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Estimated New Cases Cancer Statistics 2021 Siegel RL et al.

_______________________________________________________________ CA Cancer J Clin, 2021; 71:7-33
Males Females

Prostate 248,530 26% Breast 281,550 30%
Lung & bronchus 119,100 12% Lung & bronchus 116,660 13%
Colon & rectum 79,520 8% Colon & rectum 69,980 8%
Urinary bladder 64,280 7% Uterine corpus 66,570 7%
Melanoma of the skin 62,260 6% Melanoma of the skin 43,850 5%
Kidney & renal pelvis 48,780 5% Non-Hodgkin lymphoma 35930 4%
Non-Hodgkin lymphoma 45,630 5% Thyroid 32130 3%
Oral cavity & pharynx 38,800 4% Pancreas 28,480 3%
Leukemia 35,530 4% Kidney & renal pelvis 27,300 3%
Pancreas 31,950 3% Leukemia 25,560 3%
All Sites 970,250 100% All Sites 927,910 100%

Estimated Deaths
Lung & bronchus 69,410 22% Lung & bronchus 62,470 22%
Prostate 34,130 1% Breast 43,600 15%
Colon & rectum 28,520 9% Colon & rectum 24 460 8%
Pancreas 25,270 8% Pancreas 22,950 8%
Liver & intrahepatic bile duct 20,300 6% Ovary 22 950 5%
Leukemia 13,900 4% Uterine corpus 12,940 4%
Esophagus 12,410 4% Liver & intrahepatic bile duct 9,930 3%
Urinary bladder 12,260 4% Leukemia 9,760 3%
Non-Hodgkin lymphoma 12,170 4% Non-Hodgkin lymphoma 8,550 3%
Brain & other nervous system 10,500 3% Brain & other nervous system 8,100 3%

All Sites 319,420 100% All Sites 289,150 100%



De 2002... a2 2019: le chemin parcouru pour les
NSCLC stades IV sans mutation addictive

ECOG 1594

doublets de platine avec cytotoxiques de 3¢™me génération

Survival

80%
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Overall survival probability
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Survival Probability (%)

2012-2013: La maintenance de continuation dans
les essais Paramount & Avaperl

1.0 'L‘“:‘ Pemetrexed: median = 13.9 mos (12.8 to 16.0 mos)
A Placebo: median = 11.0 mos (10.0 to 12.5 mos)
Log-rank P=.0195
0.8 1 Unadjusted HR: 0.78 (0.64 to 0.96)
0.6
PARAMOUNT
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survie a (non épidermoides)
021 o pemsBsC 2
Placebo + BSC N
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Time From Random Assignment (months) +=gp:

l Treatment (randomized)
D&[ —1 Maintenance bevacizumab
08 \ ’ij(\ — Maintenance bevacizumab + pemetrexed
7 -+ Maintenance bevacizumab (censored)
Paz-Ares L et al. Lancet Oncol 2012, JCO 2013; 3 . —+ Maintenance bevacizumab + pemetrexed (censored)
Barlési F. et al. JCO 2013 , Ann. Oncol. 2014 2 06- 'jT=|=h 4"'%
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2015: la 2¢™me révolution thérapeutique
dans les cancers broncho-pulmonaires:
L'immunothérapie

L’excellence supréme consiste
a casser la résistance de
1’"ennemi..sans comnf’

Z" 7 4
sun Tzu (544-496 av Jc) a
> L
« L'"Art de la Guerre » JL ;&
7\

THE ART OF WAR

Essais de phase 3 de 2éme ligne: CheckMate 017 (épi) Brahmer J. et al. NEJM, 31 May 2015
CheckMate 057 (non-épi) Borghaei H et al. NEJM, 27 Sept. 2015
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Le ciblage des points de contréle immunitaires
des lympho T cytotoxiques

Dr. J Allison Dr. T.Honjo

Anticorps Anti-PD-1

Breakthrough of the Year P

ciblent les cellules T : .

Fr:rr:lcl.?r:otherapy 3 infiltrant la tumeur Anticorps Anti-
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Preuve de principe de 'immunothérapie:

Les longues survies avec anticorps anti-PD1 dans les CBNPC métastatiques
traités en 2L ou au-dela (2015-2019)

D Previously treated patients Treatment naive patients
Events, Median (95% (), 24-month| 36-month Events, Median (95%Cl), 24-month | 36-month
nfM months rate, % rate, % nfN months rate, % rate, %
TPS=50%  95/138 15-4(10-5-18.5) 386 297 Squamous 16/19 156(6-0-21:0) 278 111
TPS1-49% 137/168 8.5(6-0-127) 262 135 Non-squamous 45/79  28-4 (21.5-354) 557 30:6
h TPS<1% 77190 8-6 (55-106) 238 85
7 ; Phase |
7 i Keynote-001 -
- i -
. Z
- ! =
: a
| i =
! ! 2
i | ' S
i P
l T T T T I T T 0 i I I ! I | |
] 5 10 15 20 25 30 35 40 45 Lo 0 5 10 15 20 25 30 35

138 101 82 68 54 48 38 13 5 3 0 Numberatrisk Time (months)

168 112 78 61 51 40 26 6 2 p. 0 Squamous 19 14 11 g9 b 5 3 1
g0 58 36 28 23 19 13 4 0 0 0 Non-squamous 79 69 b4 57 49 43 29 6

Topalian S. et al. JAMA Oncol 2019 Jul. 2019 Leighl N. et al. Lancet Respir Med 2019, 7: 347-57



Université Pembrolizumab versus Chemotherapy for
de Paris PD-L1-Positive Non—Small-Cell Lung Cancer

Martin Reck, M.D., Ph.D., Delvys Rodriguez-Abreu, M.D.,
Andrew G. Robinson, M.D., Rina Hui, M.B., B.S., Ph.D., Tibor Csé&szi, M.D.,
Andrea Fulép, M.D., Maya Gottfried, M.D., Nir Peled, M.D., Ph.D.,

