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Neéo-adjuvant versus adjuvant, entre
les deux mon ceoeur balance :

news en 2022 mais que choisir?
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Liens d’interets

* Participations Boards
> BMS
> Novartis
o Sanofi
* Interventions
> BMS
o GSK
o Sanofi
o Cheisi
> Novartis
o Astra Zeneca
o Menarini
e Financements congres
o Elivie
o Pfizer



Historique

Survie 4 5 ans IASLC

IB 68%
1A 60%
lIB 53%
A 36%
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Historique

e Chimiothérapie adjuvante: Lung Adjuvant Cisplatin Evaluation: A Pooled Analysis by
the LACE Collaborative Group 2008

A 100 <
= 80
E
g 60
=
= - 4% a 5
= | - +54%ab5ans
[+
>
S 20
Chematherapy
— No chemotherapy
0 1 2 3 4 5 >6
Time From Randomization (years)
Deaths / person years Y. 0-3 ¥ 45 56
by period
Control 966 / 5,155 239/1,668 49/720
Chemotherapy 857 /5,181 203/1,817 767790

e Preoperative chemotherapy for non-small-cell lung cancer: a systematic review and
meta-analysis of individual participant data Collaborative Group 2014

Events  Totals
Nopreopertive chemotheragy 745 1207
. 682

| +5%ab5ans




Pemetrexed Cisplatine / Navelbine Cisplatine

Adjuvant non épidermoide: Etude JIPANG actualisation ESMO

2022

SSR et Survie globale : Suivi 5 ans

— SSR évalué par in

tigateurs

— Survie globale
VNR+CDDP (n=394) PEM+CDDP (n=329) VNR+CDDP (n=394) PEM+CDDP (n=389)
Nbre d'événements 236 220 Nbre d"événements 119 123
55R médiane 37.6 mois 43.4 mois 5G médiane Non atteinte Non atteinte
(IC 95%) (28.9-52.6) (29.0-59.7) (IC 95%) (NANA) (NA-NA}
SSR &3 ans 51.0% 51.6% Survie a3 ans 84.1% B7.0%
(IC 95%) (49.5-74.9%) (45.5-55.4%) (IC 95%) (80.0-87.3%) (83.2-90.0%)
SSR & 5ans 42.6% 44.9% Survie a5 ans 75.6% 75.0%
(IC 95%) (37.7-47.5%) (39.8-49.8%) (IC 95%) (71.0-79.6%) (70.3-79.0%)
L Suivi médian
00 Suivi médian 100 77,3 mois (IC 95% 73-77.0)
72,7 mois (IC 95% 71.3-77.0)
_ a0 a0 \
2 ~
] E
T 604 o 60
g £
§ 401 3 40
E 20 HR 0,95 (IC 95% 0.79-1.14) - 20 HR 1,03 (IC 95% 0.80-1.32)
0 T T T J o T T T T
0 12 18 43 54 60 66 72 0 6 12 18 8 54 0
Ne. a No.
"
Safety overview
VMR+CDDP PEM+CDDP
N=306 (%) MN=392 (%)
Treatment-related AEs 396 [100) 391 [99.7)
Serious AES a7 (11.9) 19 (4.8)
Grade 3-5% 354 (B9.4) 186 (47.4)
Hematological AEs® 324 (B1.8) a7 (24.7)
Mon-hematological AEs 135 (34.1) 122 (31.1)
Led to death 1 0.3) 1 03 |
Led to discontinuation® 93 (23.5) 37 [9.5)
AFy; adveree weanti

y 1 {chi-
i gl puspralatien P<0.001 (chi-square test]
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ADAU

Patients de stades IB, Il, A CBNPC,
entiérement réséqués avec ou sans
chimiothérapie adjuvante

Critéres d'inclusion

® >18 ans (Japon/Taiwan: = 20)

® WHO performance status 0/1

® CBNPC non épidermoide

® Ex19del/lL858R*

® |magerie cérébrale sinon faite en pré-

opératoire

Chirurgie RO

Intervalle max pour randomisation :

= 10 sem. sans chimiothérapie
adjuvante

—= 26 sem. si chimiothérapie adjuvante

Stratification -
stade (IB vsll vsIlIA)
EGFRm
(Ex 19del vs LB5ER) N=682
Ethnie
(Asiatique vs non-
Asiatique)

Placebo,
une fois/j

Durée de traitement: 3 ans

e Tratement jusqu'a. :
—= Progression
= Traitement terminé
= Critéres d'arréts

e Follow up
= Jusqu'arechute : sem. 12 et 24,
puis toutes les 24 sem. jusqu'a
5 ans, puis annuellement
—= Aprés rechute - toutes les 24
sem. pour 5 ans puis
annuellement.

