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Données Globocan 2022

Monde / H+F

Others
9969 785 (49.9%)

o= &
https://gco.iarc.who.int

Lun
2 480 675 (12.4%%

Breast
2296 840 (11.5%)

Colorectum
1926 425 (9.6%)

Prostate
1467 854 (7.3%)

Stomach
968 784

866 136 (4.3%)
Total : 19 976 499

Incidence

International Agency

Incidence et mortalité du cancer bronchique for Research on Cancer ~J2

g’@\g World Health
W™ Organization

i

Others
4469 932 (45.9%)

Pancreas
467 409 (4.8%)
Total : 9 743 832

Mortalité

5-yr relative survival (2014-2020):
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Lun
1817 469 (18.7‘){5

Colorectum
904 019 (9.3%)

Liver
758 725 (7.8%)

Breast
666 103 (6.8%)

Stomach
660 175 (6.8%)

26.7%


https://gco.iarc.who.int/
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Mortalité selon le stade 218 Acenc

OS* by Pathologic Stage (AJCC 8th Edition)

100 - - Proposed Events/N moOS, 24-Mo 60-Mo
: Mo 0s, % 0s, %
80 4 I — 1AL 139/1389 NR 97 90
— A2 823/5633 NR 94 85
60 — IA3 875/4401 NR 92 80
— B 1618/6095  NR 89 73 | 27%
40 - 556/1638 NR 82 65
— B 2175/5226 NR 76 56
20 4 [ A 3219/5756  41.9 65 21 |1 59%
1215/1729  22.0 a7 24
0 T T : 55/69 11.0 30 12
0 24 48 72

*0S per IASLC global database for patients
Mo receiving NSCLC diagnoses from 1999-2010.

Risque récidive et déces apres chirurgie :

e ~25% stade IB

* 35-50% stade Il
e >60% stade Il Récidives plutét métastatiques que loco-régionales

ﬂ Goldstraw P, et al. JTO 2015 -, Dziedzic et al. Clin Lung Cancer 2016, Maeda et al. Chest 2010, Asamura et al. JTCS 1996




Bénéfices de la chimiothérapie péri-opératoire 215 e
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Chimiothérapie adjuvante Chimiothérapie néo-adjuvante

Preoperative  Control® 53 Variance HR (95% C1); p value
chemotherapy*
Overall Survival France 1990 8/13 8/13 032 397
Tral  No. of Events / No. of Patients _Hazard Ratio HA (95% C1) MpAnderson1994 19128 22 b0 119
T Spain 1994 19/29 27130 -8.88 965 ——h
100 MIP-91 137179 146/176 -1299 7022
AL b i 588 {pdito i b SWOG 59015 35 12/16 -104 294
08 Y .86 (| 12y JCOG 9209 28/31 2531 225 12.97
: Netherdands 2000 2339 15/40 386 936 »
.—.ae 804 Finland 2003 19/30 19/32 -050 948
ANITA 458 840 ] 0.82 (0,68 to 0.98) - MRC BLT 405 3/5 126 160
E E MRC LU22 151/258 158/261 292 77-01
i = 80 SWOG 59900 93/180 103/174 -931 4884
BLT 186 307 _.._ 0.95 (0.71 t01.27) = T China 2002 26/32 18023 142 1078
i IE China 2005 819 1421 331 544
E [77] ChEST 45/129 61141 -1027 2639
= 404 e NATCH 99/201 1097212 41 s1.95
1ALT 980 1,867 ‘ 0.91(0.81 t0 1.04) © Total 6821178 74511207 5062 35178 - 087 (0.78-0.96); p=0-007
H g 1 o5 10 15 20
H Overall HR D —
J8R10 197 a2 —B—1 0.71 {054 to 0.94) o 20 087 (078-0.96). p=0.007 (fixed effect) Preoperative: Non-precperative
H Chemotherapy 086 (0.75-0.98), p=0.03 (random effects) chemotherapy chemotherapy
i Heterogeneity: = 1875, df«14, p=018, Pa25% better better
; == Mo chemotherapy
1 T T T T T T
Total 2,390 4584 : 0.89 (0.82 to 0.96)
1 =
¥ 0 1 2 3 4 5 26 Events  Totals
i R ) 10+ —— No preoperative chemotherapy 745 1207
0s 10 20 Time From Randomization (years) — Preoperstivechemotherpy 682 1178
09
Chemotherapy Better | Contral Better
084
Chematherapy effect: Logrank statistic = 8.5, P= 005
074
06+
E
!

Méta-Analyse LACE Bénéfice en
* Bénéfice en SG en valeur absolue de 5,4% a 5 ans SG en valeur

HR=0-87, p=0-007
V' 7

* Bénéfice pour les stades Il et Il A N A absolue de

Nomber at risk Time from randomisation (years)

* Pas de bénéfice pour les stades IA ni IB sauf si >4 cm mim o m m m w m m m 5% a 5 ans

—-‘I
Pignon JP, et al. JCO 2008 — Burdett et al. Lancet 2014




Comment faire mieux en péri-opératoire ? J21E Ace

Une meilleure compréhension du cancer bronchique

Histologic Breakdown

(eg, SQ, NSQ, large cell, Molecular Pathology
SCLC adenocarcinoma) (eg, EGFR, ALK, ROS1) PD-L1 Expression Level

Traditional View

Targeted Therapy

o

s
de Jong. Cancers (Basel). 2023;15:2855.




J271 & yscens

Thérapie ciblée
péri-opératoire

Moving Targeted Therapy Earlier in Disease Course

Stage | Stage ll Stage Il Stage IV

@ Tumors @ Nonmetastatic lymph nodes @ Regional/local metastatic lymph nodes/distant metastases




Mutations EGFR

Résultats de I'étude ADAURA : osimertinib en adjuvant

= |nternational, randomized, double-blind phase Il trial (data cutoff for interim analysis: 1/17/2020)

Stratified by stage (IB vs Il vs lllA), EGFR mutation (ex19del vs L858R), race (Asian vs non-Asian)

Patients with completely l
resected stage IB/II/IIIA P
nonsquamous NSCLC,
|EGFR ex19del or L858R*}
adjuvant chemotherapy permitted ~\ Placebo QD
(N = 682) (n = 343)

Osimertinib 80 mg QD

(n=339) )
Until 3 yr, recurrence, or

d/c criterion met’

*Confirmed centrally in tissue. "Follow-up: until recurrence, Wk 12 and 24,
then Q24W to 5 yr, then yearly; after recurrence, Q24W for 5 yr, then yearly.

= Primary endpoint: investigator-assessed DFS for stage Il/IlIA disease (trial designed to test superiority
with assumed DFS HR of 0.70)

= Secondary endpoints: DFS in overall population; landmark DFS rates at Yr 2, 3, 4, 5; OS; HRQol; safety

oo &
s o 0 Wu et al. NEJM. 2020




Mutations EGFR

Résultats de I'étude ADAURA : osimertinib en adjuvant

Patients with Stage IB to Il1A Disease

1.0
0.9
0.8+
0.7
0.6+
0.5
0.4+
0.3+
0.2+
0.1
0.0

Probability of Overall Survival

M

Placebo

5-Yr Overall Survival
(95% Cl)
percent
Osimertinib 88 (83-91)
Placebo 78 (73-82)

Hazard ratio for death, 0.49 (95.03% Cl, 0.34-0.70)
P<0.001

0

No. at Risk
Osimertinib 339
Placebo 343

T T T T T T T T T T T T 1

6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Months since Randomization

332 325 324 319 311 304 301 294 252 176 108 50 15 0
338 332 326 314 304 290 281 267 223 164 97 4 17 3 0

Median DFS, months (95% CIl
1.0 4 0% Osimertinib 658 (61.7 1o NC)
0.9 _ Placsbo  28.1(22.11035.0)
! ] HRigssocn  [027)021 0034
0.8 i
1 i Maturity 45%:
= i 1 osimertinib 28%, placebo 62%
g | .
= | \
S 06 1 |
g i
o I
=3 05 ] !
— 1
v 0.4 1 o |
w | I
O o3 ] | a8
: I 1
1 ] 1
0.2 1 1 1
1 ] 1
0.1 4 —— Osimertinib ) : :
—— Placebo i . 1
T r r + r t r + T T r r
0 6 12 18 24 30 36 a2 a8 54 60 66 72
Time Since Random Assignment {months)
No. at risk:
Osimertinib 339 316 307 289 278 270 249 201 139 73 33 5 o
Placebo 343 288 230 206 181 162 137 115 84 a8 2 4 0
h
i
| I
H I
. h i
£ = ! .
5 i | !
= | ' |
= i : i
= ! 1 1
£ 5 i ! ! B
v H ! :
5 o4 1 : | Median CNS DFS, months (95% CI]
w ! : : Osimertinib NR (65.8 to NC)
= 03 | ' I
o | ] I Placebo NR (NC to NC}
0.2 4 1 : 1 HR (95% Cl} 0.24{0.14 10 0.42)
. 1 1
i ! |
0.14 — Osimertinib i ! i n[\"_ﬂgl;;:\v ‘II3"£-:lm -
‘osimertinil . placel
Placebo | ! |
0.0 - - - - T - T T r T T
0 6 12 18 24 30 36 4z 48 54 60 66 72
Time Since Random Assignment (months)
No. at risk:
Osimertinib 233 222 216 202 196 192 175 138 20 45 20 2 0
Placebo 237 192 142 126 107 91 74 81 a 23 n 1 0

