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INTRODUCTION OBJECTIFS RESULTATS DISCUSSION
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INTRODUCTION OBJECTIFS RESULTATS DISCUSSION

* Tabac facteur de risque principal

* Risques du tabagisme en per-opératoire et péri-radiothérapie

Effets du Tabagisme sur I'immunothérapie?

Condoluci A. et al. 2016; D.P Masson et al.2009;, A.M Ruppert et al. 2018; M. Bergman et al.2022



INTRODUCTION OBJECTIFS RESULTATS DISCUSSION

Objectif principal: Corréler le statut tabagique et I'efficacité
des inhibiteurs checkpoints immunitaires (ICl) dans le cancer
bronchique non a petites cellules (CBNPC)




INTRODUCTION OBJECTIFS RESULTATS DISCUSSION

ICl Monothérapie
CBNPC stade IV

A HR(0OS)
Smokers Non-smokers Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Fabrice Barlesi 2020 -0.2357 0.1074 1272 145 43.2% 0.79 [0.64, 0.98] —u—
Greg A. Durm 2020 -0.5276 0.8126 87 5 0.8% 0.59[0.12, 2.90] + v
Ryo Morita 2020 -0.0305 0.1178 720 181 35.9% 0.97(0.77, 1.22] —a—
Sarah B. Goldberg 2020 -0.7809 0.6195 39 3 1.3% 0.46 [0.14, 1.54] + -
Shu-Yung Lin 2018 -0.3285 0.3261 31 40 4.7% 0.72[0.38, 1.36]
Taylor M Weis 2019 -0.478 0.3218 104 20 4.8% 0.62[0.33, 1.16] v
Yan Feng 2017 0.1989 0.2302 431 151 9.4% 1.22[0.78, 1.92] -
Total (95% CI) 100.0% 0.86 [0.75, 0.99]
Heterogeneity: Chi’ = 6.55, df = 6 (P = 0.36); I* = 8% o’s

Test for overall effect: Z = 2.08 (P = 0.04)

Favours Smokers Favours Non-smokers

W. Zhao et al., Frontiers, 2021
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ICl Monothérapie
CBNPC stade IV

B HR (PFS)

RESULTATS DISCUSSION

Smokers Non-smokers Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
Greg A. Durm 2020 -0.3011 0.6675 87 S 1.3% 0.74[0.20, 2.74] .
Minjiang Chen 2020 -0.207 0.2419 57 40 10.2% 0.81[0.51, 1.31] .
Ryo Morita 2020 -0.4005 0.0915 720 181 71.6% 0.67 [0.56, 0.80] B
Shu-Yung Lin 2018 -0.4005 0.2506 31 40 9.5% 0.67[0.41, 1.09] .
Taylor M Weis 2019 -0.2357 0.2871 104 20 7.3% 0.79[0.45, 1.39] v

Total (95% CI) 999
Heterogeneity: Chi* = 0.81, df = 4 (P = 0.94); I = 0%
Test for overall effect: Z = 4.74 (P < 0.00001)

100.0% 0.69 [0.60, 0.81]

t
0.5
Favours Smokers Favours Non-smokers

W. Zhao et al., Frontiers, 2021
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No. of Events/
, . Subgroup MNo. of Patients Hazard Ratio for Disease Progression or Death (95% Cl)
I C I M on Ot h era p e Overall 189/305 - o» 0.50 (0.37-0.68)
Age
, . <65 yr 91/141 —a— 0.61 (0.40-0.92)
Sev res vs ACt'fS =65 yr 98/164 — 0.45 (0.29-0.70)
Sex
Male 116/187 —a— 0.39 (0.26—0.58)
Female 73/118 —a— 0.75 (0.46-1.21)
Region of enrollment
East Asia 21/40 & 0.35 (0.14-0.91)
Mon—East Asia 168/265 —— 0.52 (0.38-0.72)
ECOG performance-status score
0 59/107 _ 0.45 (0.26-0.77)
1 129/197 — 0.51 (0.35-0.73)
Histologic type
Squamous 37/56 & 0.35 (0.17-0.71)
Monsquamous 1527249 —— 0.55 (0.39-0.76)
Smoking status
Current 4465 = 0.68 (0.36-1.31)
Former 133 jglﬁ —— 0.47 (0.33-0.67
MNever 12/24 o 0.90 (0.11-7.59)
Brain metastases at baseline
Yes 17/28 = 0.55 (0.20-1.56)
No 172277 —— 0.50 (0.36-0.68)
Platinum-based chemotherapy regimen
Included pemetrexed 120/199 — 0.63 (0.44-0.91)
Did not include pemetrexed 69/106 _— 0.29 (0.17-0.50)
ﬂl.l 1 ll{.‘!
Pembrolizumab Better Chemotherapy Better

