherapy and Pembrolizumab in RET Fusion-Positive NSCLC. N Engl J "::" =

Med. 2023 Oct 21. doi: 10.1056/NEJM0a2309457. Epub ahead of print. PMID: 37870973. % J.



STADE METASTATIQUE RET+

Table 2. Summary of End Points Assessed by Blinded Independent Central Review.*

End Point

Progression-free survival — mo

Median progression-free survival (95% Cl)

Median duration of follow-up (95% Cl)
Objective response (95% Cl) — % of patients
Best overall response — no. (%)

Complete response

Partial response

Stable disease

Progressive disease

Not evaluable
Duration of response

Patients with a response — no.

Patients with a response and censored data
—no. (%)
Median duration of response (95% Cl) — mo

Median duration of follow-up (95% CI) — mo

Intention-to-Treat-Pembrolizumab

Population
Selpercatinib Control
(N=129) (N=83)
24.8 (16.9~-NE) 11.2 (8.8-16.8)
19.4 (16.7-19.7) 18.9 (14.2-22.3)
84 (76-90) 65 (54-75)
9(7) 5(6)
99 (77) 49 (59)
14 (11) 20 (24)
2(2) 5 (6)
5(4) 4(5)
108 54
74 (69) 25 (46)

24.2 (17.9-NE)
18.0 (16.5-19.5)

115 (9.7-23.3)
14.6 (11.2-19.8)

Overall Intention-to-Treat Population

Selpercatinib Control
(N=159) (N=102)
24.8 (17.3-NE) 11.2 (8.8-16.8)
19.4 (16.7-19.6) 16.5 (13.6-21.0)
84 (77-89) 63 (53-72)
12 (8) 5(5)

121 (76) 59 (58)

17 (11) 26 (25)
2(1) 7()
7(4) 5(5)

133 64

43 (32) 31 (48)

24.2 (17.9-NE)
17.9 (15.7-18.7)

12.0 (9.7-23.3)
12.7 (11.1-16.6)

Best Overall Response: B Complete W Partial

response

response

W Stable
discase

W Progressive
disease

A Tumor Responses with Selpercatinib

Percent Change in Size

40+
204

o
3

b

L

Patients

Zhou C, Solomon B, Loong HH, Park K, Pérol M, Arriola E, Novello S, Han B, Zhou J, Ardizzoni A, Mak MP, Santini FC, Elamin YY, Drilon A, Wolf J, Payakachat N, Uh MK, Rajakumar D,

Han H, Puri T, Soldatenkova V, Lin AB, Lin BK, Goto K; LIBRETTO-431 Trial Investigators. First-Line Selpercatinib or Chemotherapy and Pembrolizumab in RET Fusion-Positive NSCLC. N

Engl J Med. 2023 Oct 21. doi: 10.1056/NEJMo0a2309457. Epub ahead of print. PMID: 37870973.




KRAS G12C

“ Essai de phase Il mono-bras évaluant I’'association sotorasib et
carboplatine-pemetrexed en 1¢¢ ligne de traitement de CBNPC non-
épidermoide KRAS ¢12¢

Critéeres d’inclusion Phase Induction Maintenance phase
* CBNPC avancé non-épidermoide, avec = I
tation KRAS G12C otorasib JbUmg + '

mutation Carboplatine (AUC5)/ Pémétrexed 500 Pé Sf:ttoras(:lb(;EM)
- Naif de chimiothérapie et de KRAS ’ mg/m? emetrexe

inhibiteur [43W, 4 cycles] [a3W, jusqu’a progression]
- Avec lesion mesurable (n=30)
* ECOG PS0-1
* Métastases cérébrales asymptomatiques

incluables

Critéres secondaires : Recherche Translationnelle :
Taux de controle de la maladie Analyse NGS (tissue et plasma [a

(DCR), Survie sans progression baseline, 3 semaines et progression])
(SSP), durée de réponse (DOR),

Survie globale (SG) et tolérance

Critere principal :
Taux de réponse objective par comité
indépendant (BICR)

Hors AMM ; Données non validées par les Autorités de Santé a ce jour
H. Akamatsu et al., ASCO® 2023, Abs. #9006