Ali Tafreshi, M.D., Sinead Cuffe, M.D., Mary O’Brien, M.D., Suman Rao, M.D.,
Katsuyuki Hotta, M.D., Ph.D., Melanie A. Leiby, Ph.D., Gregory M. Lubiniecki, M.D.,

Yue Shentu, Ph.D., Reshma Rangwala, M.D., Ph.D., and Julie R. Brahmer, M.D.,

for the KEYNOTE-024 Investigators*
NEJM 9 oct. 2016

Updated Analysis of KEYNOTE-024:

Pembrolizumab Versus Platinum-Based

Chemotherapy for Advanced Non-Small-Cell

Lung Cancer With PD-L1 Tumor Proportion Score

of 50% or Greater J Clin. Oncol. 8 Jan. 2019

n — 305 Martin Reck, MD, PhD*; Delvys Rodriguez-Abreu, MD?; Andrew G. Robinson, MD?; Rina Hui, MBBS, PhD#%; Tibor Csészi, MDS; Andrea

. . . Filép, MD®; Maya Gottfried, MD?; Nir Peled, MD, PhD?; Ali Tafreshi, MD?; Sinead Cuffe, MD°; Mary O'Brien, MD*?; Suman Rao, MD?;

Crlte res d'lnclusu)n Katsuyuki Hotta, MD, PhD'?; Kristel Vandormael, MSc'#; Antonio Riccio, PhD'%; Jing Yang, PhD5; M. Catherine Pietanza, MD'5; and
Julie R. Brahmer, MD'®

* CBNPC avancé
* Ni EGFR muté ni ALK +

* Expression de PD-L1 — )
> 5p0 9% des cellules n‘15i Pembrolizumab 200-mg dose fixe IV /

tumorales 3 sem / max 35 cycles
Pas de maladie auto N

immune
Pas de métastases
cérébrales nontraitées

— PS:0vs1 11
— Histologie épi vs
non épi
— Asie vs reste du n=151
monde

~  Objectif principal : SSP




KN-024: 2¢™¢ update, JCO, avril 2021

Adéno+ Epi

0S (%)

Median (95% CI)

Median fu= 59.9 months

Events, HR
No. (%) {95% CI)
Pembrolizumab 154 103 (66.9) 0.62

26,3 (18.3 to 40.4)

134 (9.4 10 18.3)

Chemotherapy

123 (81.5) (0.481to 0.81)

Mo. at risk:
Pembrofizumab 154
Chemotherapy 151

121
108

12

106
80

61

18

24 30 36 42

Time (months)
FL 73 66 &2
48 44 35 a3

Recul a 5 ans

28

51
26

20
13

712



JAMA Oncology | Original Investigation

Hyperprogressive Disease in Patients With Advanced
Non-Small Cell Lung Cancer Treated With PD-1/PD-L1
Inhibitors or With Single-Agent Chemotherapy

Roberto Ferrara, MD; Laura Mezquita, MD, PhD; Matthieu Texier, M5c; Jihene Lahmar, MD; Clarisse Audigier-Valette, MD; Laurent Tessonnier, MD;
Julien Mazieres, MD, PhD; Gerard Zalcman, MD, PhD; Solenn Brosseau, MD; Sylvestre Le Moulec, MD; Laura Leroy, MD; Boris Duchemann, MD;
Corentin Lefebvre, MD; Remi Veillon, MD; Virginie Westeel, MD, PhD; Serge Koscielny, MSc; Stephane Champiat, MD; Charles Ferté, MD, PhD:;
David Planchard, MD, PhD; Jordi Remon, MD; Marie-Eve Boucher, MD; Anas Gazzah, MD; Julien Adam, MD, PhD; Emilio Bria, MD;

Giampaolo Tortora, MD, PhD; Jean-Charles Soria, MD, PhD; Benjamin Besse, MD, PhD; Caroline Caramella, MD

Previous treatment

i
n=56//406'
14% des patients
i

TGR?

Volume during
Volume at inhibitor inhibitor therapy
Volume before therapy baseline I
inhibitor therapy | I
i i
I I

-

Time before inhibitor therapy 7 wk Time at baseline inhibitor therapy >2 wk Time after inhibitor therapy
Scan before inhibitor therapy € Scan at baseline inhibitor therapy? <€ Scan after inhibitor therapy




Hyper-progression

|E| Before baseline At baseline |E| During inhibitor therapy

4 weeks upon Tt




Pembrolizumab plus Chemotherapy
in Metastatic Non—-Small-Cell Lung Cancer Non-scc

L. Gandhi, D. Rodriguez-Abreu, S. Gadgeel, E. Esteban, E. Felip, F. De Angelis,
M. Domine, P. Clingan, M.J. Hochmair, S.F. Powell, S.Y.-S. Cheng, H.G. Bischoff,
N. Peled, F. Grossi, R.R. Jennens, M. Reck, R. Hui, E.B. Garon, M. Boyer,

B. Rubio-Viqueira, S. Novello, T. Kurata, J.E. Gray, J. Vida, Z. Wei,

J. Yang, H. Raftopoulos, M.C. Pietanza, and M.C. Garassino,

for the KEYNOTE-189 Investigators* ,
NEJM 16 April. 2018

Schéma de l'étude | Objectif principal : SSP+0S

n=606

Pembrolizumab + Pembrolizumab

CBNPC non épidermoide pémétrexed + N

de stade IV

Pas d’anomalie de 'EGFR
ni de ALK

ECOGPSOor1l Crossover
autorisé a progression

carboplatine OU
cisplatine
/3 semaines x 4 cycles

pémétrexed
/3 semaines

Placebo +

pémétrexed + Placebo + Pembrolizumab
carboplatine OU 200 mg /3 semaines

Expression PD-L1
Cisplatine vs carboplatine

i émétrexed
Statut tabaglque | cisplatine P (max 35 cycles)
(non vs ancien/actuel) /3 semaines x 4 cycles