K _
Herbst et al. JCO 2023; Tsuboi et al, NEJM 2023

Bénéfice de I'osimertinib 80 mg/jour vs placebo
en adjuvant administré pendant 3 ans

> Nouveau standard



Réarrangements de ALK
Résultats de I'étude ALINA : alectinib en adjuvant

* |nternational, randomized, open-label phase Il trial

E ®
£ TR RN N O WO

Stratified by stage (1B [24 cm] vs Il vs 1lIA),
race (Asian vs non-Asian)

Patients with resected Alectinib 600 mg BID for 2 yr

stage IB (24 cm) to IlIA / (n=130)
ALK+ NSCLC eligible to

receive platinum-based \ Platinum-Based Chemotherapy*

Further treatment at
investigator’s choice

chemotherapy; no prior Q3W for 4 cycles
systemic therapy; (n=127)
ECOG PS 0/1

*Cisplatin/carboplatin + pemetrexed/vinorelbine/gemcitabine.

(N = 257)

ALK faston geme

Fusion protein

LR lgacs-sinday

= Primary endpoint: DFS per investigator (hierarchical: stage lI-llIA; then stage IB-IIIA [ITT population])

= Secondary endpoints: CNS DFS, OS, safety

——"I
- Solomon. ESMO 2023. Abstr LBA2. NCT03456076.




Réarrangements de ALK

Résultats de I'étude ALINA : alectinib en adjuvant

B Intention-to-Treat Population
100+

Alectinib
E 90
L
E 80
= w
< w704
28 ol
20
E E 50
S& 401
gﬂ g 10 Chematherapy
-
ﬁ 204
2 104
C T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Months since Randomization
No. at Risk
Alectinib 130 123 123 118 74 55 39 22 10 3
Chemotherapy 127 112 98 &9 55 41 27 13 11 2

Median Disease-free
Survival (95% Cl)

mao
Alectinib Mot reached
Chemotherapy 41.3 (28.5-NE)

Hazard ratio for disease recurrence

or death, [0.74](95% C, 0.13-0.43)
P<0.001

Percentage of Patients Alive and
Free from CNS Disease

No. at Risk
Alectinib
Chemotherapy

CNS Disease—free Survival
(95% Cl) at 24 Months

percent

Alectinib  98.4 (96.1-100)
Chemotherapy 85.8 (78.8-92.8)

Hazard ratio for CNS disease recurrence

or death, 0.22 (95% Cl, 0.08-0.58)

Pas de recommandation actuellement

R,
- Wu et al. NEJM 2024.

J 21 Quimper —7,
26et27
fopemine
2026
Alectinib
100+t
S
90
80
70
60 Chemotherapy
50
404
304
20
104
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Months since Randomization
130 124 124 118 74 55 39 22 10 3
127 113 98 90 57 43 27 18 11 2

YACPHG



Comment faire mieux ? J21 5 e

Une meilleure compréhension du cancer bronchique

Histologic Breakdown

(eg, SQ, NSQ, large cell, Molecular Pathology
SCLC adenocarcinoma) 0S1) PD-L1 Expression Level

Traditional View

<1%
21%-49%

250%

»

/Present View

Targeted Therapy Immunotherapy

o

s
- de Jong. Cancers (Basel). 2023;15:2855.




Immunothérapie péri-opératoire
Rationnel

Moving Checkpoint Blockade Earlier in Disease Course

Stage | Stage Il Stage Il Stage IV

@ Tumors @ Nonmetastatic lymph nodes @ Regional/local metastatic lymph nodes/distant metastases



Inhibiteurs de checkpoints immunitaires

CTLA-4 Blockade

T-cell

@)

Dendritic
cell

Activating signals

Antigen

=

Negative
regulation

—

0
Y=

T-cell activation permitted by
antibody blockade of CTLA-4

= S
Ribas et al, NEJM, 2012

PD-1/PD-L1 Blockade

’% Tumor cells
T-cell Q\r‘/‘(’j%’a -—*

Activating signal

Antigen

Negative
regulation

T-cell activation permitted by
antibody blockade of PD-1 or PD-L1
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Immunothérapie dans les CBNPC de stade résécable 21
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Apercu des principales études de phase lll

Néo-adjuvant

= CheckMate 816:
Nivolumab + Chimio

Péri-opératoire
= KEYNOTE-671

Pembro + CT = Pembro
= CheckMate 77T:

Nivo + CT = Nivo
= IMpower030:
Atezo + CT - Atezo
AEGEAN:
Durva + CT - Durva

Adjuvant
= IMpower010:
Atezolizumab

= KEYNOTE-091/PEARLS:
Pembrolizumab

= BR31:
Durvalumab




Situation adjuvante

Physiopathologie et avantages

Proposed rationale for adjuvant immunotherapy

AY (=
: nA -8B
< ? i5 \ € 7z
’ = O
5 }_/f 7'
Surgeon removes Immunotherapy Actvation of few Fewer, and loss-diverse,

twmor lesion different T cells T cells search for tumor cells

=  Délai d’acces a la chirurgie plus rapide

=  Pas de risque de complication pré-chirurgicale des traitements systémiques

=  Staging histologique complet (post-chirurgical)

=  Timing post-opératoire plus flexible offrant plus de temps de récupération au patient

=  Plus longue durée de traitement pour le contrdle systémique

a9
s o 0 Topalian S et al. Science, 2020




Résultats des principales études de phase lll J21 8 e
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PEARLS/KEYNOTE-0911

ANVIL2
Adults with stage IB

Pembrolizumab Adults with stage IB Nivolumab
(T24 cm)/1II/INA NSCLC per AJCC 200 mg IV Q3W x 1 yr ivoluma
T24 cm)/II/INIA NSCLC per AJCC
7th edition after complete ( v/ P -~ IV QAW x 1yr

. . . 7th edition after complete surgical
surgical resection with or ~

Placebo resection with or without adjuvant :
i i Observation
without adjuvant CT IV Q3W x 1yr CT and/or RT N
(N=1177) (N =903) ler

Primary endpoint: DFS + DFS PD-L1 >50%

Primary endpoints: DFS, OS

BR313

IMpower010* .
) Atezolizumab
Adults with stage IB Durvalumab Adults with stage Pl 1200 mg IV
(T24 cm)/II/IIA NSCLC per AICC ¥ x1yr IB (T24 cm)/II/INIA Q3W x 16
7th edition after complete NSCLC‘ per AJCC —_ Cisplatin CT
surgical resection with or ~ Placebo 7th edition after x 4 21-d cycles
without adjuvant platinum CT A complete s‘urglcal N BSC
(N = 1360) (ﬁse;ggg) x1yr

Pri dpoint: DFS in PD-L1 TC >25%
"mary;i't'hg:t'"EGFR OLLK L ° Primary endpoint: DFS in PD-L1 >1% stage II-11IA,

all stage lI-IlIA, and ITT

o 91. NCT02504372. 2. NCT02595944. 3. NCT02273375. 4. NCT02486718.




Résultats des principales études de phase lll

IMpower010 (atézolizumab): DFS

Stades II-1lIA, PD-L121%

100

80

All Stage II-111A NSCLC

80 -
Ed
- L
@
= 1
40 Atezolizumab BSC 1
(n=248) (n=228) 1
DFS event, n (%) 113 (45.6) 127 (85.7) 1
Median DFS, months 685 373 1
20 [ stratified HR 0.70 1
(85% CI) (0.55,0.91) 1
3-year DFS, % 62.7 | 52.1 : 1
5-year DFS, % 53.2 | 427 O T T T T T T T T T T T T

T T T T T T T T T T T T T T T T
1] [ 12 18 24 30 36 42 48 54 B0 66 T2 78 84 90

03 6 9121518212427303336394245485154

Months Mo
Mot rek 5 118 23 48 32 7 4 1
SEEmama o s ErTre s Atezo BSC
(n=442) (n = 440)
Median DFS, mo 423 353
HR* (95% Cl) 0.79 (0.64-0.96)

P value

——"I
Wakelee et al, ASCO 2024; Felip. Lancet. 2021;398:1344. Wakelee. ASCO 2021. Abstr 8500.