KRAS G12C

Taux de Réponse Objective revu par un comité indépendant

Changement sur lésions cibles par rapport a la baseline (%)
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ORR 88,9% (IC80% 76,9-95,8%, 1C95% 70,8-97,6%)

o

-2

o

4

o

-6

o

-80

Hors AMM ; Données non validées par les Autorités de Santé a ce jour
H. Akamatsu et al., ASCO® 2023, Abs. #9006



BRAF V600E

= Etude PHAROS

Encorafénib et binimétinib chez des patients avec CBNPC BRAFY600F métastatique

BRAF mutation testing

Principaux criteres d'éligibilité

CBNPC métastatique muté BRAF V600E

ECOG performance status O ou 1 Tralfer.r'fleni
Pas de mutation de I'EGFR, de fusion ALK ou de réarrangement —
ROSI (n=59)
Pas plus d'une ligne de traitement antérieure dans un contexte
avancé

Pas de traitement antérieur avec un inhibiteur de BRAF ou de
MEK

Pas de métastases cérébrales symptomatiques

Pré-traité
(n=39)

Déterminé localement par un test PCR ou NGS ; envoyé au
laboratoire central.

Le liguide pleural, les tissus frais et archivés et I'aspiration &
l'aiguille fine sont acceptables.

Encorafénib
450mg QD

Binimétinib
45mg BID

Cycles de 28
jours jusqu'a
progression ou
toxicité
inacceptable

Objectif principal

* ORR selon IRR
Objectifs secondaires

+ ORR selon investigateur

- DOR, DCR, SSP et TIR
(selon IRR et investigateur)

- SG
- Tolérance

Critéres d'évaluation
exploratoires

Analyses des biomarqueurs et
de la pharmacocinétique

Hors AMM

; Données non validées par les Autorités de Santé a ce jour

GJ. Riely et al., ASCO® 2023, Abs. #9018




BRAF V600E

= Etude PHAROS

Encorafénib et binimétinib chez des patients avec CBNPC BRAF'69%t métastatique
Traitement naif Pré-traité

Taux de réponse objectif (IC95%l), %

— Traitement naif (n=57)
100
80 Réponse
B Réponse compléte
' Réponse partielle
= 60 ® Maladie stable
= m Progression
o 40 ® Non évaluable
£
s 20
el
§ o e e
o
o -20
[4+]
X = 4|
O 40 o ! |
.60 Bt | || |
-80 e
-100 '

n=59 n=39
75 (62-85) 46 (30-63)

- Pré-traité (n=39)

160

140 Réponse
B Réponse complete
120 “ Réponse partielle
100 = Maladie stable
= Progression
80 = Non évaluable

60
40
20 -
0
-20
-40
-60
-80
-100

Change from baseline (%)

Hors AMM ; Données non validées par les Autorités de Santé a ce jour
GJ. Riely et al., ASCO® 2023, Abs. #9018




BRAF V600E

= Etude PHAROS

Encorafénib et binimétinib chez des patients avec CBNPC BRAFV600E métastatique

SSP
100% n=59 n=39
SSP nbre evis, n (%) 23 (36) 17 (44)
o Médiane SSP (IC95%), mois NE (15,7, NE)) 9,3 (6,2-NE)
__60%
E\O/
&
- 40%
20%
Suivi median pour SSP : 18,2 (14,422 3) vs 12,8 (9,0-19,8) mois
0% : ‘
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Temps (mois)
59 54 45 38 36 33 30 26 25 19 14 14 12 8 7 7 2 0
39 27 23 18 15 12 10 7 6 6 4 a4 3 3 2 2 0o o

Hors AMM ; Données non validées par les Autorités de Santé a ce jour
GJ. Riely et al., ASCO® 2023, Abs. #9018 W



ADC Antibody Drug Conjugated ou anticorps conjugué

1. Liaison de I'ADC
avec 'antigéne

) : ADC 2. Internalisation de
Anticorps I'ADC dans I'endosome = 3
6. Effet spectateur .
== = = i -
| B
Charge utile - 3. Dégradationde " 4/
ou payload = = . i "
Liaison 5. Mort de la cellule | g
; cancéreuse Ny
Ou linker 4. Relargage de la charge utile &