M.Reck et al. 2016



INTRODUCTION

Chimiothérapie + ICI
CBNPC stade IV

L. Gandhi et al., NEJM, 2018

OBJECTIFS

RESULTATS

B Subgroup Analysis of Overall Survival

DISCUSSION

No. of Events/

Subgroup No. of Patients Hazard Ratio for Death (95% Cl)
Overall 235[6l6 —— 0.49 (0.38-0.64)
Age

<63 yr 133/312 —u— 0.43 (0.31-0.61)

=65 yr 102304 —a— 0.64 (0.43—0.95)
Sex

Male 143 /363 —— 0.70 (0.50-0.99)

Female 92/253 —— 0.29 (0.19-0.44)
ECOG performance-status score

0 74 /266 L 0.44 (0.28-0.71)

1

Smoking status

Current or former

211/543

MNever

Brain metastases at baseline

0.53 (0.39-0.73

0.54 (0.41-0.71)
0.23 (0.10-0.54)

0.36 (0.20-0.62)
0.53 (0.39-0.71)

0.59 (0.38-0.92)
0.47 (0.34-0.66)
0.55 (0.34-0.90)
0.42 (0.26-0.68)

0.52 (0.39-0.71)
0.41 (0.24-0.69)

Yes 51/108 -
No 184/508 -
PD-L1 tumor proportion score
<1% 84/190 i
=1% 135/388 —
1-49% 65/186 i
=50% 70/202 L
Platinum-based drug
Carboplatin 176/445 — .
Cisplatin 59/171 i
DI.] 1.0
- =

Pembrolizumab Combination
Better

Placebo Combination
Better



INTRODUCTION OBJECTIFS RESULTATS DISCUSSION

Stade non métastatique : CBNPC localement avancé

No. of events / No. of patients (%) Unstratified HR

Durvalumab

Placebo

(95% CI)

All patients 266/476 (55.9%) 174/237 (73.4%) 0.58 (0.48-0.70)
Sex

Male 192/334 (57.5%) 121/166 (72.9%) 0.60 (0.48-0.76)

Female 741142 (52.1%) 53/71 (74.6%) 0.52 (0.36—-0.74)
Age at randomization

<65 years 137/261 (52.5%) 98/130 (75.4%) —o— 0.47 (0.36-0.61)

=65 years 129/215 (60.0% 76/107 (71.0% F 0.75 (0.56-0.99
Smoking status

Smoker 244/433 (56.4%) 1571216 (72.7%) 0.61 (0.50-0.74)

Nonsmoker 22/43 (51.2%) 17121 (81.0%) 0.33 (0.17-0.63)
NSCLC disease stage

Stage IIIA 130/252 (51.6%) 93/125 (74.4%) —— 0.53 (0.41-0.69)

Stage |IB 130/212 (61.3%) 78107 (72.9%) —e— 0.62 (0.47-0.83)
Tumor histologic type

Squamous histology 138/224 (61.6%) 741102 (72.5%) } 0.69 (0.52-0.92)

All other histology 128/252 (50.8%) 100/135 (74.1%) —e— 0.49 (0.37-0.63)

Faivre-Finn et al., JTO, 2020



INTRODUCTION

Stade non métastatique : CBNPC opéré en néoadjuvant

Subgroup

Overall
Age
<65 yr
=65 yr
Sex
Male
Female
Geographic region
North America
Europe
Asia
ECOG performance-status score
0
1
Disease stage at baseline
IBorll
A
Histologic type of tumor
Squamous
Nonsquamous

Current or former smoker

Never smoked

No. of
Patients

358

176
182

255
103

91

177

241
117

127
228

182
176

OBJECTIFS

Median
Event-free Survival
(95% CI)

Nivolumab plus
chemotherapy
(N=179)

Chemotherapy
alone
(N=179)

mo

31.6 (30.2-NR)

NR (31.6-NR)
30.2 (23.4-NR)

30.6 (20.0-NR)
NR (30.5-NR)

NR (25.1-NR)
31.6 (13.4-NR)
NR (30.2-NR)

NR (30.2-NR)
30.5 (14.6-NR)

NR (27.8-NR)
31.6 (26.6-NR)

30.6 (20.0-NR)
NR (27.8—-NR)

31.6 (30.2-NR)
NR (5.6-NR)

20.8 (14.0-26.7)

20.8 (14.0-NR)
18.4 (10.6-31.8)

16.9 (13.8-24.9)
31.8 (13.9-NR)

NR (12.8-NR)
21.1 (10.2-NR)
16.5 (10.8-22.7)

22.7 (16.6-NR)
14.0 (9.8-26.2)

