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En 2024: dépend de

- Ihistologie

- la présence d’addiction oncogénique
- PD-L1

- Performans status




CBNPC non épidermoide, sans addiction, quel que soit le statut PD-L1

Key Eligibility Criteria
* Untreated stage IV
nonsquamous NSCLC

* No sensitizing EGFR or
ALK alteration

« ECOGPSOor1

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids

Stratification Factors

* PD-L1 expression
(TPS* <1% vs 21%)

* Platinum
(cisplatin vs carboplatin)

+ Smoking history
(never vs former/current)

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/im? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Pembrolizumab

200 mg Q3W for

up to 31 cycles
-

Pemetrexed
500 mg/m? Q3W

Placebo (normal saline)
for up to 31 cycles
+
Pemetrexed
500 mg/m? Q3W

Pembrolizumab
200 mg Q3W
for up to 35 cycles

Keynote 189, Gandhi et al NEJM 2018



No. of events/ HR for PFS
A ITT p‘DPU' ation Subgroup N:n'. :1 patients (951': cl)
Events, n Median (95% ClI) HR Overall 534/616 e = 0.49 (0.41-0.59)
100 (%) PFS, month (95% Cl) Age
B Pembro + chemo 337 (82.2) 9.0 (8.1-10.4) <65 years 270312 - 0.42 (0.32-0.55)
. . . 64/3 —a— 0.63 (0.48-0.83
Placebo + chemo 197 (95.6) 4.9 (4.7-5.5) 0.49 (0.41-0.59) —— o pasoss
90— . . 0 215/265 —a 0.47 (0.35-0.64)
. . 1 315/346 - 0.50 (0.40-0.64)
— bt . Sex
aD : : Female 215/253 —a— 0.39 (0.29-0.52}
70 - . Male 319/363 e 0.58 (0.46-0.74)
I - . Smoking status
. . Never 61/73 — 0.46 (0.26-0.79)
_ - - Former/current 473/543 — 0.50 (0.41-0.60}
o ED : : Brain metastasis at baseline
&~ - 4 . Yes 97/108 —a— 0.42 (0.26-0.66)
y 50— L A R L R R E X R XY No 437/508 - 0.50 (0.41-0.61}
E 2 17.6% . Liver metastasis at baseline
o - . Yes 108/116 —a— 0.59 (0.39-0.91)
40— . No 426/500 . 0.49 (0.38-0.60)
:220‘% M1 stage at baseline
_ . Mia 139176 —— 0.48 (0.32-0.70}
30 : 3.4% Mib 392/437 - 0.51 (0.41-0.63}
PD-L1TPS
2 — <1% 175/190 —— 0.67 (0.49-0.93}
0 - >1% 324/388 —.— 0.42 (0.33-0.53}
- Platinum chemotherapy
10 . Cisplatin 1471171 —= 0.45 (0.32-0.65)
: Carboplatin 387/445 - 0.50 (0.41-0.62}
-
0 | i | f | T I o . i o
0 B 12 18 24 30 36 42 Pembro + chemo Placebo + chema
better better
Time (months)
No. at risk:
Pembro + chemo 410 270 154 107 80 32 2

Placebo + chemo 206 83 33 13 6 3 0 0




E No. of events/ HR for 0S

A ITT lation Subgroup No. of patients (95% CI)
populatio Events,n  Median (95% Cl) HR
. (%) 0S, month (95% CI) Proven - Qsannsy
100 Pembro + chemo 258(629) 220(195245) | 004000 Age
Placebo + chemo 163 (79_1 ) 10.6 (3.7.1 3.6) . . ' <65 years 217/312 —a— 0.49 (0.37-0.65)
90 : : 265 years 204/304 —-— 0.72 (0.54-0.97)
1]
80— . 69.8% . 0 153/265 —.— 0.55 (0.39-0.77)
s 48.0% . 1 265/346 —a— 0.61 (0.48-0.78)
. . Sex
70 : Female 171/253 —.— 0.41 (0.30-0.56)
L] Male 250/363 —— 0.74 (0.56-0.96)
60— : Smoking status
o «45.7% Never 49173 — 0.30 (0.16-0.54)
. Formerfcurrent 372/543 — 0.62 (0.50-0.77)
o~ 27.3%
8 50- LI NN BN N I N N NN NN ..: LB I O O B NN B BN B BN N BN N NN N N N BN NN Brain metastagis at baselline
. Yes 771108 — 0.43 (0.27-0.71)
40 . No 3441508 - 0.58 (0.46-0.72)
. Liver metastasis at baseline
. Yes 95/116 — = 0.64 (0.42-1.00)
30 : No 326/500 - 0.58 (0.46-0.73)
. . M1 stage at baseline
20— . . Mia 102/176 — 0.54 (0.35-0.82)
. . M1b 317/437 - 0.58 (0.46-0.73)
104 . . PD-L1TPS
. . <1% 146/190 —a— 0.51 (0.36-0.71)
. . 21% 246/388 —— 0.63 (0.48-0.81)
0 T T T T T T 1 Platinum chemotherapy
Cisplatin 17171 —= 0.53 (0.36-0.77)
0 6 12 18 24 30 36 42 Carboplatin 304/445 e 0.58 (0.46-0.73)
Time (months) o ] T
NO. at riSk: ) Pembro + chemo Placebo + chemo ]
better better
Pembro + chemo 410 347 283 234 184 86 12 0