Objectifs

®  Principal : DFS selonles
investigateurs chez les patients de
stades I/IA,

® Secondaires : DFS sur la population
globale, DFS a 2, 3, 4 et 5 ans, SG,
tolérance, QoL

® Analyses pré spécifiées
exploratoires : type de rechute,
temps jusqu'a pragression cérébrale
ou décés (CNS DFS)
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ADAURA actualisation ESMO 2022 MTsuboi

Objectif principal : DFS actualisée dans les stades II/IIIA

No. At risk

Osimertinib
Placebo

Probabilite DFS

1

0.9

0.8

0.7

04

0.3

0.2

0.1

90%
| 84% Médiane de DFS, mois (95% CI)
1 Osimertinib (n=223) 65,8 (54,4, NC)
| T0% Placebo (n=237) 21,9 (16,6, 27.5)
HR (95% CI) 0,23 (0,18, 0,30)
1 Maturité - 51%
| osimertinib 32%, placebo
70%
7 4% K\\
] Wh | Nm—
g I—

| 29%
0 6 12 18 24 30 36 42 48 54 60 66 72

Mois aprés la randomisation (mois)
233 222 216 202 196 192 174 138 %90 45 20 2 0
237 19 14 124 106 9 74 61 4 23 1 1 0
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DFS actualisée par stades (AJCC/UICC 8°™e Edition)

1 Stade B Stade IB EL Stade llIA
w08 .
& DFStaux &4 ans, % (95% ClI)
2 06 -
= Osimertinib 80(69,87)  75(65,83) 66 (55,75)
o 04
o
£ o, Placebo 60(49,69)  43(34,52)  16(10,24)
0.44 0.33 0.22
’ 0 6 12 18 24 30 36 42 48 54 60 65 T2 Tous HR1(IC 95%)
(025-076)  (0,21-050)  (0,15-0,31)
No. Atrisk Mois aprés la randomisation (mois)
Osimertinib 101 90 & 8 78 75 72 59 47 26 12 3 0
Placebo 98 92 8 76 70 67 59 52 42 25 14 3 0 1 -
T Stade lllA
v 0.8
Stadell =
O 08 A S 64
o 2
@ 06 = i
% %, 0.4
§ 044 L T 02
o
0.2 4 e S
0 0 6 12 18 24 30 36 42 48 54 60 66 72
0 6 12 18 24 30 36 42 48 B4 60 6B6 T2 No. Atrisk Mois aprés la randomisation (mois)
No. Atrisk Mois aprés |a randomisation (mois) Osimertinib 110 107 105 98 94 93 84 66 43 20 & 2 0
Placebo 115 8 59 50 40 35 24 15 12 7 4 0
Osimertinit 413 qp5 401 96 94 90 81 64 42 22 13 D
Placebo 119 100 84 77 69 59 53 48 30 1B 7 1 0

CNS DFS, 1I- IlIA

R~
08 . :
0s AR o PP S
£ o1 : an R o TN
3 o054
a 05+
"
& 04+
2 03
o
02
0.1+
00 T T T T T T T T T T T 1
0 6 12 1B H W ¥ 2 8 M 0 & n
No. af risk Time from randomisation (months )
Owmertind 230 w 2% w0 1 " 115 » w o ) 2 ]
Pacebo Fall 1w “w 12 o n " L1 “ n " 1 [}

Median CNS DFS: NR vs NR
HR 0.24 (0.14, 0.42)
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Tolerance

Résumeé de la tolérance

e Patients ayant complété les 3 ans de traitement: osimertinib n=222 (66%), placebon = 139 (41%)
e Médiane de durée d’exposition: osimertinib : 35,8 mois (intervalle 0 - 38), placebo : 25,1 mois (intervalle 0 -39)

El toutes causes *, n (%) Osimertinib (nn=337) Placebo (n=343)
El tous 330 (98) 309 (90)

El Grade =3 79 (23) 48 (14)

El entrainant le decés 1(<1) 2 (1)

AE sévere 68 (20) 47 (14)

El conduisant a larrét temporaire du traitement 43 (13) 9 (3)

El conduisant a une reduction de dose 42 (12) 3 (1)

El conduisant a larret définitif du traitement 91 (27) 43 (13)

El, possiblement lié au traitement, n (%) Osimertinib (nn=337) Placebo (n=343)
Tous El 308 (91) 199 (58)

El Grade > 3 36 (11) 7(2)

El entrainant le décés 0 0

El severe 10 (3) 2 (1)



ADAURA

* Guerison ou decalage !

e Les rechutes sont elles sensibles a
Osimertinib ?