Lisberg AE, et al. Ann Oncol 2023;34(suppl):Abstr LBA12
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TROPION-Lung01 Datopotamab deruxtecan (Dato-DXd) e

vs docetaxel chez CBNPC avances/meta pré-traités ‘;‘{,7/,:
. o
L]
Deruxtecan
I A \
= Phase 3 randomisée en ouvert SRt aa 2 11200 I8
:ontanit1toe: W
I-.—ihnlpl‘z:l':‘illj:ij:::d inker - 'rl?;::;i;); cne
Key Eligibility Criteria @ 2
& S ‘
+ NSCLC (stage llB, liC, or IV) Dato.DXd Dual Primary Endpoints 7
- ECOGPSof Oor 1 S « PFSbyBICR Ny
* No prior docetaxel 6 mg/kg Q3W e 0S |
. . . . - f “w \
Without actionable genomic alterations® (N=299) l
« 1 or2 prior lines, including platinum CT and Rl W s ‘_ Ai\T
anti~PD-(L)1 mAb therapy Secondary Endpoints )@ﬁ 3.
With actionable genomic alterations - 5 T * Ty
- Positive for EGFR, ALK, NTRK, BRAF, ROST, Docetaxel ORR by BICR Aol e
MET exon 14 skipping, or RET 75 mg/m? Q3w  DOR by BICR & ® .
1 or 2 prior approved targeted therapies + (N=205) ” B o
platinum-based CT, and <1 anti~PD-(L)1 mAb (N 305) Safety "j‘rf
"
Stratified by: histology,® actionable genomic alteration,® R
anti-PD-(L)1 mAb included in most recent prior therapy, geography® ) = | :

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Lisberg AE, et al. Ann Oncol 2023;34(suppl):Abstr LBA12 v N



TROPION-Lung01
Survie sans progression et survie globale en ITT

100 Median (95% C1), |ttt o
months? 44(42586) |37(2942)
80 SSP HR 0.75(0.62-091)
P-value 0.004
= Prespecified
£ 60 boundary (2-sided) 0.008
2
e
Y 40 - .
[Ty ]
e !
27 SG immature
+ Censored i
G ) ) i I ) 1 1 I 1
0 2 4 6 8 10 12 14 16 18
No. at risk: Time since randomization, months _
Dato-DXd 299 216 156 % 74 46 2 10 2 0™ PRSP ..ok Docsta
Docetaxel 305 186 120 63 42 19 14 7 0 0o, monthst 124(108148) | 110(98-125)
Dato-DXd Docetaxel . HR 0.90 {0.72-113)
ORR (95% Cl), %®° 26.4 (21.5-31.8) 12.8 (9.3-17.1) §
DOR (95% CI), mo 7.1 (5.6-10.9) 5.6(5.4-8.1) g ®
= I Information fraction
at intenm analysis
2 N M :‘; - A M ' z' (evenisfiotal events
Wo. st sak Time sisce ascomizaion, meetts requred): 74%.
X2 i3 P L 15 n 3 .‘—‘ 3.&
Hors AMM ; Données non validées par les Autorités de Santé a ce jour T
_,1‘_'.‘ /.I»
o

Lisberg AE, et al. Ann Oncol 2023;34(suppl):Abstr LBA12



TROPION-LungO1
SSP en sous-groupes

Events/n HR
Dato-DXd Docetaxel
Age at randomization <65 years 1181162  115/155 —— 0.67
=65 years 95/137  103/150 [ o 4 0.83
Sex Male 136/183  158/210 . — 0.79
Female 771116 60/95 b z 0.71
Race Asian 76/119 82/120 L - i 0.77
Non-Asian 131172 129177 i 0.76
Smoking status Never 36/61 33/52 I & 1 067
Former/current 1771238 184/251 —— 0.77 -
Brain metastasisat  With 3350  31/47 — . 0.64 W\ %
baseline Without 1801249  187/258 —— 0.76 e
_ Non-squamous 156/229 1681232 —e—i 0.63 N3
Histology
Squamous 57/70 50/73 : > 1 1.38
Actionable genomic  Absent 189/252  184/255 —e— 0.84
alterations® Present 24147 34/50 — 0.38
0 05 1 1.5 2 2.5