.0205

)27 & aceHG

ITT (Randomized Stage IB-111A NSCLC)

100~
80
=X 601 I
o v I
o 404 1 1
! 152.6%
201 L
1 1
0 ' :
0 é é é 1I2 1l5 1l82I124 27303&3:’535454%4&;5:[ 5:1
Mo
Atezo BSC
(n=507) (n=498)
Median DFS, mo NE 37.2
HR* (95% Cl) 0.81 (0.67-0.99)
P value .0395F



Résultats des principales études de phase lll

PEARLS/KEYNOTE-091 (pembrolizumab): DFS

©

Overall Population

Patients Median, mo
with event  (95% Cl)
Pembrolizumab 35.9% 53.6 (39.2-NR)
Placebo 44.3% 42.0(31.3-NR)

18-mo rate
- 73.4%
100 i 64.3% 4-yr DFS rate:
801
1 1
R 607 ! |
7.} 1 1
o 407 ] :
] : HR: 0.76 (QSI% Cl: 0.63—0.91)
20 : P=.0014
1
00 & 12 18 24 30 36 42 48 54 60 66
Mo

Patients at Risk, n
Pembrolizumab 590 493 434 358 264 185 82 70 28 16 1 0
Placebo 587 493 409 326 241 160 72 57 22 18 1 0

——"I
- Pas-Arez. ESMO-10 2022. Abstr VP3-2022; Brien M et al. Lancet Oncol 2022

J27] & yacrHG

PD-L1 TPS 250% Population

Patients Median, mo
with event  (95% Cl)
Pembrolizumab 32.1%

Placebo 38.2% 47,6 mo
18-mo rate
1001 . 11.7% 4-yr DFS rate:
I 170.2%
801 :
1
X 601 : |
) ! X
L 407 | :
: HR: 0.82 (:_’-JS% Cl: 0.57-1.18)
207 : P=.14 |,
1
1

Patients at Risk, n
Pembrolizumab 168 145 126 99 69 50 260 22 7 = 0 0

0 6 12 18 24 30 36 42 48 54 60 66
Mo

165 140 121 100 75 54 28 22 8 6 1 0



Résultats des principales études de phase llI J21E Boms
BR31 (durvalumab): DFS

DFS in PD-L1225% EGFR-/ALK- Dam PO am

Median follow-up: 60.0 months

1.0+
Median DFS (95% Cl), months  69.9 (67.6, NR)  60.2 (47.7, NR)
75.1% HR (95% ClI) 0.935 (0.706, 1.247)
0.8 69.9, 79.6)
= = . P-value (2-sided) 0.642
% 70.5%\_| Bka i 63.9%
Q , 69.
S o6 (62.5,77.1) | |
o : | (60.4,753) :
g 1 1 | (54.1,69.6)
E 0.4 1 1 [f SR EERemaee
=] | I |
3 1 I 1
1 I 1
B o2 1 I 1
1 I 1
1 I 1
1 I 1
0.0 1 1 1
T 4 T T T I
0 18 24 36 40 60 & 100
Time From Randomization (months)
[Treetmart ———— Durvdumgb ———— Plaoebo]
Durvalumab 316 287 273 258 248 240 228 219 216 208 202 198 190 183 179 177 149 125 119 117 8 65 62 58 39 21 19 18 7 2 2 2 1 0
Placebo 161 136 129 119 116 109 105 103 102 99 98 9 91 86 8 81 67 5 55 53 43 2% 25 24 14 10 W0 8 ] 1 1 1 0

é-' G. Goss et al., ESMO® 2024, Abs #LBA48




Résultats des principales études de phase llI J21E Boms

Survie globale (population en ITT)
S
IMpower010 PEARLS/KEYNOTE-091 (; : Q

L
Stades lI-1lIA, PD-L121% %
. Y%
: \ 4‘51 l 100 :(86-91)
90
: 80+
g 79 : : (76-84)
g 607 ' :
= 2 5o
3? =2
- T 40
40 4 Atezolizumab BSC g : '
nca) i : © 304 ! i —— Pembrolizumab group
0S event, n (%) 72 (29.0) B0 (35.1) : 20 : ' Placeho group
20 4 :;:l;',‘:f,: il = o7 7 : : Hazard ratio 0-87 (95% C1 0-67-1-15);
(95% C1) (0.56, 1.06) : 10 p=017
3year 08, % 821 789 0] T T T : T : T T T T T 1
ol 5-year OS, % 748 66.3 : 0 6 12 18 24 30 36 42 48 54 60 b6 72
0 & 12 18 24 30 38 42 48 54 60 68 T2 78 84 90 ) Time since randomisation (months)
MNumber at risk
No. at risk Months (number censored)
Atezolizumab 248 241 234 225 218 208 195 187 181 173 167 126 76 32 1 3 Pembrolizumab 590 572 548 520 419 318 226 143 g3 52 23 2 0
BSC 228 214 205 198 185 172 166 152 144 134 128 103 65 29 ] 4 ,:u) I::;) {14) (22) {109) (194] (2?5‘] (35?‘] {410) (440] (469] {490] (492]

Placebo 587 582 556 524 420 309 213 135 78 44 16 1 0
0 @ @3 (2 (99) (193) (277) (350) (402) (432) (460) (475) (476)

Update a 5 ans
Suivi médian 35,6 mois

—-‘,
Wakelee et al, ASCO 2024; O’Brien M et al, Lancet Oncol 2022




Situation néo-adjuvante

Physiopathologie et avantages

cell S
Anti-PD-(L)1 Dendritic
k \ cell
\Killing ‘ 5

Efferent

’ " Afferent
D~ lymphatic
Primary

lymph node Antl PIHL)I

tumor Tumor I
draining Micrometastases

" -J21 26 m )/4 CPHG
i
: W
Treatment with Activation of
immune checkpoint ——  diverse set —— rosectlonof —_— responufrom

inhibitor therapy of T-cells tumor activated T-cells

in tissues

@ Tumor @ Nonmetastatic LN
@ Regional/local metastatic LN

Durée de traitement courte

Amélioration de I'observance

Permet une évaluation de la réponse en pré-opératoire

Possibilité d’adapter le traitement ultérieur selon la réponse histologique
Downstaging potentiel

Meilleur priming antigénique

Opportunité d’éradiquer précocément d’éventuelles micrométastases

__V . | | |
Versluis JM et al. Nat Med 2020; Topalian S et al. Science, 2020; adapted from Versluis, Nat. Med, 2020




Immunothérapie néo-adjuvante : preuve de concept J21 % e

Résultats a 5 ans du nivolumab en néo-adjuvant

Single-arm multicenter phase 1b/Il study (NCT02259621) with safety run-in (n=20) _d_-! e
®
E
START Nivolumab  Nivelumab  Surgery  Post-Op Visit 2 e
Screening; | | | | _d_’ &
baseline PET/CT; m 4
pre-treatment I [ | | E el
core biopsy D-28 D-14 Do D+21 to +42 ? °
w
g -
@
e ~
& °
=
iscLc Pathological Regression in Resected Primary § N
Tumor by Subgroup (n = 20) o °°
07~ ~ww H I I i
—~ 2071 Biopsy Before Nivolumab
£ o
E -40 1
= e |
3 o4 EPD-LL+ s 3 — E -
b -— Do ol s o e o & .
8o M PD-L1- 2 . A
= [ Unknown ® g : g
-80 1 [ : z
gy & il : :
100 11 R : :
= 85%: 80% 2
Smoking Status S o e 0% H
Histologic Subtype 2 o H .
RECIST Response o . H
LN Metastases - - .
r T T T
M current/ex-smoker [INever smoked [ac [Escc 2 - : 0 20 %0 60
Oother Opr Osp W+ ELN- ey . > "
Week 4 (before surgery) Months

—
J Forde et al, NEJM 2018; Rosner et al, #8537, ASCO 2022
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Chimio-immunothérapie néo-adjuvante J21 & 8erc
CheckMate 816 : étude de phase Ill positive

Key eligibility criteria
» Newly diagnosed, resectable, stage IB
(= 4 cm)-IIIANSCLC (per AJCC 7t edition®) | N=358 NIVO 360 mg Q3W + Radiologic
« ECOG PS 0-1 chemo® Q3W (3 cycles) restaging ?::ﬁxr: ) gc%t:?r:rawlt —»Fouow.up
+ No known sensitizing EGFR mutations or postf’t:’e‘:iﬁent) | chemo + RT#
ALK alterations Chemof Q3W (3 cycles)
Stratified by stage (IB-11 vs 1lIA),
PD-L1¢ (2 1% vs < 1%9), and sex
Primary endpoints Secondary endpoints Key exploratory analyses
« pCR by BIPR * MPR by BIPR » EFS by pathological regression
+ EFS by BICR + 0S