Immunotherapie post opératoire

IMpower010 study design Phase IlI

No crossover

Atezolizumab
1200 mg q21d
16 cycles

Completely resected
stage IB-IlIA NSCLC
per UICC/AJCC v7

* Stage IB tumors 24 cm (II A)
* ECOG PS 01

* Lobectomy/pneumonectomy
k' Tumor tissue for PD-L1 analysisj

1-4 cycles
cisplatin +
pemetrexed,

gemcitabine,
docetaxel or
vinorelbine

N=1280

Survival follow-up

Primary endpoints
+ Investigator-assessed DFS tested hierarchically:

Stratification factors
» Male vs female

Stage (IB vs Il vs llIA) 1. PD-L1TC 21% (SP263) stage II-IlIA population
Histology 2. All-randomized stage II-1lIA population
PD-L1 tumor expression status®: 3. ITT (all-randomized stage IB-IlIA) population

TC2/3 and any IC vs TC0/1 and
1C2/3 vs TCO/1 and IC0/1

Both arms included observation and regular scans for disease recurrence on the same schedule.
IC, tumor-infiltrating immune cells. 2 Per SP142 assay. ® Two-sided a=0.05.

Hierarchical statistical testing

DFS in PD-L1 TC 21%
stage lI-lllA population®

If positive: l

DFS in all-randomized
stage lI-llIA population®

If positive: l,

DFS in ITT population®
(all-randomized stage IB-lIIA)

If positive: ,l,
OS in ITT population®

(all-randomized stage IB-II1A)

|:| Endpoint was met at DFS I1A
O Endpoint was not met at DFS IA, and follow-up is ongoing

D OS data were immature, and endpoint was not formally tested




100

Atezolizumab: median 42.3 months (35% C1 36-0 to NE)
Best supportive care: median 35-3 months (5% C 30-4 to 46-4)
Stratified hazard ratio: 0-79 (95% Cl 0-64-0-36), p=0-020

SG non mature pour Atezo

557%

B0
£
.% 60_
Tous PDLI =
2
Stade Il 25 cm L 40-
a lllA z
20+
0
Number at risk

(mumber censored)

Atezolzumab 442
(0)
Best supportive care 440
(o)

PDLI > 1%
Stade Il 25 cm
a lllIA

Disease-free survival (%)

418
(12)
412
(17)

h—

384
(12)
366
(19)

367
(14)
371
(22)

352
(15)
314
(24)

15

337
(16)
292
(25)

18

319
(17)
v
(27

21

305
(19)
263
(28)

E
H
5
b

269 225 185 120 B4 4B 14 16 11 5 3
(46) (7o) (111) (160) (192) (222) (236) (253) (258) (264) (266)
230 182 146 102 71 L 22 10 8 4 3
(50) (86} (116) (150} (177) (209) (222) (233) (234) (238) (239)

100 Atezolizumab: median NE (95% Cl 36-1 months to NE)
Best supportive care: median 353 months (95% Cl 29-0 to NE)
Stratified hazard ratio: 0-66 (95% Cl 0-50-0-88), p=0-0039
80
60 .
40 P 482%
| |
i "
204 H H
— Atezolzumab 5
—— Best supportive care | i
0 T T T T T T T t T T T T T T T T T T
0 3 6 9 12 15 18 n 24 7 30 3 16 29 42 45 48 51 54
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Atezolizumab adjuvant stade lI-IlIA

Stage

L4 85161
lig 46/83
LA 117/232
Reglonal lymph node stage (pMN)

N 60/106
N1 100/194
Nz BR/176
PD-L1 status by SP263

TC<1% 181/383
TC=1% 248/476
TC1-49% 133/247
TC=50% 115/229

e Survie sans progression PDLI = 50%

ME (36-1-NE)
ME {35-3-NE)
42-3(30-5-NE)

357 (35-5-NE)
ME {NE-ME)
32.2(24-2-NE)

36-1 (30-2-NE)
NE (36-1-NE)
32:8 (29-4-NE)
NE (42-3-NE)

o A 24 mois Atezo: 87% / BSC 63,6%
o A 36 mois Atezo 75,1% / BSC 50,4%

76161
37/E
115/232

46/106
94/194
BBf76

202/383
228/476
114/247
114/229

e Survie globale PDLI 2 50% non mature
o A 36 mois Atezo 89% / BSC 77,5%

NE {29-7-NE)
NE {32.0-NE)
267 (18-0-35.3)

NE (32.0-NE)
NE (20-4-NE}
21.3(157-31.4)

37.0 (28-6-NE)
35-3 (29.0-NE)
31.4 (24-0-NE)
35.7 (297-NE)

073 (0-43-1-24)
077 (0-35-1-69)
0-62 (0-42-0-90)

0-88 (0-45-1-74)
0-59 (0-36-0-57)
0-66 (0-44-0-39)

0.97 (072-131)
0-66 (0-49-0-87)
0-87 (0-60-1.26)
0-43(0-27-0-68)