Actualisation Keynote-189: Ann. Oncol Aug. 2021

Adéno K 31 mois de suvi médian
[TT popuietion Events, n Median (95% CI)
100 (%) 3, month
n Pembro + chemo 258 (62.0) 22.0(19.5-24.5)
o Placebo + chemo 163 (79.1)  10.6 (8.7-13.6) D.66:(0.45-0.80)
| s 69.8% 3
- * 48.0% .
70 :
60— . =
= .
c’i}- 5{)—...-.“...].-‘.. Pesssassssaassee [ N NN NN N NNNENNRENHSENNEHNHMNHNNI
© :
40 . .
................ P T
30— 5 o
: L ] I
20 . : |
- ™ |
- ™ |
10— . . i
- - I
: . ]
0 | | | | | f |
0 5] 12 18 24 30 36 42
Time (months)
No. at risk:
Pembro + chemo 410 347 283 234 184 86 12 0
Placebo + chemo 206 149 98 72 55 25 5 0




Actualisation Keynote-189: Ann. Oncol Aug. 2021

31 mois de suvi médian

Adéno K
i )
= PD-L1 TPS 250% Events,n  Median (95% Cl) HR
100 (%) 0S8, month (95% CI)
Pembro + chemo 67 (50.8) 27.7 (20.4-NR)
o0 Placebo + chemo a7(671) 1041 (7.5220)  0-59(0.40-0.86)
. 73.3% .
80— : 48.6% .
: . Idem KN-024
70— . .
. « 52.29%
60— . $37.1%
2 . .
8‘ S B AR AR A s SAAAARES S R AR - TILLN TSRS RE T Al
[ - ]
404 - . i VS. 43% KN-024
: - I | IIII!IIII
30 . . i
. . i
20— . . i
1
. . '
10 . . i
- - |
- - I
1
0 I 1 I T I f I
0 6 12 18 24 30 36 42
Time (months)
No. at risk:
Pembro + chemo 132 114 95 85 67 38 5 0

Placebo + chemo 70 50 34 30 26 12 4 0



Pembrolizumab plus Chemotherapy
for Squamous Non-Small-Cell Lung Cancer

L. Paz-Ares, A. Luft, D. Vicente, A. Tafreshi, M. Giimis, J. Maziéres, B. Hermes,
F. Cay Senler, T. Csészi, A. Fulép, J. Rodriguez-Cid, J. Wilson, S. Sugawara,
T. Kato, K.H. Lee, Y. Cheng, S. Novello, B. Halmos, X. Li, G.M. Lubiniecki,

B. Piperdi, and D.M. Kowalski, for the KEYNOTE-407 Investigators*

n=559

* CBNPC épidermoide avancé

* PSOMS0-1

* Tissus pour IHC PD-L1 Pas
de pneumonie sous

stéroides

* Pas de métastases
cérébrales ou de
métastases traitées

epidermoides 1_1

— Expression de PD-L1 (

(n =281)
TPS > 1 % versus 2 1 %)

— Taxane
— Région géographique

1 présentation: ASCO 2018 a 7,8 mois de suivi médian

NEJM 25 sept. 2018

Pembrolizumab 200 mg
+ paclitaxel 200 mg/m?
ou

Pembrolizumab

200 mg
nab-paclitaxel 100 mg/m? jusqu’a 31 cycles
+ carboplatine ASC 6 ou

toutes les 3 sem. 4 cycles

Objectif principal : SSP+0S

Placebo +

paclitaxel 200 mg/m?

ou

nab-paclitaxel 100 mg/m?
+ carboplatine ASC 6 ou
toutes les 3 sem. 4 cycles

Placebo
jusqu’a 31 cycles




Analyse finale Keynote-407: Paez-Aeres L et al. ESMO 2019

Kaplan-Meier Estimates of OS and PFS2
Overall Study Population Epi

Events, HR Events, HR

épidermoides _ N (95% Cl) n/N (95% Cl)
Pembrolizumab Pembrolizumab
100 e combination I 0.71 100 . 65.6% combination EREEEES 0.57
: 83.9%  Placebo (0.58-0.88) D aaqe. Flacebo (0.47-0.69)
90+ : 75.6%  combination 197/281 90+ : 44.9%  ombination 252/281
80 80+
704 Median (95% Cl) 70 Median (95% Cl)
17.1 mo (14.4-19”° 604 8.0 mo (6.3-8.4 mo)
< 907 11.6 mo (10. S
‘n" 50. Lue 50.. ..............................................
° 40 & 40-
301 304
20+ 204
104 10
0 O-HW“T“WHW
0 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time, months Time, months
Pembrolizumab
combination 27 256 232 203 180 150 119 80 46 14 4 0 278 235 179 113 96 75 59 45 25 5 0
Chemotherapy
combination 281 245 210 163 137 113 91 61 36 16 3 0 281 204 122 61 46 33 26 17 7 1 0

Median (range) follow-up: 14.3 (0.1-31.3) months

*Response assessed per RECIST v1.1 by blinded independent central review. Data cutoff date: May 9, 2019.




Quid de la double immunothérapie dans les CBNPC ?

...Pas d’enregistrement Européen sans chimio initiale

2021 ASCO

ANMUAL MEETING

First-line nivolumab + ipilimumab + 2 cycles of
chemotherapy versus chemotherapy alone

(4 cycles) in patients with advanced non-small cell
lung cancer: 2-year update from CheckMate 9LA

Martin Reck,' Tudor-Eliade Ciuleanu,? Manuel Cobo,? Michael Schenker,* Bogdan Zurawski,?
Juliana Menezes,® Eduardo Richardet,” Jaafar Bennouna,® Enriqueta Felip,? Oscar Juan-Vidal,'®
Aurelia Alexandru,' Hiroshi Sakai,'? Arnaud Scherpereel,'? Shun Lu,™ Luis G. Paz-Ares,'?