» Time to death or distant metastases

Réponse histologique compléte (pCR):
absence de cellules tumorales résiduelles
sur la tumeur primitive et sur les gg
réséqués (ypTO/is,ypNO)

-ﬁ Forde et al., NEJM 2022

407 Odds ratio, 13.94 (99% Cl, 3.49-55.75)
35 P<0.001
K] I Difference, 21.6
3 309 240
Eg 25 (43/179)
2
= 20
3&
=
E 104
2.2
59 (4/179)
0
b plus Ch herapy Ch herapy Alone

Thoracotomie

NIV + chams ®Chemo

-
l” ' |
Tota =01} A

B4R B5135 WSS INSZ S0 S

Pneumonectomie

scramo

Zw -

n

L H’- w7 “
Al (= A

25143 34135 WSS W Te%e 2

Chirurgie mini-invasive

NIV + chams ®Chemo

2 4 n B Ed
H ln I I‘,
Tot: 1Bal A
s s v o

Résection (patients randomisés)

NIVO » themo WChema

Taux de conversion

MV + chemo ®Charme

-
EE R "oy " o
Vol e el

Total (1] 1A
W 2N TS A 0M T

+  Médiane du nombre
de ganglons
disséqués similaire
entre les deus groupes.
(19.0vs 18.5)



Chimio-immunothérapie néo-adjuvante
CheckMate 816 : étude de phase Ill positive

1004 NIVO + chemo Chemo
(n=179) (n=179)
Median EFS, mo 43.8° 18.4¢
80 HR (95% Cl) 0.66 (0.49-0.90)
~ 601 0
& ; 3% 49% NIVO + chemo
n !
& 40 ! _
40% 38%¢ m
20 Chemo
0 T T T T T i T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Months from randomization
No. at risk
NIVO +chemo 179 130 114 99 92 85 74 64 49 24 5 2 0
2 92 73 60 56 53 50 37 22 1 0

Chemo 179 124

-ﬁ Forde et al., NEJM 2022; Spicer et al., LBA8010, ASCO 2024

05 (%)

No.

YACPHG

J21E

NIVO + chemo Chemo
(n=179) (n=179)
Median 0S,2 mo NR NRe

0.71 (0.47-1.07); 0.0451°

HR (98.36% Cl); P value
0.69 (0.49-0.97)

Unstratified HR (95% Cl)

100
= 7% 19
Mho NIVO + chemo
o 64%k11x%m“
58%¢
Chemo
40+
20+
0 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months from randomization
at risk
179 168 160 151 147 140 137 129 120 8 41 14 0 0
179 169 158 138 123 114 111 103 97 68 36 12 1 0



Chimio-immunothérapie néo-adjuvante J21 8 Boms
CheckMate 816 : EFS selon PD-L1 (analyse prévue au protocole)

Nivolumab + Nivolumab +

chemotherapy Chemotherapy chemotherapy
(n=78) (n=77) (n=89) (n=89)
184 100 = Median EFS, mo NR 211
(13.9-26.2) (95% CI) (NR-NR) (11.5-NR)
0.85 (0.54-1.32) 0.41 (0.24-0.70)

Nivolumab +
chemotherapy

Event-free Survival (%)
Event-free Survival (%)
8
1

1
1
1
1
1
i
1
]
: '
i
i $ Nivolumab + i
! ! chemotherapy H
i H
20 | i
! 204 '
i :
= a
: : i
° L] L] L] L L L] L] L) L L L L] L] 1 : .
0 3 6 9 12 15 18 21 24 27 30 33 3B ¥ 42 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 42
Months
No. at Risk Months
Nivolumab + chemotherapy 78 65 57 51 46 39 36 30 24 15 13 6 3 2 0 No. at Risk
Chemotherapy 77 62 58 49 44 38 34 25 21 10 9 8 6 3 0 Nivolumab +chemotherapy 89 76 69 66 65 62 60 53 47 24 19 7 3 1 0
Chemotherapy 89 71 60 53 45 41 37 32 27 % 15 5 5 1 0
PD-L1 <1%
PD-L1 21%

-ﬁ Forde et al., NEJM 2022; Spicer et al., LBA8010, ASCO 2024




Chimio-immunothérapie néo-adjuvante: nouveau standard J21 5 #ce

Autorisation d’Accés Précoce pour chimio + nivolumab en néo-adjuvant

La Commission donne un avis favorable a I'autorisation d’accés précoce de OPDIVO (nivo-
lumab) dans I'indication « OPDIVO est indiqué en association a une chimiothérapie a base
de sels de platine dans le traitement néoadjuvant des patients adultes, atteints d'un cancer
bronchique non a petites cellules résécable a haut risque de récidive, dont les tumeurs ex-
priment PD-L1 au seuil 2 1 % et dont les tumeurs ne présentent pas de mutation sensibilisante
de 'EGFR connue, ni de translocation ALK connue ».

> Nouveau standard

8th Ed TNM Categories

Protocole d’utilisation thérapeutique: M | Label NO [ N1
Tia a1 [ 8
- Restriction PD-L1 21% T1 |Tib A2 | 1B
- Taille2 5 cm Tic

-N1 ou N2 T2a Inv
. p T2 |[T2a >3-4
- Plusieurs nodules homolatéraux ——
- Atteinte plévre viscérale/pariétale, paroi, T3 5.7 T B
diaphragme, gros vaisseaux, bronche souche T3 [13 1w e | ma
T3 same Lobe Nod 1] 1A
T4 >7 ma | ma
T4 |74 v ma | ma
T4




Notion de résécabilité des stades lli

Définition consensus

EtUde OBSERVE IlIA-B GFPC Cas Center P2 (31456789100 12{13 )04 |I5]1617[18|19[20|21 |22 (23 |24(25]|26]|27
|
Surgical strategy 2
Medical strategy 3
Inconclusive 4 A
Non-unanimous decision within TBM 5
6 Iy
Mandatory Work-up Medical specialties involved in the treatment decision:
Contrast enhanced chest CT scan Thoracic surgeon*
18F-FDG-PET-CT with/without contrast Radiation oncologist
Brain imaging, preferably a brain MRI Medical oncologist and/or Pneumo-oncologist
Invasive mediastinal/nodal staging (EBUS, EUS, Pulmonologist
combined EBUS-EUS and/or mediastinoscopy) Imaging specialist
f—\ddlt_uonal tests may be r_equnred if suspicion of Pathologist
invasion of any neighboring structures

Decision on technical resectability is made by the thoracic
surgeon*, informed by the multidisciplinary team (MDT). The
final clinical decision on the local treatment strategy should be

.—-4’!? Jacob et al. Lung Cancer, 2024; Dingemans et al, WCLC 2023 placed in the oncological context by the MDT. — e
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Notion de résécabilité des stades Il J21 5 vcerc

Définition consensus

N2 SINGLE N2 MULTI
(non-bulky, (non-bulky;, N2 BULKY" N2 INVASIVE N3

non-invasive) non-invasive)

T1-2 NOT STAGE IlI NOT STAGE IlI POTENTIALLY
i DISEASE DISEASE

ERH L RESECTABLE*

T3 size / satellite / NOT STAGE Il POTENTIALLY
invasion DISEASE HEIRULLS LEEL L RESECTABLE*

) . POTENTIALLY
T4 size / satellite RESECTABLE RESECTABLE RESECTABLE RESECTABLE*
Tai ) POTENTIALLY POTENTIALLY POTENTIALLY POTENTIALLY

Invasion RESECTABLES RESECTABLES RESECTABLES RESECTABLE*S

*Multiple station N2: case-by-case discussion; the exact number of nodes/stations cannot be defined
9Bulky N2: lymph nodes with a short-axis diameter >2.5-3 cm; in specific situations of highly selected patients, including those patients in multidisciplinary trials

with surgery as local therapy can be discussed
§Some T4 tumours by infiltration of major structures are potentially resectable — see Table 1

Une stratégie néo-adjuvante ne doit pas étre entreprise dans l'idée de convertir un
stade Ill initialement non-résécable en une tumeur résécable

....m.-';’ . Dingemans et al, WCLC 2023
.