NR (16.8-NR)
15.7 (10.8-22.7)

22.7 (11.5-NR)
19.6 (13.8-26.2)

22.4 (15.7-NR)
10.4 (7.7-20.8)

RESULTATS

Unstratified Hazard Ratio for Disease Progression,
Disease Recurrence, or Death (95% Cl)

0.63 (0.45-0.87)

0.57 (0.35-0.93)
0.70 (0.45-1.08)

0.68 (0.47-0.98)
0.46 (0.22—0.96)

0.78 (0.38-1.62)
0.80 (0.36-1.77)
0.45 (0.29-0.71)

0.61 (0.41-0.91)
0.71 (0.41-1.21)

0.87 (0.48-1.56)
0.54 (0.37-0.80)

0.77 (0.49-1.22)
0.50 (0.32-0.79)

0.68 (0.48—0.96)
0.33 (0.13-0.87)

DISCUSSION

P.M.Forde et al., NEJIM 2022



DISCUSSION

* |Cl monothérapie bénéfice chez fumeurs (sevrés > actifs)

INTRODUCTION OBJECTIFS RESULTATS

e Association IClI + CT bénéfice > chez non-fumeurs

* |Cl stades précoces et localement avancés bénéfice > chez
non-fumeurs

> Place du sevrage chez patients atteints d’'un CBNPC traités par ICl



MERCI

Hopitaux

Universitaires
de Marseille




PDL1 A

100% -

90% -
* + Fumeurs 80%
70%
60%
50%
40%
30%
20%
10%
0%

m Positive = Negative p=0.03
47/59

26/30

e Corrélé au PA

Proportion of patients

Current smokers Former smokers Never-smokers
(n=25) (n=59) (n=30)

A. Calles et al. 2015; M.Izumi et al.2021; A. D’incecco et al.2015



TMB

* + Fumeurs

e Corrélation avec PA controversée

* Histologie et addiction
oncogénique > variabilité
relation TMB/tabac

X.Wang et al. 2021, M. Nagahashi et al.2018; MF. Sharpnack et al.2020
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Stade non métastatique
CBNPC opéré en adjuvant

Atezolizumab group Best supportive care group Hazard ratio
(95%CI)
Events/patients, Median DFS Events/patients, Median DFS
n/N (95% (1), months n/N (95% C1), months
Age
<65years 156/287 NE (36-0-NE) 131/287 342 (29.7-NE) —— 0.67 (0-46-0-96)
=65 years 92/189 42-3(32-3-NE) 97/189 36-0 (23-0-NE) »—0— 0-64 (0-41-1-01)
Sex :
Male 171/318 NE (36-7-NE) 147/318 36-0 (29-0-NF) r—0—< 0-69 (0-48-0-99)
Female 77/158 NE (31-3-NE) 81/158 30-1(23-9-373) ——i 0-61 (0-38-0-97)
Race
White 162/328 NE (36-1-NF) 166/328 353 (29-7-NE) »—0—« 0-63 (0-45-0-89)
Asian 78/134 42-3(30-5-NE) 56/134 31-4 (18.0-NE) ——t 0-63 (0:37-1-06)
Region
Asia-Pacific 75/129 42-3(30-5-NE) 54/129 31-4 (18-3-NE) +4 0-63 (0-37-1-09)
Furope and the Middle Fast ~ 145/289 NE (36-1-NE) 144/289 353 (29-7-NF) —a—i 0-64 (0-45-0-93)
North America 28/57 NE (24-1-NE) 29/57 357 (23-9-NE) |—+—4 079 (0-34-1-80)
ECOG performance status
0 140/265 NE (35:5-NE) - 0-57 (0-40-0-83)

Tobacco use history
Never

Previous

Current

Squamous
Non-squamous
Stage

A

B

A

31:3(29-4-36-1)

NE (42-3-NE)
36-7 (27-9-NE)

96/181 NE (36-1-NE)
152/295 423 (35-5-NE)

85/161 NE (36-1-NE)

46/83 NE (35-3-NE)
117/232 423 (30-5-NE)

125/265 30-4(24-0-37-3)

205 (12:2-372)

146/309 35:3 (26-7-NE)
41/75 NE (34-2-NE)
85/181 NE (32-0-NE)

143/295 30-1(23-0-37-2)
76/161 NE (29-7-NE)
37/83 NE (32-0-NE)

115/232 267 (18-0-35-3)

0-63 (0-37-1-10)
0-54 (037-0-78)
124 (0-58-2-64)

e 078 (0-47-1-29)
—— 0-60 (0-42-0-84)
EREE 073 (0-43-1-24)

&—*0——1 077 (035-1-69)
——i 0-62 (0-42-0-90)

E.Felip et al., Lancet, 2021
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