David P. Carbone, ¢ Arteid Memaj,'” Sathiya Marimuthu,'” Phuong Tran,'” Thomas John'®

Tairway Research Center Morth, German Center for Lung Research, LungClink, Grosshansdorf, Germany: finstitutul Oncologic Prod Dr lon Chiricuta and UNF uliy
Hatiegany, Cluj-Hapoca, Romania; ‘Unidad de Gestion Clinkca intercentres de Oncologia Medica, Hospitales Unheersitarios Regional y Virgen de [a Victoria, 1BIMA,
Malaga, Spain; “5F Hectare Oncology Center, Cralova, Romania; YAmbulatoriem Chemioterapil, Bydgoszcz, Poland; *Hospital Hossa Senhora da Conceicho, Porito
dlegre, Brazil; natituto Oncoldgicn de Chrdoba, Cordoba, Argentina; "niwersity Hospital of Mantes and INSERM, CRCIMA, Hanies, France; ™all d"Hebron University
Hospital, Yall d"Hebron Irstitute of Oncology, Barcelona, Spain; “Heospital Universitaric La Fe, Valencia, Spain; "imtitute of Oncology Prof Dr Alexandru Trestionean
Bucha, Bucharest, Romania; "Saitama Cancer Center, Saltama, Japan; "Undwersity of Lille, CHU Lilke, INSERM U1 189, OncoThal, Lille, France; "*Shanghai Lung
Cancer Cenber, Shanghai Chest Hodpital, Shanghai JiaoTong Uniwersity, Sharghai, China; “Hospital Universitano 12 de Octubde, CHIO-H120 Lung Cancer Clinical
Rescarch Unit, Universidad Complutense & ClberOnc, Madrid, Spain; *The Ohko State University Comprebensive Cancer Center, Columbus, OH, USA; "Bristol Myers
Sejuibit, Primceton, MU, USA; "autin Hospital, Heldeberg, Australia

dbstract Number 9000



Association nivolumab + ipilimumab + 2 cycles de chimothérapie

versus chimiothérapie (4 cycles) en 1¢r¢ lighe du CBNPC de stade
avancé: Actualisation a 2 ans de la CheckMate 9LA

Criteres d’éligibilité N=361 NIVOLUMAB 360 mg toutes les 3 sem

+ IPILIMUMAB 1 mg/kg toutes les 6 sem
+

* CBNPC Stade IV ou en rechute

* Pas de traitement systémique

CT toutes les 3 sem (2 cycles)

Jusqu’a
antérieur progression,
—_ toxicité
* Pas de mutations d’ EGFR ni N=719 inacceptable
alterations de ALK connues ou 2 ans de

traitement pour
I'immunothérapie

* ECOG PS0-1
CT toutes les 3 sem (4 cycles)

> avec maintenance en option par

Stratification selon:

N=358 emetrexed (non épidermoides
Expression PD-L1 (<1% vs = 1%), P ( P ) )
genre, et histologie (épidermoide vs non
épidermoide)
Objectif principal : Objectifs secondaires : Critére exploratoire:
* SG * SSP par Comité de revue independant en * Tolérance

aveugle

* Taux de réponse Objective par Comité de
revue independant en aveugle

* Efficacité selon I'expression tumorale de PD-L1



First-line nivolumab plus ipilimumab combined with

two cycles of chemotherapy in patients with non-small-cell
lung cancer (CheckMate 9LA): an international, randomised,
open-label, phase 3 trial

Luis Paz-Ares, Tudor-Eliade Ciuleanu, Manuel Cobo, Michael Schenker, Bogdan Zurawski, Juliana Menezes, Eduardo Richardet, Jaafar Bennouna,

Enriqueta Felip, Oscar Juan-Vidal, Aurelia Alexandru, Hiroshi Sakai, Alejo Lingua, Pamela Salman, Pierre-Jean Souquet, Pedro De Marchi,
Oaudio Martin, Maurice Pérol, Arnaud Scherpereel, Shun Lu, Thomas John, David P Carbone, Stephanie Meadows-Shropshire, Shruti Agrawal,

Abderrahim Oukessou, Jinchun Yan, Martin Reck Lancet Oncol 2021: 22:198-211

B AdénoK+épi

T 100 .
Médiane de \'“-T !\Itu:]lumah pll:ls Chemotherapy
a o ‘l‘}‘ ipilimumab with
suivi=12,7 J Ih‘"-.“"*-»h chemotherapy
. 80— Sy (two cycles)
mois "
20 L Median overall survival, 15-6(13.9-200)  10.9(9.5-12.6)
. !
= months (95% O
2 H“‘u,_ T =
3z 50 - - Hazard ratio for death 0-66 (95% C10-55-0-80)
S 50- -
2 p<0.0001
g 40~ A b Sk ke
30+
amse & s
20+
10+
0 | | | | | | T | | |
0 3 6 9 12 15 18 21 24 P 30
Time since randomisation {months)
Number at risk
{number censored)
Nivolumab plus ipilimumab with 361 (0) 326 (0) 292 (0) 250 (0) 277 (0) 153(38)  86(90) 33(138) 10(161) 1(170) 0 (171)
chemotherapy (two cypdes)

Chemotherapy 358(0)  319(0)  260(0) 208(0) 166(2) 116(z7) 67(56) 26(91)  11(105) 0(116)  0(116)



CheckMate 9LA: actualisation a 2 ans

AdénoK+épi . .
1002 Il randomized patients S e aras. g
{n =361) (n = 358)
Median OS, months 15.8 1.0
95% ClI 13.9-19.7 9.5-12.7
80 HR (95% CI) 0.72 (0.61-0.86)
63%
60 | 45,7% KN-189 (adénoK)
S i @ 38% KN-407 (épi)
S 40 - 38%
i i w4, NIVO + IPI + chemo
20 : : @20 Chemo
| |
| |
i l
0 | | | | | | | | | | | |
0 6 9 12 15 18 21 24 27 30 33 36 39
Months
Number at risk