Tolerance

Atezolizumab Best supportive care
group (n=495) group (n=495)
Adverse event
Any grade 458 (93%) 350 (71%)
Grade 3-4 108 (22%) 57 (12%)
Serious 87 (18%) 42 (8%)
Grade 5 8 (2%)" 3 (1%)t
Led to dose interruption of atezolizumab 142 (29%)
Led to atezolizumab discontinuation 90 (18%)
Immune-mediated adverse events
Any grade 256 (52%) 47 (9%)
Grade 3-4 39 (8%) 3 (1%)
Required the use of systemic corticosteroids$ 60 [12%) 4 (1%)
Led to discontinuation 52 (11%) 0
Data are n (%). *Interstitial lung disease, multiple organ dysfunction syndrome, myocarditis, and acute myeloid
leukaemia (all four events related to atezolizumab), and pneuvmothorax, cerebrovascular acddent, arrfythmia, and
acute cardiac failure. TPneumonia; pulmonary embolism; and cardiac tamponade and septic shock in the same patient.
tAtezolizumab-related.
Table 2: Safety summary in the safety evaluable population




PEARLS/KEYNOTE-09 | Essai randomise de phase

lll Pembrolizumab en situation adjuvante

Lancet Oncol 2022 Published Online September 12,2022

Critéres d'eligibilité

» CBNPC confirmé de stade IB
(T 2 4cm), Il ou lIA selon
I'AJCC 7.

» Résection chirurgicale
compléte avec marges
négatives (R0O)

* Provision de tissu tumaral

pour le testing PD-L1 PD-L1 tes':'“g

PD-L1 HC
22C3pharmDx

Facteurs de stratification

» Stade de la maladie (IB vsli
vslIA)

s PD-L1TPS (<1% vs1-49%
vs = 50%)

« CT adjuvante (oui vsnon)

« Réaion Geographique (Asie
vs Europe Estvs Europe
Ouest vsreste du monde)

Eligible a la randomisation
o Aucune preuve de la maladie
e ECOG PSOout

o CT adjuvante

- Considérée pourla maladie de
stade IB (T = 4cm)

. fortement recommandée pour
les maladies de stade Il et lllA

. Limitéa <4 cycles

Status EGFR ALK libre

Pembrolizumab

200 mg pendant 1 an
(g3w =18 administrations )

Placebo
pendant1an

(g3w <18 administrations )

Obijectif primaire :

DFS dans population globale
DFS dans la population PD-L1
TPS =250%

Obijectifs secondaires :

» [DFS dans la population globale,
FD-L1 TPS 2 1%.

3G dans la population globale,
PD-L1 TPS =50% et = 1%.
Survie spécifique au cancer du
poumon dans la population
globale

Tolérance

Received adjuvant chemotherapy

No 84 (14%)

Yest 506 (86%)
1-2 cycles 35 (6%)
34 cycles 471 (80%)

25 (15%)
143 (85%)
8 (5%)
135 (80%)

24 (15%)
141 (B5%)
8 (5%)
133 (81%)
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Tous PDLI

PDLI = 50%

A B
100 ; i  —— Pembrolizumab group . i i Hazard ratio 0-82
90— 67%: — Placebo group - 68% ' (95% C10-57-1-18); p=0-14
— g0 (6371  58%; Hazard ratio 0.76 i (60-75); 6%,
£ (53-63) | (95% C1 0-63-0.91); | (5873)!
S . p=0-0014 ] . :
60 B, TN . 67% ; '
A 50- 59%' L | (59-74) : 58% : ! L
; (55-63): 50% | I (48-66)!
g 4 (45-55) | iy : :
§ 3 i !
& 204 ! - : :
10- . | : | |
D T T T II T : T T T T 1 T T T : T : T T T T 1
0 3] 12 18 24 30 36 42 48 54 60 66 0 & 12 18 24 30 36 42 48 54 60 66
Time since randomisation (months) Time since randomisation (months)
Mumber at risk
(number censored)
Pembrolizumab 590 493 434 358 264 185 82 70 28 16 1 O 168 145 126 99 69 50 26 22 7 4 O O
(0 (30) (36) (B4) (150) (216) (306) (313) (352) (363) (377) (378) (o) (B) (9) (24) (49) (66) (90) (93) (107) (110) (114) (114)
Placebo 5B7 493 409 326 241 160 72 57 22 18 1 0 B5 140 121 100 75 54 28 22 B 6 1 0O
(@ (5) (13) (56) (118) (183) (259) (273) (305)(309)(326) (327)  (0) (O} (2) (16) (37) (53) (76) (B1) (94) (96) (101)(102)
SSP médiane Pembro 53,6 mois / 42 mois PCB (suivi médian 35,6 mois)
PDLI > 50% SSP non atteinte
SG non mature
Disease stage
B 2184 25/85 — 076 (0-43-1.37)
I 102/329 144/238 —— 070 (0-55-0-91)
TIA 89/177 Bg/162 —— 0-92 (0-69-124)
Received adjuvant chemotherapy
Mo 35/84 29/83 — 125 (076-2:05)
Yes 177/506 231/504 —— 073 (0-60-0-89)
Histology
Non-squamous 146/338 184/363 —— 0-67 (0-54-0-83)
Squamous 66/192 76224 —— 1-04 (0-75-1-45)
PD-L1TPS
<1% 89233 106/232 —_— ] 078 (0-58-1-03)*
1-459% 69/183 51/150 —— 0-67 (0-48-0-92)*
=50% 54/168 63/165 — 0-82 (0-57-118)*
EGFR mutation
No 84718 102/216 —— 078(0-58-1-05)
Yes 18/39 2234 —— 0-44(0-23-0-84)
Unknown 1104333 136/337 — 0-82(0-63-1.05)
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El immunologiques