Notion de résécabilité des stades lli

9¢ TNM: valeur pronostique du nouveau N

A1 Current eighth edition ¢N A2 Proposed ninth edition ¢cN
100% 4 100% <
B0% 80%
B0% 80%
SuYear hs [N
4% Deaths (N Exlimate 40% cno 768277
eMl  TE2T {38915 T8% e 1241 73017
eM1 1211737 52% ch2a Single N2 Sin 952/1927 42% e ———— .
20% 9 cMZ 158172074 3% 20% ~
% T T T T T i 0% T T T T T 1
o 1 2 3 4 8 a8 L] 1 2 3 4 5 [
Years: Afler Diagnosis Years Al Disgnosis
B1 Current eighth edition pN B2 Proposed ninth edition pN
100% 4 ©100% 4o
B0 80%
2\ .,
60% 80% .
B-Year
5-Year Deaths i N slimate
40% Deaths (M Esfmaie 40% 4 pno 4085 [ 26227 :
pNO 4085/ 28227 B3% pN1 155474143 58% ‘H—L‘_
pM1 155414143 5B% pM2a Single N2 Sin 120872738 E1%
%] ph2 214474478 4TS 20% -
L] T L] 1 0% T T
[i] 1 2 3 4 ) a8 L] 1 2 3 4 5 [:]
Years Afier Surgery Years After Surgery

—-—I!? Huang J et al, ) Thorac Oncol 2023




Notion de résécabilité des stades lli

Alternative : radio-chimiothérapie + immunothérapie de consolidation

c¢CRT and Durvalumab Consolidation (PACIFIC trial)

5-year OS
No. ol evets Nedan 05
W dpiensy (5% Clmonts
) 4T 55 a5
" - Placsho 1527 654 B1RHSY
0 o .' Syear statfed R 95% O (721 58089)
0o | ; Prinary s sifed R 5% O 08 0 53087
3
2% i o
[ —a
5 . B3 By e
i 12 \ - .
& \

Time from randomization (months)

)

0136!121518212427”3333060515‘51“53“372

PACIFIC post hoc, exploratory analysis
in unresectable stage IlIA (N2)

Durvabomad Placebo

(o =957) (o =90)

OSeverts 2 (%) nEsY 2678
Median OS 955 Cli moaths 345 (312-NE) M2(183-202)

1.0 -7
09 1
0.8
0.7 1
0.6
05
04
03 1

83%
5% CI613-744

Probability of OS

5% C1403-610
'

029 HR =0.56 k
0.1 | %ci0x0m '
0 '

T T T T T T T T T T T T T
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomization (months)

1.- Spigel DR et al, J Clin Oncol 2022:2.- Senan S, et al. ESMO OPEN 2022
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Situation péri-opératoire "" - e

Physiopathologie et avantages

Permet I'éradication d’éventuelles micrométastases avant et apres chirurgie

Permet une évaluation de la réponse

Plus longue durée de traitement pour le contrble systémique

... Risque de sur-traitement

R, . .
e ¢ Topalian S et al. Science, 2020



Immunothérapie péri-opératoire: études de phase lll

CheckMate 77T

J21

AEGEAN

ey elighility.criteria . Durvalumab 1500 mg IV + ®
+ Resectable, stage IIA (> 4 cm)-llIB NIVO 360 mg Q3W IRt Study population et ch! g
(N2) NSCLC (per AJCC 8th edition) + Surge NIVO 480 mg Q4W . Treatment-nat Q3W for 4 cycles 5
+ No prior systemic anti-cancer chemo® Q3W > gery (13 cycles) reatment-naive Q3W for 4 cycle a
treat t =
. E’ce;c":‘ow ok Lo} Within 6 weeks * E00FSGord Randomization stratified by:
i “Z% | ResccableNSCLO (iage la- sl B
e " - . expression (21% vs <
Radiologic IIB[N2]; AJCC 8" ed.)
S restaging
hisms:;;tmqutz 5Q), — Surgery —> PROQAW. * Lobectomy, sleeve resection, or Placebo IV + %
disease stage (Il vs ), (13 cycles) bilobectomy as planned surgery platinum-based CT* !!’
and tumor PD-L1(2 1% vs < 1%vs = 3
not evaluable/indeterminate) « Confirmed PD-L1 status? N=802 e @
(740 in mITT)
Primary endpoint Secondary endpoints Exploratory analyses Primary endpoints: pCR by central lab (per IASLC 2020") and EFS using BICR (per RECIST v1.1)
EFS by BICR pCR by BIPR + 0S + Clinical outcomes by K ndpoints: MPR b trallab R R e T as
+ MPR by BIPR Safety clinical stage IIl N2 or ey secondary endpoints: y cent (per ), DFS using BICR (per vi1)Tan

non-N2 status

Key Eligib

+ Pathologically confirmed,
resectable stage I, llIA, or lIIB
(N2) NSCLC per AJCC v8

« No prior therapy

« Able to undergo surgery

KEYNOTE-671

+ Provision of tumor sample for
PD-L1 evaluation using PD-L1
IHC 22C3 pharmDx

« ECOGPSOor1

All efficacy analyses were performed on the mITT population (N=740), which included all randomized patients without d

Quimper <
S TACPHG

Durvalumab 1500 mg IV

Q4W for 12 cycles

Placebo IV
Q4W for 12 cycles

EGFR/ALK

Neoadjuvant Phase Surgery per Local Standards

Performed <20 wk after
1st neoadjuvant dose
(4-8 wk after last dose if
<4 neoadjuvantcycles)

Adjuvant Phase
Started 4-12 wk after surgery

Pembrolizumab 200 mg IV Q3W
+

Cisplatin and Gemcitabine Pembrolizumab 200 mg IV Q3W
or Surgery
Cisplatin and Pemetrexed for up to 13 cycles (~9 mo)

for up to 4 cycles

Placebo IV Q3W

+
Cisplatin and Gemcitabine

or Surgery
Cisplatin and Pemetrexed

Placebo IV Q3W

for up to 13 cycles (~9 mo)
for up to 4 cycles

Stratification Factors
« Disease stage (Il vs Ill)
« PD-L1 TPS® (<50% vs 250%)
« Histology (squamous vs nonsquamous)
+ Geographic region (east Asia vs not east Asia)

R,

Dual primary end points: EFS per investigator review and OS

Key secondary end points: mPR and pCR per blinded, independent
pathology review, change from baseline in HRQoL in the neoadjuvant and
adjuvant phases, and safety

Cascone et al, NEJM 2024; Heymach et al, NEJM 2023; Wakelee et al, NEJM 2023



Essais péri-opératoires et néo-adjuvant 218 e

,,,,,,,,,,

KN-671 (n=797) AEGEAN (n=802) CM 77T (n=461) CM 816 (n=358)

Pays Monde Monde Monde Monde
Homme 70,3% 68,9% 72,9% 71,5%
ECOG O 63,7% 68,6% 64,2% 69,3%
Epidermoide 43,1% 46,2% 50,7% 48,6%
AJCC 8th 8th 8th 7th
Stade |l 29,7% 28,4% 35,4% IB>4cm ou ll: 36,3%
Stade IlIA 54,7% 47,3% A+B: 63,8% A 163,1%
Stade IlIB 15,6% 24,0%
N2 42,3% 49,5% 39,7% ?
PD-L1 TPS

>50% 33,2% 29,8% 19,7% 21,2%

1-49% 32,0% 36,9% 36,2% 28,5%

<1% | 34,8% 33,3% 40,6% | 43,6%
Pneumonectomie Oui Non Oui Oui

autorisée?

EGFR/ALK Non, testing de 'EGFR

Oui, mais non inclus dans

. Oui, inclus dans I'analyse ; Non . A
autorisés ? I'analyse requis que pour l'Asie
Chimiothérapie Cis/Pem, Cis/Gem A I'a dISCF.etIOI"I de A I’a dlscr'etlon de A I’a dlscr.etlon de

I'investigateur I'investigateur I'investigateur
— Objectif principal EFS et OS PCR, EFS EFS pPCR, EFS




Situation péri-opératoire: EFS J21E Boms

202 —

CheckMate 77T AEGEAN
NIVO PBO Darm PBO arm
V(n =229) (n =232) 10 - No. events / no. patients (%) 124/366 (33.5) 165/374 (44.1)
Median EFS, mo 40.1 17.0 mEFS, months (95% CI) NR (42.3-NR) 30.0 (20.6-NR)
100 (95% Cl) (33.7-NR) (13.6-28.1) 05 - Stratified HR (95% CI) 0.69 (0.55-0.88)
73% HR (95% Cl) 0.59 (0.45-0.79) 038 - 12.3%
80 (67%-79%) 65% 07 - \‘M 65.0%
’ (58%-71%) £ o6 i HM 60.1%
3 1 O ) bH%—e—-a-e—e—n
% 60 NIVO % 05 - 54.4%M
T 2 47.9% %1 cm 000
5 40 e W B oed
(38%-51%) L— L 03
20 —d 02 4 Median follow-up (range) in censored patients: 25.9 (0.0-58.6) months
PBO EFS maturity: 39.1%
01 4
0 T T T T T T 1
0 6 12 18 24 30 36 42 48 0.0 — — T — — T 71—
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Nosab vk Months from randomization Mo atisk: Time from randomization (months)
NIVO 229 172 140 132 14 63 26 5 0 Darm 366 337 276 240 219 201 134 179 172 128 121 76 67 48 36 29 6 4 4 4 0
PBO 232 164 117 9 9 2 PBOarm 374 338 261 225 201 176 172 151 142 93 8 57 53 36 32 25 8 3 2 2 0
Event-free Survival
100+
90+
R 804
o 704
's 60 EFsm
a  sod Pembrolizumab group P b 472 .
KEYNOTE-671 g 401 eémbro: 47,2 mois
L= .
3 Placebo group Placebo: 18,3 mois
20
@ o HR: 0,52
c T T T T T T T T 1
0 [ 12 18 24 30 36 42 48 54
Months
No. at Risk
Pembrolizumab group 397 330 236 172 117 72 42 11 0