Hazard ratio

Lisberg AE, et al. Ann Oncol 2023;34(suppl):Abstr LBA12



TROPION-LungO1
SSP en sous-groupes

Non-squamous
(with and without AGAs)
100
Median {95?'“ 'Cl:l, Dato-DXd Docetaxel
80 months 56(44-70) | 37(294.2)
- HR 0.63 (0.51-0.78)
g. 80 ORR, % N2 12.8
= DOR, months 1.7 5.6
°
o
o 40
o
20 7
+ Censored
0 T T T T T T T T 1
0 2 4 i 8 10 12 14 16 18
No. at risk Time since randomization, months
Dato-DXd 229 178 134 86 68 41 20 7 1 0
Docetaxel 232 135 a0 50 32 14 10 4 0 0

Squamous
100 - (with and without AGAs)
Median (95% CI), Dato-DXd Docetaxel
807 months 28(1940) | 39(2845)
- HR 1.38 (0.94-2.02)
F 60 ORR, % 9.2 127
E DOR, months 59 8.1
[+]
@ 40
L
o
20
+ Censored
0 T T T T T T T T
0 2 4 6 8 10 12 14 16
No. at risk Time since randomization, months
Dato-DXd 70 38 22 10 é 5 4 3 1
Docetaxel 73 51 30 13 10 5 4 3 0

PFS HR for non-squamous without AGAs: 0.71 (0.56, 0.91)

Lisberg AE, et al. Ann Oncol 2023;34(suppl):Abstr LBA12




TROPION-LungO1
Tolérance

: DEILED) G Docetaxel
TRAES, n (%) e o ea | AES!n (% N=297 N=290

All grades 257 (87) 252 (87)  Stomatitis/oral mucositis®
Grade >3 73 (25) 120 (41) All grades 160 (54) 59 (20)
Grade 23 19 (6) 4(1)
Associated with dose reduction 98 (20) 85 (29) 2
Ocular events®
Associated with dose delay 49 (17) 31(11) All grades 57 (19) 27 (9)
Associated with discontinuation 23 (8) 34 (12) Grade 23 . S(2F 0
o ) :
Associated with death? 3(1) a4y EdmdcHeddngrsiated b9
All grades 25 (8) 12 (4)
Serious TRAEs 30 (10) 36 (12)
Grade 23 10 (3) 4 (1)
Grade =3 25 (8) 33 (11) Grade 5 72) 1(03)
-'\T"

Lisberg AE, et al. Ann Oncol 2023;34(suppl):Abstr LBA12 N \7//



TROPION-Lung05

Datopotamab deruxtecan (Dato-DXd) chez les CBNPC avec

addiction oncogénigue pré-traités

Essai de phase 2 mono-bras

Screening

Key inclusion criteria
» Stage llIB, lliC, or IV NSCLC

» Presence of 21 actionable genomic alteration (EGFR, ALK, ROST,
NTRK, BRAF, MET exon 14 skipping, or RET)

* ECOGPSof0Oor1

» 21 line of targeted therapy

* 1 or 2 prior cytotoxic agent—containing therapies including platinum-
based therapy in the metastatic setting

» Radiographic disease progression after targeted therapy

Dato-DXd

6 mg/kg

Hors AMM ; Données non validées par les Autorités de Santé a ce jour

Paz-Ares L, et al. Ann Oncol 2023;34(suppl):Abstr 1314MO
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Endpoints?

Primary: ORR by BICR

Secondary:

+ ByBICR and investigator. DOR,
DCR, CBR, PFS, TTR

By investigator: ORR

» OS, safety, PK, immunogenicity




TROPION-Lung05

Caractéristiques des 137 patients inclus

Essai de phase 2 mono-bras

Prior lines of therapy, n (%)
=3 prior lines of therapy for adv/met disease
Prior platinum chemotherapy
Prior anti-PD-1/anti-PD-L1 immunotherapy

=2 prior lines of targeted therapies for indicated
genomic alteration

Paz-Ares L, et al. Ann Oncol 2023;34(suppl):Abstr 1314MO

137 (100)
98 (72)
137 (100)
49 (36)
82 (60)