Pembrolizumab group (n=580) Placebo group (n=581)
Grade 1-2 Grade 3 Grade 4 Grade 5 Grade 1-2 Grade 3 Grade 4 Grade 5
Any event 180 (31%) 38 (7%) 6 (1%) 2 (<1%) 64 (11%) 11 (2%) 0 0
Hypothyroidism 119 (21%) 1(=1%) 0 o 27 (5%) 0 0 0
Hyperthyroidism 61(11%) 1(=1%) 0 0 17 (3%) 0 0 0
Pneumonitis 32 (6%) 6 (1%) 2 (<1%) 0 13 (2%) 4(1%) 0 0
Severe skin reactions 5 (1%) 11 (2%) 0 0 2 (=1%) 2 (=1%) 0 0
Colitis 10 (2%) 4(1%) 0 0 4(1%) 1(<1%) 0O 0
Adrenal insufficiency 6 (1%) 4 (1%) ] 0 0 0 0 ]
Hepatitis 1(<1%) 5 (1%) 4(1%) 0 2 (<1%) 2(<1%) 0 0
Hypophysitis 4(1%) 3(1%) 0 0 0 0 0 0
Thyroiditis 6(1%) 0 0 0 1{<1%) 0 0 0
Infusion reactions 5 (1%) 0 0 0 4(1%) 0 0 0
Myocarditis 1(=1%) 2 (=1%) 0 2 (=1%) 0 1(=1%) 0 0
Nephritis 4(1%) 0 0 0 0 0 0 0
Pancreatitis 2 (<1%) 0 0 0 1(=1%) 1(=1%) 0 0
My ositis 1(<1%) 0 0 0 0 0 0 0
Sarcoidosis 0 1(=<1%) ] 0 1} o 0 ]
Type 1 diabetes 0 1 (<1%) 0 0 0 0 0 0
Vasculitis 0 1(<1%) O 0 0 0 0 0

Data are n (%). Potentially immune-mediated adverse events and infusion reactions were based on a list of terms prepared by the sponsor and were considered regardless of
attribution to trial treatment by the investigator. In addition to the specific preferred terms listed, related terms were included.

Table 3: Potentially immune-mediated adverse events and infusion reactions of any incidence in the safety population




Etudes phases lll adjuvant

Protocole CT 10/TKi Objectif
prmapal

IMPOWER [0

ANVIL

PEARLS

BR 31
ALCHEMIST 10
CANOPY A
NADIM A

ALCHEMIST CT-10

ALINA (ALK)

IB-llIA (7¢)

IB-llIA (7¢)
IB-llIA (7¢)
IB-IlIA (7¢)
IB-IlIA
IB-IlIA 11IB
IB-IIA

IB-llIA (7¢)

IB (4 cm) llIA

I-4 cycles Cis + Pem, Atezo

Gem, Doc, Nav

CT Rt autorisée
CT optio

CT optio

CT optio

CT optio
Carbo-Pac

I-4 cycles Carbo ou
Cis + Pem, Gem, Pac

4 cycles Cis + Pem,
Gem,Vino

Nivo

Pembro

Durva

Pembro
Canakinumab
CT-Nivo/Nivo/CT

CT-Pembro puis
Pembro/PCB

Alectinib 24 mois /
CT

SSP, SG
SSP
SSP
SSP,SG
SSP
SSP

SSP,SG

SSP
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CheckMate 816 association néoadjuvante
nivolumab + chimiothérapie CBNPC resécables

CheckMate 816: surgical outcomes with neoadjuvant NIVO + chemo in resectable NSCLC

CheckMate 816 study design?'

Key eligibility criteria
* Newly diagnosed, resectable,
stage IB (2 4 cm)-lIIA NSCLC (I1A) NIVO 360 mg Q3W
ih s
(per TNM 7t edition) e 380 * o Surgery
+ ECOG PS 0-1 chemo“? Q3w (3 cycles) Radiologic |  (within 6 Optional | Follow-up
* No known sensitizing EGFR Jestagng | weeks |—p adjuvant | =——
mutations or ALK alterations post- chemo + RT
treatment)
Stratified by — Bl
stage (IB/11 vs IlIA),
PD-L1% (2 1% vs < 1%<), and sex
Primary endpoints Key secondary endpoints Key exploratory endpoints included
» pCRby BIPR *  MPRby BIPR + ORR by BICR
» EFS by BICR « 0S » Feasibility of surgery; peri- and
+ Time to death or distant metastases post-operative surgery-related AEs