—
oo

- Placebo group 400 294 183 124 74 38 24 9
oo Provencio et al, ESMO 2024; Heymach et al, WCLC 2024; Wakelee et al, NEJM 2023




Situation péri-opératoire: survie globale (OS)

A Y
KEYNOTE-671 )
\ . &
Sa”
0s, 1A2
Median Follow-up: 36.6 mo (range: 18.8-62.0) patients Median
100- 1z-m:-:;;$§ 24-m::x rate ss-m? rate 48-mr:: rate With Event  (95% Cl), Mo
| 87.7% 179.0% 1 1 Pembro arm 27.7%  NR(NR-NR)
174.7% 171.3% 1
80 | 168.0% | 67.1% Placebo arm 36.0% 52.4 (45.7-NR) 8
1 151.5% o
1 1 o
— | | Z
£ 607 | | ! HR 0.72 (95% Cl: 0.56-0.93) g
2 .0 | | i i One-sided P = .00517 8
| | | | Median follow-up: 36.6 mo [
201 i : ; i (range: 18.8-62.0)
1 1 1 1
1 1 1 1
1 1 1 1
0 T T T T T T T T T r 1
0 6 12 18 24 3 36 42 48 5 60 66
Patients at Risk, n Mo
Pembro397 371 347 327 277 205 148 108 69 32 4 0 No. at risk:
Placebo400 379 347 319 256 176 125 77 39 20 4 0 Darm
PBO arm

CheckMate 77T

OS immature

—

Heymach et al, WCLC 2024; Spicer et al, ESMO 2023

10

09

08

0.7

06

05

0.4

0.3

0.2

0.1

0.0

J21E aces

AEGEAN

D arm PBO arm
No. events / no. patients (%) 121/366 (33.1) 140/374 (37.4)
| T - W
i 85.3% ratiies . .70-1..
o \‘N\"-‘ 74.49%
=
i = 67.1%
72.2%
1 63.9% W
oo @ 00
B Median follow-up (range) in censored patients: 33.6 (0.7-64.3) months
OS maturity: 35.3%
— 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 45 48 51 54 57 60 63 66
Time from randomization (months)
366 356 2327 316 297 288 277 267 260 227 182 141 104 80 62 50 39 2% 16 12 3 1 O
374 367 342 327 309 292 287 270 259 230 183 145 116 87 68 58 41 28 16 7 2 0 O



Essais péri-opératoires et néo-adjuvant

Schéma

Suivi médian
(mois)

% chirurgie
Dont RO

EFSm CT-10
EFSm placebo
HR

oS

MPR/pCR (%)
v EILAI

1l ™

KEYNOTE-671

4 Cycles CT-
pembrolizumab,

chirurgie, pembrolizumab

13 cycles

36,6
98%
92%

47,2 [ 62,4% (2yr)
18,3
0.59

67,1% (4yr) HR:0,72
30.2/18.1

45%
25.3%

AEGEAN

4 cycles CT-
durvalumab,
chirurgie, durva 12
cycles

33,6
80%
94%

NR/ 60,1% (3yr)
30
0.69

33.3/17.2

42.4%
23.5%

CheckMate 77T

4 cycles CT-
nivolumab, chirurgie,
nivolumab 1 an

33,3
77,7%
89,3%

40,1 / 65% (2 yr)
17
0,59

35,4/25,3

32,5%

J218E Ao

CheckMate 816

3 cycles CT-nivolumab,
chirurgie, CT adj
optionnelle

57,6
83%
83%

43,8 [ 49% (4yr)
18,4
0.66

71% (4yr)
36.9/24

34 (ITT)%
19%



Pré ou péri-opératoire ? 218 e

Perioperative vs neoadjuvant nivolumab for
resectable NSCLC: patient-level data analysis of
CheckMate 77T vs CheckMate 816

Landmark EFS (BICR) from definitive surgery

100-¢
80+ Periop NIVO?
(CheckMate 77T)
& 60 . Weighted (ATE)®
v
W 40 Neoadj NIVO + chemo Periop Neoadj
(CheckMate 816) NIVOa NIVO + chemo
20- (n=139.49) (n = 147.59)
| HR (95% Cl) 0.61 (0.39-0.97) [
0 T T T T 1 1 I 1
0 6 12 18 24 30 36 42 48
Months from surgery
Ma. at risk
Periop NIVOD  139.4 128.0 118.1 112.9 79.7 42.5 13.0 31 0
Neoadj N+C  147.5 121.0 106.2 84.2 39.1 12.1 2.2 0 0

Neoadj N+C

2- Forde et al, WCLC 2024




Pré ou péri-opératoire ?

Survie selon quel(s) biomarqueur(s) ?

PD-L1 expression level

PD-L1

<1% 155 25.1 (14.6-NR) 18.4 (13.9-26.2) e 0.85 (0.54-1.32)
=1% 178 NR (NR-NR)  21.1 (1L.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) . : 0.24 (0.10-0.61)
L} ) r’ ) r r - T ’ i T y . r
0.125 0.25 0.50 1.00 2.00 4.00
Nivolumab plus Chemotherapy Better Chemotherapy Alone Better
PD-L1 TPS i
<1% 63/133 80/151 —o 0.77 (0.55-1.07)
1-49% 44/127 62/115 —— 0.51 (0.34-0.75)
=50% 32/132 63/134 —— . 0.42 (0.28-0.65)
’ ' I T T T T ™ . :
0.01 0.10 020 0.50 1.00 3.00
Pembrollzumab Better Placebo Better
PD-L1 expression at baseline |
Tumor cell <1% 247 NR (14.9-NR)  20.6 (13.9-NR) ———— 0.76 (0.45-1.17)
Tumor cell 1-49% 277 NR(31.9-NR) 254 12 2-NR) 0.70 (0.46-1.05)
Tumor cell =50% 216 NR (NR-NR) 26.2 14 3-NR) 0.60 (0.35-1.01)
1 1 1
0. 25 050 2.00 4.00
Durvalumab Better ~ Placebo Better
Tumor PD-L1 expression H
<1% 186 29.0 (21.4-NR)  19.8 (13.9-NR) — - 0.73 (0.47-1.15)
=1% 256 NR (28.9-NR)  15.8 (9.3-35.1) — 0.52 (0.35-0.78)
1-49% 159 30.2 (20.0-NR)  28.1 (11.0-NR) ——— 0.76 (0.46-1.25)
=50% 97 NR (NR—NR) 8.0 (6.3-23.7) -— ' 0.26 {0.12-0.55)
T

o

T T T T 1
0.125 0.250  0.500 1.000  2.000 4.000

Nivolumab

Chemotherapy
Better Better

J21E aces

CheckMate 816

KEYNOTE-671

AEGEAN

CheckMate 77T




Pré ou péri-opératoire ?

Survie selon quel(s) biomarqueur(s) ?

PD-L1 J21 & aceHc

Landmark EFS (analysis population) by tumor PD-L1 expression??

PD-L1 < 1% PD-L1 > 1%
100
80
& 60-
w1
]
40 | G-
Periop Neoadj Perio Neoadj
20- NIVO<d  NIVO + chemo 204 NIVO<d  NIVO + chemo
(n =53) (n = 63) (n = 80) (n = 74)
0 HR (95% ClI) [ 0.51 (0.28-0.93)] 0 HR (95% Cl) 0.86 (0.44-1.70)
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Nk Months from surgery Months from surgery
e m & & & B OB OF L O3 0 u

68 66 48 26 6 2 0

2 0 74 66 61

ﬁ- Forde et al, WCLC 2024



Pré ou péri-opératoire ?
Survie selon quel(s) biomarqueur(s) ?