NIVO + IPl + chemo 361
Chemo 358

292 250 227 191 170 150 137 95 50 23
260 208 168 139 115 102 93 a9 40 18

Cloture de base : 18 février 2021 ; suivi minimum/médian pour la SG : 24,4 mois/30,7 mois.
Base de données actualisée au 9 mars 2020 ; suivi minimum : 12,7 mois pour la SG et 12,2 mois pour les autres critéres

Reck M et al. ESMO Open 2021



CheckMate 9LA: actualisation a 2 ans

patients with tumor PDL1< 1%

100 NIVO + IPI + chemo  Chemo
{ﬂ = 135] {ﬂ‘ = 129}

Median 0S5, months 17.7 9.8
95% CI 13.7-20.3 7.7-135

80 + HR (95% CI) 0.67 (0.51-0.88)

60 —

0S (%)

40 —
NIVO + IPIl + chemo

20 —

j e Chemo

0 | | | | | | | | | | | |

0 3 6 9 12 15 18 21 24 27 30 33 36 39

Months
Number at risk
NIVO + IP1 + chemo 135 120 107 S0 85 3 66 25 o0 a 13 6

Chemo 129 116 90 68 58 47 37 32 27 21 7 2 0 0

Reck M et al. ESMO Open 2021



CheckMate 9LA: actualisation a 2 ans

In patients with tumor PDL1>50%

AdénoK+épi
100 NIVO + IPI + chemo  Chemo
{ﬂ = ?G} {n = BBI
Median OS, months 18.9 129
95% ClI 13.1-325 9.4-17.6

80 70% HR (95% CI) 0.67 (0.46-0.97)

60 _ 52.2% KN-189
= )51.5% KN-024
8 | _ NIVO + IPI + chemo

40 - | | !

' |
[ | by
| | h
: |
|
20 : | Chemo
| |
| |
| |
0 ' |
I I I I I I | I I I I I |

0 3 6 9 12 15 18 21 24 27 30 33 36 39

Months
Number at risk
NIVO + IPl + chemo 786 69 64 50 53 45 39 36 34 24 12
Chemo 98 84 F i) 62 20 44 38 32 31 23 17 B

Reck M et al. ESMO Open 2021



Etude CheckMate 9LA : actualisation a 2 ans

Median OS, months (95% CI)

100
All randomized (n = 361) 15.8 (13.9-19.7)
oloy Discontinued due to TRAEs (n = 61) 27.5(15.8-NR)
“1-
1,
80 4 i, NIVO + IPI + chemo
"1 729, All randomized
1'~r1 Discontinued due to TRAES =~ =====
60 !
X i
- I
7] I
° I
40 !
I
! I
| I
: 1
20 4 ! :
1 1
I 1
I 1
1 1
I 1
I 1
0 T | | i | | | i | | | | |
0 3 6 9 12 15 18 219 24 27 30 33 36 39
Months
Number at risk (all randomized patients)
NIVO + IPl + chemo 361 326 292 250 227 191 170 150 137 95 50 23 7 0
Number at risk (patients who discontinued due to TRAEs)
NIVO + IPl + chemo 61 55 53 49 44 4 36 34 33 26 15 1" 4 0

"atients ayant interrompu IPI + NIVO + CT du fait
d’un El lié au traitement

NIVO + IPI + CT

(n=61)

Survie médiane, mois 27,5
Surviea 2 ans, % 54
RO, n (%) 31 (51)
Durée médiane de 14,5
réponse

apres l'arrét du

traitement,

mois

Maintien de la réponse 56
> 1 an apres l'arrét

du traitement, %

Cléture de base : 18 février 2021 ; suivi minimum/médian pour la SG : 24,4 mois/30,7 mois.
Base de données actualisée au 9 mars 2020 ; suivi minimum : 12,7 mois pour la SG et 12,2 mois pour les autres critéres.

Congrés américain d’'oncologie clinique 2021 - D’aprés Reck M et al., abstr. 9000, actualisé



Le temps des “me too”

Camrelizumab plus carboplatin and pemetrexed versus

chemotherapy alone in chemotherapy-naive patients with
advanced non-squamous non-small-cell lung cancer

5:305-14

(Camel): a randomised, open-label, multicentre, phase 3 trial

Zhou C. et al.

Lancet RespirMed 2021

Médiane de suivi= 11.9 mo

— Camrelizumab plus chemotherapy: median overall survival

not reached (95% Cl 16-6-not reached)

—— Chemotherapy alone: median overall survival

20-9 months (95% Cl 14 2-not reached)
Hazard ratio 073 (95% C10-53-1-02); Log-rank p=0-0330

mOS > 20.9 months

100
Tout PD-L1 20
3
£ 60
g
g
=
T 404
g
S
20+
0
0
Number at risk
(number censored)

Camrelizumab plus chemotherapy 205 (D)
Chemotherapyalone 207 (0)

2 4 6 8 10 12 14 16 18

Time since randomisation {months)

202(2) 196(8) 187(16) 176(26) 155(39) 109(49) 75(%7) 37(60) 15(63)
199(8) 186(19) 173(20) 158(43) 134(57) 04(65) S7(73) 32(76) 12(78)

5(64)  0(64)
678  0(89)



Le temps des “me too”

Tislelizumab Plus Chemotherapy vs Chemotherapy Alone
as First-line Treatment for Advanced Squamous Non-Small-Cell Lung Cancer
A Phase 3 Randomized Clinical Trial JAMA Oncol. doi-10.1001 jamaoncol 20210366