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

SNCT02998528; this study included an exploratory arm: NIVO 3 mg/kg Q2W (3 cycles) «+ ipilimumab 1 mg/kg (cycle 1 only). Data from this arm are not included in this presentation; *Determined by the PD-L1 IHC

28-8 pharmDx assay (Dako); ‘Included patients with PD-L1 expression status not evaluable and indeterminate; “NSQ: pemetrexed + cisplatin or paclitaxel + carboplatin; SQ: gemcitabine + cisplatin or paclitaxel «

carboplatin; *Vinorelbine + cisplatin, docetaxel « cisplatin, gemcitabine + cisplatin (SQ only), pemetrexed + cisplatin (NSQ only), or paclitaxel + carboplatin 3
1. Forde PM, et al. Oral presentation at the AACR Annual Meeting; April 8-10, 2021; virtual. Abstract 5218.

Disease stage — no. (%)
IBorll 65 (36.3) 62 (34.6)
A 113 (63.1) 115 (64.2)
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Reponse radiologique

T cT Patients With Radiographic Downstaging’
Patients, n (%)
(n=179) (n=179) 40 -

ORR,* n (%) 96 (54) 67 (37)

[95% CI] [46-61] [30-45] — 304
Best overall response é—i"

* CR 1(1) 3(2) £ 5.

» PR 95 (53) 64 (36) =

*SD 70(39) 88 (49) &

= PD 8 (4) 11 (6) 104

= Not evaluable 1(1) 1(1)

* Not reported 4(2) 12 (7) "/NS 55/179 42/179

Nivolumab + CT CcT



90+
o Median
3 80+ Ay No. of  Event-free Survival
= 704 i €3 % Patients 95% ClI
g ; oy Nivolumab plus ( n:o )
A - ! chemothera
i i Py .
a 504 ] ] Nivolumab plus 179 31.6 (30.2-NR)
© i : Chemotherapy
£ 404 ' o Chemotherapy 179 20.8 (14.0-26.7)
£ 304 : : Chemotherapy alone Alone
@ 1 1
@ 204 ! ! Hazard ratio for disease progression,
' ' disease recurrence, or death, 0.63
104 : : (97.38% Cl, 0.43-0.91)
0 T I T II I T T II I T I T T 1 P—0.005
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk
Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 O
Suivi médian 31,6 mois)
Disease stage at baseline :
IB or II 127 NR (27.8-NR)  NR (16.8—NR) — 0.87 (0.48-1.56)
A 228 31.6 (26.6-NR) 15.7 (10.8-22.7) —e— | 0.54 (0.37-0.80)
Histologic type of tumor !
Squamous 182 30.6 (20.0-NR) 22.7 (11.5-NR) —_——T 0.77 (0.49-1.22)
Monsguamous 176 NR (27.8—-NR) 19.6 (13.8-26.2) —_— i 0.50 (0.32-0.79)
PD-L1 expression level 7 7 7 i 7
<1% 155 25.1 (14.6-NR) 18.4 (13.9-26.2) — 0.85 (0.54-1.32)
=1% 178 NR (NR-NR)  21.1 (11.5-NR) ——— 0.41 (0.24-0.70)
1-49% 98 NR (27.8-NR) 26.7 (11.5-NR) —_— 0.58 (0.30-1.12)
>50% 80 NR (NR-NR)  19.6 (8.2-NR) — i 0.24 (0.10-0.61)

CT + Nivo



No. at Risk

Overall Survival (%)

100~
90-
| Nivolumab plus
80 : chemotherapy
|
- |
70 X |
|
60 I : Chemothera ) alone
1 .
I : P Median Overall
50 : 1 No. of Survival
! ! Patients  (95% Cl)
40 I | mo
I
i : Nivolumabplus 179  NR (NR-NR)
30+ : ! Chemotherapy
I : Chemotherapy 179 NR (NR-NR)
20— : . Alone
| : Hazard ratio for death, 0.57
10 I , (99.67% Cl, 0.30-1.07)
: [ P=0.008
0 I I I I| I I I l| I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
Mivolumab plus chemotherapy 179 176 166 163 156 148 146 143 122 101 72 48 26 1l& 7 3 O
179 172 165 161 154 148 133 123 108 80 59 41 24 1l& 7 2 O

Chemotherapy alone
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PCR rate (%)

Reponse pathologique

Pathological Complete
Response (%)

N BN ek
DODD%

407 0Odds ratio, 13.94 (99% Cl, 3.49-55.75)
35 P<0.001
‘ Difference, 21.6
304 240
25 (43/179)
204
15+
10
2.2
5 (4/179)
I
Nivolumab plus Chemotherapy Chemotherapy Alone