CheckMate 816 : sans 10 adjuvant

PCR vs no pCR
TR - T (pCR) I
CT (pCR
80 1 'u\"\r.b
"&;‘qx Nivo + CT (pCR)
X 601 T30 me
g e h“%—_ Nivo + CT (no pCR
[ e ..h
401 e T, —om om0
CT (no pCR)
20 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Mo From Randomization

Nivo+CT(pCR) 43 43 41 40 40 40 40 35 32 19 14
CTCR) &4 & & 4 % 4 4§ & § 3 32

Nivo +CT (no pCR) 136 108 95 84 78 67 62 52 42 22 20
CT(nopCR) 175 140 122 105 90 79 71 57 48 23 22 11

Patients at Risk, n

NN o
W N
oo0oo0o

3
2
3
9

Nivolumab + CT cT
pCR No pCR pCR No pCR

mEFS, mo NR 26.6 NR 18.4
(95%Cl) (30.6-NR)  (16.6-NR)  (NR-NR)  (13.9-26.2)

HR
(95% CI)*

| 0.13 (0.05-0.37) Not computed"

2- Girard et al, AACR 2022; Provencio et al, ESMO 2024

CheckMate 77T: avec 10 adjuvant

pPCR vs no pCR

100 s
NIVO (pCR) ‘
ey et s ) PBO (pCR)
& % T o aq,. NIVO (n0 pCR) t
=S - -~ s s 1o 9P oo
[ o SRS i
w 40~ HR (95% Cl) SR o)
NIVO vs PBO PBO (no pCR)
20 pCR®  0.59 (0.12-2.91)
. No pCR® 0.75 (0.51-1.09)
0 6 12 18 24 30 36 42 45
Months fi
N ek i onths from surgery
pCR 58 54 52 51 40 19 5 0 0
pCR 1" 1" 1" 10 7 3 1 1
No pCR 98 74 65 61 40 26 10 4 0

No pCR 148

71

Réponse histologique compléte (pCR):
absence de cellules tumorales résiduelles sur la
tumeur primitive et sur les gg réséqués (ypTO0/is,ypNO)



Pré ou péri-opératoire ?

Survie selon quel(s) biomarqueur(s) ?

10—
80
& 60
v
v
40
Periop Neoadj
204 NIVOd NIVO + chemo
(n =50) (n =43)
0 HR (95% CI) 0.58 (0.14-2.40)

0 6 12 18 24 30 36 39

Months from surgery

No. at risk
Periop NIVO 50 50 48 47 36 18 4
Meoadj N+C 43 40 39 15 19 6 2

ﬁ Forde et al, WCLC 2024

Periop Neoadj
20- NIVOd NIVO + chemo
(n=173) (n =96)
0 HR (95% Cl) 0.65 (0.40-1.06)
0 6 12 18 24 30 36 42 48

73
96

62
75

55
60

Months from surgery

53 35 22 8
47 19 7 1 0 0



Pré ou péri-opératoire ? Clairance de PADNtc

Survie selon quel(s) biomarqueur(s) ?

ctDNA clearance rate'® 0s
80 — 100 - e—
§ 2 -'- - - 1 L - NIVO + chemo (ctDNA clearance)
- 80 4 (=
3 [
E 60 - 56%¢ - -.; A | hemo (ctDNA clearance)
g = 60 T e
o ® s aceeensnpe =08
ot w
; S 4 HR (95% Cl) |
& 404 35%9 CtDNA clearance vs AN Sy elance)
CheckMate 816 ° no ctDNA clearance NIVO + chemo
:Fg 20 4 NIVO + chemo 0.31 (0.10-0.90) (no ctDNA clearance)
8 204 Chemo 0.58 (0.20-1.64)
7 0
o T T T T T T T T T T T 1
5 0 6 12 18 24 30 36 42 48 54 60 66 72
Months from randomization
= No. at risk
NIVO + chemo Chemo CtDNA clearance 24 2 2 2 2 2 2 20 19 17 9 2 0
n/N 24/43 15/43 U cles ik ! g ¢
No ctDNA clearance 19 17 16 1 " 10 10 10 9 7 3 2 0
D arm PBO arm
AEGEAN ol . Both tDNA CL and pCR sl
09 ¥ 0.9 . Both ctDNA CL and pCR
08| ® ! - 08 -
g ol s ...”. . . s ]
S (o8 CtDNA CL but No pCR s 064 \ | e
Study population £ os 2 054 iy, GIDNA CL but No pCR
«  Resectable NSCLC® F e 3 i s WPV VI
(stage HA-IIIBN2]: AJCC 8% ed) § 04+ """'"i_“____‘_ _____ o § 0.4 [ — -+
e vt £ 93 No GtDNA CL and No pCR £ 931 No ctDNA CL and No pCR
Lobectomy, sleeve resection, or 02 021
biobectomy as planned surgery” 0.1 0.14
A e I e L A————————— e
D S o 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60
e platinum-based CTH No. at risk Time from randomisation (months) No. at risk Time from randomisation (months)
« Disaase stage (1 ve ) 5 Lyienaes w =
* POLY wpeenon 1% 8 €1%) randomised Both ctDNA CLand pCR 26 26 23 23 23 23 23 23 22 18 18 14 14 11

0 0 0 BothctDNACLandpCR 6 6 6 5 5 4 4 4 4 3 3 3 3 3 3 2
ctDNA CL but No pCR 39 39 34 32 29 27 24 21 21 17 17 10 10 110 CIDNACLbutNopCR 39383430290252523 221716107 3 2 1
NoctDNACLand NopCR 3533290211511 111010 8 8 6 4 0 0 0 NoctDNACLandNopCR 63 604131252323212117171414 1110 7

Association ADNtc pré-op et pCR avec EFS

. HRvsNoCtONACLandNopCR 0.4 (5% CI- 0.04-0.48) 0.35(85% C1: 0.15-0.76) HRvsNoCIONACLandNopCR 040 (85% Cl: 0.09-165) 0.48 (95% CI: 0.26-0.90)
Spicer et al, ASCO 2024 HR vs CtDNA CL but No pCR 0.39 (95% C1: 0.11-1.41) - HR vs CtONA CL but No pCR 0,80 (95% CI: 0.18-355) -
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0000
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Les N2 seront

NSCLC
Locally advanced
Potentially resectable
Stage IIIA-IIIB

(8 edition)
EGFR/ALK excluded

Translational research
Ly

Stool sample

I
Baseline

1,00 4

0,754

0,50 4

Probabilité de SG

0,25

NAD

iMIl

Experimental arm

v, Q3w

SURGERY

within 3rd-ath w.

(+7d.) from day 21
yele 3 N

Control arm

l

Paclitaxel 200 mg/m2 RO Observation
+ Carboplatin AUCS SURGERY }—. Q12w
v, Q3w (6 months)
(3 Cycles)

Y

Stool
| | sample

After After
cycles 182 cycle 3

Survie globale (ITT)

98,2%

h
163,4%
1
|
|
|
|
|
|
|
|

' '
124 mo

.
.

After
surgery

At 3rd & 6th

Adjuvant treatment

/ Follow up }
(5 years)

Follow up )
(5 yoars)
.

At progression

Nivo + chimio chimio
5
SGm, mois NA
[HR (IC95%); p 040(0,17-0,93;,0034 |

Suivi médian: 26,1 mois

= Nivo + chimio

Chimio

56
28

56
27

T T T T
10 15 20 25 30

Mois & partir de la
55 53 37 31 15

25 19 17 13 9

T T T T
35 40 45 50
randomisation

5 1 1 1
0 0 0 0

55 60
1 1
0 0

Provencio et al, ASCO 2024; Provencio et al, ASCO 2022

Baseline characteristics - ITT population

) NIVO + Chemo
Characteristic

les grands gagnants de I’'lO péri-opératoire

J21 & aceHc

Survie sans progression (ITT)

Nivo + chimio Chimio
(n=57) 1,00 - (n=28)
— SSPm, mois MA 18,3
| IL\IM c)la55|f|cat|on (AJCC 8 & o7s HR (IC95%); p 0,48 (0,25- 0,81); 0,025
| edition] 3 '
TIN2MO 12(210) 4(138) 2 !
2 050 |
T2N2MO 16(28.1) 7(41) H !
T3N1MO 2(35) 135 ;§ 025 |
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TANIMO 8(140) 3(103) G 5 10 15 20 25 a0 9 40 45 60 65 60
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;;:':””ZE’M‘*""B" (ange). | 43 (09.54) 5239-75) — Nworchmo s s 52 4 0 24 11 & 1 1 11
; Nodal stage T (%) — Chimio 28 26 20 15 14 -] 7 0 o 0 0 0 0
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N2 4119 16(55.2)
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CheckMate 77T
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100+ HR(95%Cl) [ 0.40(0.20-0.78) 100- HR(95%C) [ 0.23(0.09-0.58)
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Pré ou péri-opératoire ? H A S
A\

Décision n°2024.0074/DC/SEM du 21 mars 2024 du college de la Haute
Autorité de santé portant refus d’accés précoce de la spécialité KEYTRUDA
(pembrolizumab)

La demande d'autorisation d'accés précoce susvisée concerne le médicament KEYTRUDA

dans l'indication « en association 4 une chimiothérapie 4 base de sels de platine
puis poursuivi aprés la chirurgie en monothérapie comme traitement gdi

L'ANSM a conclu que I'e
présumees.

présence de la mutation FG
de platine, est utilisé en trai
haut risque de récidive, dont

La mise en ceuvre du traiteme!