Published online April 1, 2021
Wang J et al. b
[A] Tislelizumab plus PC vs PC Tislelizumab plus nab-PC vs PC
Events, Median Hazard ratio Events, Median Hazard ratio
Source  No. (%) (95%CI) (95% C1) P value Source  No. (%) {95% 1) (95% CI) P value
AmA  60(50.0) T76(6.0-98) 052(037074 =001 ArmB  56(47.1) 7.6(58-110) 048(0.34-068) =001
AmC  76(62.8) 5.5(4.2-57) ArmC  76(62.8) 5.5(4.2-57)
100- 100-
B0- 80-
" #
£ e £ &0
E £
= Arm A E Arm B
& 404 o 404
rik rk
i [
20- 20-
Arm C Arm C
ﬂ 1 1 1 T ﬂ 1 1 1 1
0 3 6 g 12 0 3 6 9 12
Months Maonths
Mao. at risk Mao. at risk
AmA 130 95 50 23 1 AmE 119 03 47 13 1
AmC 121 74 17 10 0 AmC 121 74 27 10 0

Median PFS= 7.6 months



Comment comparer ces traitements/statégies ?

Mais attention: plus la médiane de suivi
est courte moins il y aura de toxicités
rapportées... méme si le maximum des tox
immuno-médiées apparaissent dans le 1°"

guadrimestre
l& Université
de Paris




Safety Summary of Treatment-Related AEs in All Patients Treated With
NIVO + IPI, Chemo, or NIVO: CheckMate-227

734 863% NIVO + IPI
in KN-024/042

92% in Impower-132 (n=576)
LY\ 96.2% in Impower-130 -Any grade | Grade 3-4

94.4 %in Imower-150

Any TH  99.8% in KN189 82 36 66 19

TRAE leading to ot

15%) 10 1 <1
Diarrhe 5 0 11 1
Rash 19 1 11 <1
Fatigue 20 1 7 0
Decreased appetite 10 <1 36 2 6 <1
Nausea 4 1 33 12 3 <1
Anemia 4 0 15 <1 2 0
Constipation <1 0 17 10 <1 0
Neutropenia o5

K\
Treatment-related %‘&“ PN 1.4% 1.1% 1%

o
was consistent with the previous report! and did not increase
s 4.2 mo (0.03-25.5) with NIVO + IPI, 2.6 mo (0.03—37.6+) with chemo,

*  With 18 mon
* Median durati
and 4.6 mo (0.0

- Treatment-related deaths in the
chemo arm (n = 6) were: sepsis (n = rile neutropenia with sepsis, multiple brain infarctions, interstitial lung disease, and thrombocytopenia; deaths in the
NIVO arm (n = 2) were: pneumonitis, and critical neutropenia with sepsis.
@ Université
de Paris



Le codage/étiquetage des toxicité compte !

2,4% de colites grade 3-4
(3,9 % ds KN-024,; <1% ds KN-042; 5,2%
ds KN-189; 2,8% ds IMpower150)

Table $10. Treatment-Related Select AEs with Nivolumab plus Ipilimumab and Nivolunyn All Treated Patients.

Treatment-Related Select AEs”

All Treated Patients /

Nivolumab plus Ipilimumab®

(N=576)

volumab*
(N=391)

Any Grade

Grade 3-4

Any/srade Grade 3-4

number of patienig (percent)

Skin

Endocrine
(Gastrointestinal
Hepatic
Pulmonary
Renal

Hypersensitivity/Infusion reaction

196 (34.0)
137 (23.8)
105 (18.2)
91 (15.8)
48 (8.3)
25 (4.3)
23 (440)

24 (42
24 (4.2

47 (8.2

)
)
14 (2.4)
)
)

19333

4(0.7)
0

83 (21.2)
51(13.0)
50 (12.8)
42 (10.7)
30(77)
6 (1.5)
17 (4.3)

4(10)
2(0.5)
4(10)
15 (3.8)
6 (1.5)
3(0.8)
2 (0.5)

Minimum follow-up was 28.3 months.

*Select AEs are those with potential im

dose and 30 days after last dose of stddy drug.

8,2% de cytolyses

Grade 3-4

(1% ds KN-189 et KN-042)

nologic etiology that require frequ

Nﬂilmingﬂnmwentiun; includes events reported between first

3,3% de pneumopathies (PHS) grade 3-4
(2,6% ds KN-024, 3.1% ds KN-042; 2,7% ds KN-189)

l& Université
de Paris




La prise en charge des CBNPC métastatiques sans mutation
adddictive... s’est simplifiée

Non-squamous

PD-L1 1% PD-L11%0-49% PD-L1 =50%
| I
¥ W
High T Pembrolizumab
(21051 /Mb) (KN-024)
/
Y
Nivoluma Nivo+lp
Ipilisadmab + 2 chimio
(CM227) (CM9LA)
¥ L J Y

Pembrolizumab + platinum-pemetrexed (KN-189)

~ ya
Atemlizumawtinum ymﬁ rexed (IMP-132)

Atezolizumab + carbopldbig-Nab-paclitaxel (IMP-130)

4 N

Atezolizumab + beya€izumab+carboPlatin-paclitaxel (IMP-150)

Squamous
Y
PD-L1 <1% PD-L11%-49%
v /
Hi B
mut/Mb)
¥
Nivo+lpi
+ 2 chimio
) (CM227) (CM9LA)

¥ L4

Pembrolizumab + carboplatin-paclitaxel (KN-407)

Atezolizumab + carboplati “Ppaclitaxel (IMP-131)

——



Les autres indications en cancérologie thoraciques: le futur proche

» Les carcinomes a petites cellules métastiques:
o 2 essais de phase 3 positifs (Atezolizumab, Durvalumab) avec VP16/sel de platine
o Gain de médiane de survie globale= 2 mois

» Les CBNPC localement avancés (stades Ill): 1 essai de phase 3 de durvalumab aprés RT-CT
(PACIFIC)

» Les CBNPC opérables de stade IB a lllA : 4 essais de phase 2 d'immuno (+/-CT) néo-
adjuvante