£=0014 (Faher 1 exa

= 61.1%

41.7%

2 50%

<1% 1% - 49%

PD-L1 Tumor Proportion Score

Réponse pathologique compléte

0% RVT =0% RVT
— SSE (%) PT+LN PToulN PT+LN —|
(n=13) (n=13) (n=42)
SSE médiane, mo NA NA 222
(95% CI) (NA) (7,2-NA) - (138-31,6)
100 - 92%, 92%
0% RVT PT +LN
80 ﬁ_l‘_ 76% 76%
7% | : 0% RVT PT ou LN
G0
40
20
=0% RVT PT +LN
0 T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Mois depuis la randomisation,
Mo. & risque

13 13 12 12 12 12 12 1 10 6 4 2 1 1 ]
13 13 1 8 8 7 7 ] 5 3 2 1 1 0 0
42 40 B 2 0 24 21 17 N 5 5 1 1 1 0

Réponse pathologique et pronostic



Tolerance

Table 2. Adverse Events.*

Nivolumab plus Chemotherapy Chemotherapy Alone
Event (N=176) (N=176)
Any Grade Grade 3 or 4 Any Grade Grade3 or 4
Adverse events of any cause — no. (%) 7
All 163 (92.6) 72 (40.9) 171 (97.2) 77 (43.8)
Leading to discontinuation of treatment 18 (10.2) 10 (5.7) 20 (11.4) 7 (4.0)
Serious 30 (17.0) 19 (10.8) 24 (13.6) 17 (9.7)
Treatment-related adverse events — no. (%) 7
All 145 (82.4) 59 (33.5) 156 (88.6) 65 (36.9)
Leading to discontinuation of treatment 18 (10.2) 10 (5.7) 17 (9.7) 6(3.4)
Serious 21 (11.9) 15 (8.5) 18 (10.2) 14 (8.0)
Death 0 — 3 (1.7) —
Surgery-related adverse events — no./total no. (%)} 62/149 (41.6)  17/149 (11.4)  63/135 (46.7)  20/135 (14.8)
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NADIM Il phase |l

Study design

Experimental arm

Adjuvant treatment

Nivolumab 360 mg Foll
ollow up

+ Paclitaxel 200 mg/m2 SURGERY Nivolumab 480 mg
+ Carboplatin AUC5 IV, Q4W (5 years) )
NSCLC ;V,CQBIW) (6 months) .
Locally advanced (3 Cycies
Potentially resectable within 3rd-4th w.
Stage II_IA—IIIB (+7d.) from day 21
(8 edition) cycle 3 Neo
EGFR/ALK excluded
Control arm l
Paclitaxel 200 mg/m2 ' RO Observation | Follow up \
=" 4 Carboplatin AUC5 ™ SURGERY }—’ Q12w | S (5 yoars)
IV, Q3W (6 months) ‘ o
(3 Cycles) >
Translational research
' t
Stool sample Stool
| sample
< i l Blood Blood Blood Blood Blood
sample sample sample sample sample
Blood sample
After After After At 3rd & 6th At progression
Baseline cycles 1&2 cycle 3 surgery month

G el A e b s Bl >

Critere principal: réponse compléete pathologique
90 pts, 87 analysés
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Resultats préeliminaires
reponse ESMO 2022
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PFS probability (ITT)

OS probability (ITT)

Donnees WCLC 2022

Median follow-up: 26.1 months

Progression free survival
Nivo+s chemo 18.3 months = NR

0 50+ B s
desx HR 0.48 (0.25-0.91)
!4 = ettt Chemo
0.254 NIVO » Chemo Chemo
(n=57) (n=29)
Median PFS (mo) NR 183
i ps0022 m u MR 0.48 (95%C1, 0.25-091), p=0025
0.00 4
v v v v - v . . v . v v v
[+ ] s 10 15 20 25 30 an 10 a5 50 585 oo
Months from randomization
1.00 4 —

Median follow-up: 26.1 months

Nivo+s chamo 24 Month overall survival
- e | 63.4% = 84.7%
0n0 Median NR, HR 0.4 (0.17-0.93)

NIVO + Chemo Chemo
{n=57) (n=29)
Medlan OS (mo) NR ~a |
-~ R 040 (35% C10.17-0.93); p=0.034
p=0.028
! - v - v v - - v v v v v
o 5 0 18 20 25 30 35 40 4 50 55 6O

Provencio et al. IASLC WCLC 2022, PLO3.12
Months from randomization
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Reésultats préliminaires 2022

Reponse pathologique

pCR’ rate with neoadjuvant NIVO + CT vs CT in the ITT population®

pCR rate (%)

n/N

60 4

OR =7.88 (95% CI 1.70-36.51)
50

[
40 4 36.8%
1 p=0.0068
20
10 4 6.9%
0

NIVO + Chemo Chemo
/51 2/29

Percentage of patients with a complete response

NNT: 3.34 (2.2—-6.95)

pCR rate (%)