EGFR
mutation®

57%

7%
™~ RET rearrangement
6%
\ MET exon 14 skipping

BRAF mutation 47%
3%

7?081 rearrangement *

| N
=



TROPION-LUNg05 Ko 7!
Tolérance

47% d’El de grade > 3

All Patients Patients with (1) ’ 1A : >

S o |t e 29% d’El liés au traitement de grade = 3
BICR patients mutations rearrangement

(N=137) (N=78) (N=34)
:'?; confirmed, 49 358) | 34 (436) 8 (23.5) , o LR
[Qg";o) cip [27.8-44.4] | [32.4-55.3] [10.7-41.2] Evénements indésirables d’intérét y
Median DOR 7.0 7.0 7.0 n (%) Total Grade1 Grade2 Grade 23
95% CI th 4.2-9.8 4.2-10.2 2.8-8.4
( Jmonths B I ) B39\  Oral mucositis/stomatitis 90 (66) 45(33) 30(22) 15 (11)
DCR confirmed,
n (%) 108 (78.8) 64 (82.1) 25 (73.5) Ocular surface toxicity® 36(26) 26(19) 7 (5) 32y
95% CIJ2 [71.0-85.3] [71.7-89.8] [55.6-87.1]
8o IRR 22 (16) 15(11)  7(5) 0
:\ggﬁzagl)PFS, 54 5.8 4.3 Adjudicated drug-related 5 (4) 1(1) 3(2) 1(1)9
S (4.7-7.0) (5.4-8.3) (2.6-6.9) ILD

Paz-Ares L, et al. Ann Oncol 2023;34(suppl):Abstr 1314MO



Essai randomise de phase lll évaluant la pertinence clinique d’'une
biopsie liquide précoce chez des patients avec suspicion de cancer
bronchigue metastatique : Etude LIBELULE

Criteres dinclusion

+ Patients avec
suspicion de
cancer du

A AN A

metastatique,

+ Pasde
chimiothérapie

antérieure pour les
CBNPC localement,
avance ou
métastatique,

+ PS0-2
Stratification

NSNS AAAAAAAAAS A

* Type de centre

EGFR, ALK, ROSI,
BRAF, V600E

HER2, BRAF, non

Bras A il Biopsie B | o0r" cmer kRas,

LKBT, NTRK et/ou RET

Aucune des
altérations

mol.orécédentes

Biopsie tumorale Analyse moléculaire ’

Diagnostic
histologique ou
cytologique de

cancer avec PD-L1
IHC

Diagnostic
histologique ou
cytologique de

cancer avec PD-L1
IHC

Traitement au choix de l'investigateur
Rapport moléculaire Traitement au choix
de linvestigateur

lorsque cela est
indiqué

Traitement au choix de l'investigateur

Rapport moléculaire
lorsque cela est
indiqué

Traitement au choix
de linvestigateur

Objectif

principal

+ Temps avant
initiation d'un
traitement
approprié

A. Swalduz et al., ASCO ° 2023, Abs. #9019




Etude LIBELULE

Temps avant initiation du traitement

- 154 T -
s U T oz
_ 120 Thin the treated SRl — a
104 popuiofion T ¥ P01
_ 45 TMlin category 1 |FI— -
" s alterations o | p=0004
_ 144 Time to [ INERZ]
N=144  confributiveresults NPT ] *k p<0,001
0 10 20 30 40 50 60
Temps (jours) ri
7 . . e, o . . —i \\?@ !
* Temps median avant initiation du traitement [o* 4@
* 29 jours (IC95% 25,9-32,1) dans bras A vs 33,9 (1C95% 28,4-39,5) dans bras B e,
* Il était de 9,7 jours plus court dans le bras A pour ceux ayant eu un traitement systémique, 16,4 | @9

jours plus court pour la catégorie 1 (addiction ciblable dés L1)
* Temps avant résultats d’une analyse génomique contributive réduite de 7,7 jours

* Réduction de moitié de la proportion de patients débutant un traitement sans résultats de
biologie moléculaire (7,4% bras A vs 13,3% bras B)

A. Swalduz et al., ASCO ® 2023, Abs. #9019
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