1 essai publié de phase 3 d'immuno adjuvante (Impower-010: Atezoluzimab): DFS
1 essai (presse) de phase 3 de Nivolumab-CT néoadjuvante (CM-816): EFS

» Les mésothéliome: 1 essai de phase 3 de double immunothérapie (Nivo+lpi) publié (CM-
743)

. -

> C ] Tumeurs thymiques



CBPC métastatiques: + 2 mois de médiane de SG

BESMD™™

3-year Overall Survival Update: D+EP vs EP

10 D+EP EP
Events, niN (%) 2211268 (82.5) 2481269 (92.2)
08 mOS, months (85% CI) 105(93-112) . .
= HR (5% C) 077 (060-080 Caspian phase 3 trial
]
- 06 = Nominal p-value 0.0003
s Sy (durvalumab)
§ i Median follow-up in censored patients: 39.4 months (range 0.1-47.5) ]
i 0.4+ :
. ! /‘\
i 17.6%
Ly | = iy, Paz-Ares L. et al. Lancet 2019
i H i L
i i 113.0% <
0 T T T 1 T 1 T f T T T T T T T 1
0 3 ] g 12 15 18 2 4 27 W B B 3 442 $H 48 N
Time from randomisation (months)
No. at risk
D+EP 268 244 214 177 140 100 85 70 60 54 50 4

EP 269 243 M2 156 104 82

Daka cuiol: 22 March 2021

Impower-133 phase 3 trial

(Atezolizumab)

Horn L et al. 2018, NEJM

3 bl 13
3

=
a3
[=R
L= =
(=1

64 5 k1 kL 19 17

Overall Survival

100+ Rate of Overall Survival at 12 Mo
90+ Atezolizumab 51.796 (953% CI, 44.4-59.0)

= 50- Placebo 38.2% (93% Cl, 31.2-45.3)

ES Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91)

T 704 P=0.007

2

£ 604

@

o 50_ ______________________

=

= 40

a

§ 304 |

E 204 : Atezolizumab

104 Median in the placebo group, : Medtarrinthe atezolizumab group, Placebo
10.3 mo (95% CI, 9.3-11.3) | 12.3 mo J95% CI, 10.8-15.9)
0 T T T T T T T T T T 1 1T —— 1 T 1 T T T T T T 1
o 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Months

No. at Risk

201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 5 3 2 1
202 194 139 186 133 171 160 146 131 114 96 381 59 36 27 21 13 &8 3 3 2 2

Atezolizumab

Placebo



les CBNPC de stades llI
PACIFIC: Study Design

Phase 3, Randomized, Double-blind, Placebo-controlled, Multicenter, International Study*

Unresectable, Stage Il
NSCLC without progression Durvalumab

after definitive platinum-based 10 mg/kg q2w for
cCRT (22 cycles) up to 12 months

N=476

18 years or older 1-42 days

WHO PS score 0 or 1 post-cCRT

If available, archived pre- 2:1 randomization,

cCRT tumor tissue for PD-L1 stratified by age, sex, and
testing® smoking history

All-comers population
(i.e. irrespective of PD-L1
status)

N=713 randomized

*Using the Ventana SP263 immunohistochemistry assay

TDefined as the time from randomization until the date of objective disease progression or death by any cause in
the absence of progression. BICR, blinded independent central review; cCRT, concurrent CRT; PFS2, time to
second progression; RECIST, Response Evaluation Criteria in Solid Tumors; TTDM, time to death or distant
metastasis. ClinicalTrials.gov nurniber: NCT02125461

Primary endpoints
* PFS by BICR using

RECIST v1.1t
+ OS
Key secondary
endpoints
* ORR, DoR and
TTDM by BICR
* PFS2 by investigator
« Safety
* PROs




Etude PACIFIC : actualisation a 5 ans !

Evénements/patients, SG médiane, mois

n (%) (1Cq5)

100 Durvalumab 264/476 (55,5) 47,5 (38,1-52,9)
83,1 %
Placebo 155/237 (65,4) 29,1 (22,1-35,1)
80 —
< HR stratifié = 0,72 ; ICys : 0,59-0,89
< : HR stratifié de I'analyse initiale= 0,68 ; I1C4s : 0,53-0,87
% 1 1 56,7 %
3 60 — ! I : 49,7 % Durvalumab
Eﬂ : 55,3 % : : Placebo
2 40 : : 1
3 . . . 43,6 % |
1 1 1 1
36,3 % e T
; : : ’ 33,4 % |
20 SG HR = 0,72 ! ! ! !
(ICq5 : 0,59-0,89) : : : :
1 1 1 1
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 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Patients (n) Mois

476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2 0
237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 33 16 7 2 0

Analyse 5 ans apres la randomisation du dernier patient : date de point 11 janvier 2021.

Congrés américain d’oncologie clinique 2021 - D’aprés Spigel D et al., abstr. 8511,



Les CBNPC de stades précoces

IMpower010: study design

No crossover
Atezolizumab
Completely resected Cisplatin + 1200 mg q21d .
stage IB-IIIA NSCLC pemetrexed, | 16 cycles
per UICC/AJCC v7 gemcitabine, ” Survival
« Stage IB tumors 24 cm c:,?ﬁg:ﬂf;',,f 11 e follow-up
+ ECOG 0-1 ‘
+ Lobectomy/pneumonectomy 1-4 cycles ’
+ Tumor tissue for PD-L1 analysis
N=1280
Stratification factors Primary endpoints Key secondary endpoints
+ Male/female + Investigalor-assessed DFS tested + OSinITT population
« Stage (IB vs Il vs IlIA) hierarchically: + DFSinPD-L1 TC 250% (per SP263)
+ Histology « PD-L1TC 21% (per SP263) stage II-IlI1A population
« PD-L1 tumor expression status®: stage II-1lIA population » 3-yand 5-y DFS in all 3 populations
TC2/3 and any IC vs TC0/1 and « All-randomized stage II-IllA population
IC2/3 vs TCO/1 and 1C0/1 + ITT population (stage IB-llIA)