OS probability (ITT)

80

umbet at Nk
Complete

Incomplete

p=0.014 (Fisher’s exact test)

61.1%

<1% 1% - 49% 2 50%

PD-L1 Tumor Proportion Score

VI S Complete

Incomplete

¢
St

Nivolumab + Chemotherapy

v - - - B

Months fruem randomuzstion

15



Etudes phase lll en néo-adjuvant

Adjuvant 10

Objectif
principal

CheckMate 816

Keynote 671

IMPOWER 030

AEGEAN

ChekMate 77T

Neo ADAURA

B IlIA (7¢)

IB IlIA (8¢)

IB IlIA (8¢)

IB IlIA (8¢)

IB IlIA (8¢)

I1'11B N2

+/- Nivo

+/- Pembro

+/- Atezo

+/- Durva

+/- Nivo

Osimertinib

3 cycles (Pem/cis
Pac/carb Geml/cis)

4 cycles (Pem/cis
gem/cis)

4 cycles (Pem/cis
Pem/carb Pac/carb
Gem/cis)

4 cycles (Pem/cis
Pem/carb Pac/carb
Gem/cis)

4 cycles (Pem/cis
Pem/carb Pac/carb
Doc/cis Gem/cis)

Osi seul/ Osi + 3
cycles (Cis ou
carbo/Pem
Pac/carb)/CT

non

I3 cylces Pembro

16 cycles Atezo

12 cycles Durva/4s

Nivo ou PCB | an

non

RC patho
SSP

SSP, SG

SSP

SSP

SSP

R majeure patho
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Immunothérapie

NEO-ADJUVANT OU
ADJUVANT OU LES
DEUX ?



Debat

* Néo-adjuvant

o

o

Améliore résecabilité et RO ?

Evite chirurgie inutile chez les
progresseurs rapides

Permet de préparer le patient (bilan
cardio-vasculaire, réhabilitation,
nutrition...)

Evaluation de la réponse radiologique
et pathologique et du pronostic

Meilleur adhérence (70% en ad))
Controle micro-métastases

Amélioration SSP et SG

e Adjuvant

o

o

o

Stadification précise pTNM R
Pas de délai chirurgical
Evite les El pré-chirurgicaux

Pas de complication per ou post-
opératoire liée au traitement néo-
adjuvant (adhérences ganglions)

Intervention sans preuve histologique
Permet des traitements plus longs
Calendrier plus souple

Controle micro-métastases
Amélioration SSP et SG
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Valeur pronostic de '’ADN tumorale
circulante post opératoire (M] Ahn ESMO 2022)

Population de I'étude
e Entre aolt 2015 et octobre 2017

e Patients en résection compléte d'un CBNPC avec mutation EGFR classique de stade stage IA-lIA (AJCC 7éme
&dition)

e Suivi radiologique par scanner TAP ou TEP, avec monitoring longitudinal de 'ADN tumoral circulant par ddPCR

ADNIc ADNtc ADNtc ADNtc ADNtc

ADNIE. ADNe. ADNe. ADNe. ADNte. Suivi jusqu’a
5ans ou
Scannerou Scanner ou [l Scanner ou | Scanner ou [l Scanner ou progression
PET-scan PETscan J| PETscan [| PET-scan [} PETscan radiologique
| | | | IR | | -—
| | | i i i | L |
Screening Chirurgie 4 semaines 3 mais 6 mais 9mois  1an 2ans Jans
Baseline

Tous les 3 mois la premiére année
Tous les 4 mois la deuxiéme année
Tous les 6 mois la troisiéme année
Puis tous les ans jusqu’a 5 ans de suivi

préapératoire

— SSP selon évolution de ’TADNtc
14 Recurrence 78/278 (28.1%)
09 4
0.8 4
07 1 ey
0.6 4
0.5 4
04 4
DFS aJans P
0 -
0.3 A ADNte négatif au baseline 83.3% 0.02
U2 1 1 B ADMtc positif au baseline, négativation 4 4 semaines 78.0%
014 C  ADNte positif au baseline, persistant 4 4 semaines 50.0% T
0 T T T T T d
0 12 24 36 48 60 72
Temps (mois
211 201 190 179 162 92 13
51 49 42 # 39 18 2
16 14 12 9 9 5 1




En conclusion

e Des standards en peri-opératoire
o Chimiothérapie adjuvante stades Il et llI
o Osimertinib adjuvant EGFR muté stade IB > 3cm a

e Des futurs « incontournables »?

> Atezolizumab PDLI| > 50% stade 2 Il en adjuvant (AMM EMA)
o CT IO Nivolumab néo-adjuvant PDLI > 1% stade 2 |

e Traitements a la carte !
> Age et comorbidités
Néoadjuvant tumeur en limite de résecabilité
En fonction mutations, PDLI
En fonction réponse pathologique
En fonction ADN tumoral circulant post opératoire
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