Ce médicament n'est pas présu
susceptible d’apporter un chang
(p=0,004), et apparait seulement
de survie sur 5 ans de 4 mois s
semble surtout lié & une diminuti
progression/récidive notamment dd
mortalité & court terme (12 premiers

= Concernant la répartition des différents événements, on note un nombre plus important de progres-
priase neoadjuvante dans le groupe traité sions et récidives de la maladie dans le groupe placebo + chimiothérapie/placebo (n=155, soit 38,8%)
par pembrolizumab par rapport au g weTa 1atrogénie constatée est majorée dans le groupe que dans le groupe pembrolizumab + chimiothérapie/pembrolizumab (n=93, soit 23,7%) mais une
traité par KEYTRUDA (pembroliz Avec notamment plus d'arréts de traitement, des effets surmortalité dans le groupe pembrolizumab + chimiothérapie/pembrolizumab : 40 décés versus
indésirables graves et de grades = 3. Enfin, la pertinence d'un traitement en péri-opératoire par rapport a 29, soit respectivement 29% versus 14% des événements observés.
un traitement en néoadjuvant seul n'est pas connue. Le besoin médical est partiellement couvert dans
l'indication revendiguée et le laboratoire ne mentionne aucune étude en cours ou a venir dans l'indication
évaluée.

=

Par suite, la demande d'autorisation d'accés précoce ne peut étre que rejetée.




Stratégies futures

NeoCOAST-2

BRIDGE

Cascone et al, WCLC 2024

When We Add More, Can We Get More?

Adjuvant for
up to 1 year

Neoadjuvant for
4 cycles Q3W
Arm 1: Oleclumab + durvalumab
+ platinum-doublet €T

Oleclumab + durvalumab

(N=76)

Key eligibility
criteria Arm 2: Monalizumab + durvalumab
+ platinum-doublet CT"

(N=72)

Monalizumab + durvalumab
Safety and

efficacy
follow-up

* Stage lIA-IlIB

resectable NSCLC R

(AJCC 8" edition)

- ficati
« EGFR/ALK wild-type Stratification by

PD-L1TPS
- ECOGPSOor1 (e v Arm 4: Dato-DXd + durvalumab
+ single-agent platinum CT' — Durvalumab
(N=54)
Pri dnoint ke a doints Statistical considerations
rimary encpoints Y seconcary encpoin + This study was not powered to make direct statistical comparisons between arms.
* pCRrated * mPR rateS and EFS L . 3
+ Descriptive statistics are summarised and presented.

+ Safety and tolerability + Feasibility of surgery

* The primary intent was to look for preliminary efficacy signals by calculating pCR rates.

Adjuvant/consolidation
treatment

Neoadjuvant period A Neoadjuvant period B

Durvalumab +
investigator’s
choice of platinum-
based CT*

[o} 3

for 2

Durvalumab +
investigator’s choice of
platinum-based CT*

Q3w for 1-2 o

MDT
decision

Cohort 1:
Resectable’

Baseline
MDT
assessment

CELLLLL

Cohort 2:
Unresectable

Pathologic and blood-based assessments

|1l

C1D1, prior to C2D1 End of C2, within 3-4 Within 7-14  Within 4-5 C1D1 C3D1 CeD1 C10D1 End of
treatment weeks post C2D1 days priorto  weeks post treatment
(tissue sample optional) surgery/CRT  surgery/CRTS
_ ' Blood samples for ctDNA assessment. (:Collected at progression of disease, where available.) = Tissue sample (i.e., biopsy). Not required post CRT timepoint. J

SN

)ACPHG

-J 21 iy
26et21
seplombre
202

Dato-DXd is TROP2-directed antibody-drug
conjugate (ADC), with a potent TOPO1
inhibitor (DXd)

Bindiog to TROP2,
ntermaizationnto concercells 1\
aiosd relese Cancercoll

nd =
o L
puea S /\J_‘
(Anti-TROP2 ADC) {\ }t — =
N8 5
rongg L 8) 3 TS
N
porpes

Camarcet Teading to DNA damage and apoptoss




Pré-requis indispensables en pratique J21 8 e

Suspicion diagnostique de CBNPC stade I-lll

Preuve histologique

Opérabilité du patient ?
Etat général/nutritionnel/comorbidités
Bilan fonctionnel EFR/VO2max/bilan cardio

J 3;;¢ Résécabilité ?
/M /3?2

TNM/Staging/RCP +++

Les biomarqueurs doivent étre obtenus S
; e . EGFR (ALK/ROS1/RET)
avant de débuter I'immunothérapie PD-L1 IHC

__-,‘Ig’ *ADK ou épi jeune/non-fumeur



Conclusion : CBNPC stades résécables 215 e

Pas de chimio-immuno
EGFR + (del 19/L858R) néo-adjuvante Chirurgie Stades IB-IIIA . ..
—_ — —
Quelque soit PD-L1 Pas de TKI validé en néo- +/- chimio adjuvante (pT4N2) Osimertinib 3 ans
adjuvant
Pas de chimio-immuno
ALK (ROS1/RET) néo-adjuvante R Chirurgie R Surveillance
Quelque soit PD-L1 Pas de TKI validé en néo- "1 +/- chimio adjuvante Pas d’acces a TKI
adjuvant
-Taille25cm
-N1ouN2 Chimio + nivolumab
CBNPC sans:\GA t—p] - Plusieurs nodules homolatéraux ) »  en néo-adjuvant » Chirurgie —>| Surveillance
PD-L1 21% - Atteinte plévre viscérale/pariétale, paroi,
. . 3 cycles
diaphragme, gros vaisseaux, bronche
souche
CBNPC sans AGA — 'Chirurgi'e | surveillance
PD-L1<1% +/- chimio adjuvante

Pas d’acces a 'immunothérapie péri-opératoire hors essai clinique




Parcours patient: parcours du combattant ?

< =
< a J1 J21 142 J63 B )
Y 3
(&)
2 €| | cr+i0 CT+10 CT+10 CT+10
S <
Coordination par IPA des méd/chir, Diet, coach APA — Appels téléphoniques

Diag Nutritionnel

Diag
APA

Soutien
psycho

&
- K
¢ W5
H&i

E
=)
| =
¢, =
L

5

T T T T

7

Bl === m = mme,

Apres cancer



Parcours patient: parcours du combattant ? 21 8 eerc

Consultation N Bilan extensionet | Consultation +/-CT
spécialiste opérabilité chirurgien
—
—

£5
oui Consultation | ‘HJ E— RCP ———>| #/-cr
/ chirurgien

n

: Bilan extension et RCP i £3
Consultation B o oui . ) AL
<nécialicte —_— opérabilité — Résecabilité/ . TTT pré-op N RCP N Con_sulta.tlon - \J > +/-CT
P TEP / EBUS + IRM (TDM) SNC Stratégie CcT chirurgien
non RT/CT —_— 10
&2
oui Consultation N —=>| RCP |——= | +/-cT [>] +/-10
/ chirurgien
Consultation Bilan extension Biomarqueurs RCP oui | M
PR —> t opérabilité > Diag Histo 2 — Consultation l,
spécialiste TEP/ EBUS + IRM g ~| PouLEGRR, | Reseca'ﬁ‘"_'te/ -] CT+l0 | | RCP —>| chirurgien >/ +/-10
(TDM) SNC ALK, ROS1 Stratégie
N ~

RT/CT |—> 10




Merci pour votre attention 2] 8 Borr

202

How to Manage Patients With Different Responses to Neoadjuvant Therapy ?

Neoadjuvant therapy
Chemotherapy

Targeted therapy
Immunotherapy

pCR mPR pPR o

More of the same 5

« —— r

1 ? l 2 (adjuvant setting)
Stop therapy 4= QObservation Maintenance A— ————— Evaluate new therapy
5
? l 2
pCR New therapy

= Same class?

The assumption is that pathologic response is measured with the = New class?
appropriate calculation for type of therapy; the next steps after
response may somewhat be influenced by the type of therapy received.
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