Both arms ncluded observabion and reqular scans for disease recutrence on the same schedule
ECOG, Eastarn Cooperative Oncology Group, IC, tumor-infiltrating immune celis; ITT, intent to treat; TC, tumer calls. * Per SP142 assay

3
Dr. Heather A Wakelee "
nted By IMpower010 Interim Analysis #ASCO21 Content of this presentation is the property of the author, licensed by ASCO 202] ASCO
-"‘ \‘\ “. l J .‘.", !'.‘.' Al T'- (

hitps /bl ly/336JJP o Permission required for reuss



IMpower010: DFS in the PD-L1 TC 21%? 2021ASCO
stage II-IlIA population (primary endpoint) "

100+
Atezolizumab BSC
(n=248) (n=228)
:\? 80- Median DFS (95% CI), mo | NE (36.1, NE) | 35.3 (29.0, NE)
) ratifie ) . .50, 0.
= Stratified HR (95% ClI 0.66 (0.50, 0.88
g P value® 0.004¢
a 60+ Median follow-up: 32.8 mo (range, 0.1-57.5)
" _ e
£ 4 P
O | | 1 48.2%
7]
®
]
2
o 204
0-

0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 5

Months
No. at risk

Atezolizumab 248 235 225 217 206 198 190 181 159 134 111 76 54 31 22 12 8 3 3

BSC 228 212 186 169 160 151 142135117 97 80 59 38 21 14 7 6 4 3
Clinical cutoff: January 21, 2021. CI, confidence interval; HR, hazard ratio; NE, not evaluable. a Per SP263 assay. P Stratified log-rank. ¢ Crossed the significance boundary for DFS.

H Wakelee et al, ASCO 2121



Les CBNPC de stades précoces: le retour du néo-adjuvant

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

CheckMate 816 study design'

Key eligibility criteria
* Newly diagnosed, resectable,
stage IB (2 4 cm)-IlIA NSCLC NIVO 360 mg Q3w
(per TNM 7" edition) — + Surgery
» ECOG PS 0-1 - chemo? Q3w (3 cycles) Radiologic |  (within 6 Optional | Fotlow-up
« No known sensitizing EGFR 9_ Jestagnd | weeks |y adjuvant | se—
mutations or ALK alterations post- chemo + RT
treatment)
Stratified by Chemo® Qaw (3 cycles)
stage (IB/1l vs llIA),
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 + 0§ » 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.

SNCTO2998528; 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 (5Q 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.



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

Depth of pathological regression in primary tumor by stage?

NIVO + chemo? Chemo?

Patients (n = 52 Patients (n = 49)

: § o
% o 3 . -10 1
- x.3 o€ 20
R 82
Stage 59 58 o4
1B/II §5. €5 s0-
uE HE
€ 3- € 3 -60 4
- ™ |
8- § o -70
% g- %48 -8
w
g';- yt
< 10% viable tumor cells
o \p(e =
in primary tumor
(0% vigble tumor cells)
Patients (n = 77)
: :
;A- —
028 o
CC 62
Stage 5 € 58
A E » E v«
56. 50
& B ~ E
€S- c3
ce ce
O-!- o;'."
' E k]
[
035, RS
9 1 < 10% viable tumor cells E < 10% viable tumor cells
(4 o

pCR in primary tumor pCR in primary tumor
0% viable tumor cells) 0% viable tumor cells)

« The median residual viable tumor percentage in stage 1B/Il and IlIA was 28% and 8% with NIVO + chemo vs 79% and 70%
with chemo, respectively

‘Response-evaluable patients.



First-line nivolumab plus ipilimumab in unresectable
malignant pleural mesothelioma (CheckMate 743):
a multicentre, randomised, open-label, phase 3 trial

Paul Baas, Arnaud Scherpereel, Anna K Nowak, Nobukazu Fujimoto, Solange Peters, Anne S Tsao, Aaron S Mansfield, Sanjay Popat, Thierry Jahan,
Scott Antonia, Youssef Oulkhouir, Yolanda Bautista, Robin Cornelissen, Laurent Greillier, Francesco Grossi, Dariusz Kowalski,

Jerénimo Rodriguez-Cid, Praveen Aanur, Abderrahim Oukessou, Christine Baudelet, Gérard Zalcman Lancet 2021
A Nivolumab plus  Chemotherapy
100 -2 ipilimumab group group
90— Median overall survival (95% Cl), months 18-1 (16-8-21-4) 14-1 (12-4-16-2)
g Hazard ratio 0-74 (96-6% Cl 0-60-0-91); p=0-0020
0 — .
s 68% (95% Cl 62-3-72.8)
= 707 5
T 60
= 58% (95% Cl 51-7-63-2)
2 207 ; 41% (95% Cl 35-1-46-5)
T 40 i o
S 30 E L, |
20 - i 27% (95% C121-9-32-4) |
—— Mivolumab plus ipilimumab group i
10— !
—— Chemotherapy group i
0 | | | i | | | i | | T | |
0 3 6 q 12 15 18 21 24 27 30 33 36 39
Number at risk
{(number censored)
Nivolumabplus 303 273 251 226 200 173 143 124 101 65 30 11 2 0
ipilimumabgroup (0) (2) (4) (50 () (1) (14) (16) (29) (49) (76) (93) (101) (103)
Chemotherapy grovp 302 268 233 190 162 136 113 5 62 38 20 11 1 (]
(0) (15) (18) (20) (20) (20) (21) (23) (36) (55) (66) (73) (8B2) (83)



FINALEMENT....

Traitez les tous...? Mais combien de temps ??

L

] Université
de Paris



LES RCP D'IMMUNOTOXICITES PAR TERRITOIRE GEOGRAPHIQUE
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