Placebo + chemo 206 149 98 72 55 25 5 0




CBNPC épidermoide, sans addiction, quel que soit le statut PD-L1

Key Eligibility Criteri
Untreated stage IV NSCLC with squamous histology

ECOGPS0Oor1
Provision of a sample for PD-L1 assessment
No symptomatic brain metastases
No pneumonitis requiring systemic steroids

- :
PD-L1 expression (TPS*<1% vs >1%)
Choice of taxane (paclitaxel vs nab-paclitaxel)
Geographic region (east Asia vs rest of world)

End points

Pembrolizumab 200 mg Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m? Q3W OR
nab-Paclitaxel 100 mg/m* Q1W

for 4 cycles (each 3 wk)

Placebo (normal saline) Q3IW +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m* Q3W OR
nab-Paclitaxel 100 mg/m* Q1W

For 4 cycles (each 3 wk)

Primary: PFS (RECIST v1.1, BICR) and OS

Secondary: ORR and DOR (RECIST v1.1, BICR, safety)

Pembrolizumab
200 mg Q3IW
for up to 31cycles

Placebo
(normal saline) Q3W
For up to 31 cycles

Keynote 407, Paz Ares et al NEJM 2018



a B Subgroup Analysis of Progression-free Survival
A overa" POpU'a'hon No. of Events/
Subgroup No. of Patients Hazard Ratio for Disease Progression or Death (95% Cl)
Overall 349/559 —!— i 0.56 (0.45-0.70)
Age !
Events, n Median (95% ClI) HR <65 yr 162/254 —a— 0.50 (0.37-0.69)
(%) PFS, mo (95% ClI) =65 yr 187/305 —a— | 0.63 (0.47-0.84)
100 Pembrolizumab + chemo 217 (78.1) 8.0 (6.3-8.4) = :
Placeb h 252 (89.7 5.1 (4.3-6.0 0.57 (0.47-0.69) Male 284/455 = 0.58 (0.46-0.73)
90 acebo + chemo (89.7) A4 . ) Female 65/104 —a— 0.49 (0.30-0.31)
: : ECOG performance-status score H
3 s 0 96/163 —— i 0.45 (0.29-0.68)
80 . = 1 253/396 = | 061 (0.48-0.78)
: : Region of enroliment i
70 : : East Asia 61/106 —a— 0.49 (0.30-0.82)
. - Rest of the world 288453 —i— i 0.58 (0.46-0.73)
: : PD-L1 tumor proportion score H
=° 60 H s <1% 122/194 —a— 0.68 (0.47-0.98)
o . . =1% 221/353 —— ! 0.49 (0.38-0.65)
. so L - oo-.c-ocoo:o.o-oo--o--ooo--l--oo'-oooo..-:-o---ooo-o---o.'-ouoon. =5 w2720 — E 056 (0.39-0.80)
m = X =50% 94/146 —a— H 0.37 (0.24-0.58)
lL . 35.8% . Taxane-based drug i
o 40 . 17.7% : Paclitaxel 231/336 —.— 0.52 (0.40-0.68)
. £:79 : Nab-paclitaxel 118/223 —— E 0.65 (0.45-0.94)
I T T
30 . : 18.6% o1 0.5 L0 -
< 2 o, Pembrolizumab Combination Placebo Combination
20 . . 6-3 A Better Better
. m .
0
0 3 6 9 1% 15 18 21 24 27 30 33
No. at risk: Time, months
Pembrolizumab
» Chaie 278 235 179 113 96 75 59 45 25 5 0 0
Placebo

wohomie 281 204 122 61 46 33 26 17 7 1 0 0



Events,n  Median (95% ClI) HR
(%) 08, mo (96% CI)
100 Pembrolizumab + chemo 168 (60.4)  17.1 (14.4-19.8) ¢\ o co o0
o0 Placebo + chemo 197 (70.1)  11.6 (10.1-13.7) e
80 = E E
D 64.7% :
70 = . 49.6% :
2 907
W so- R R . o-o-.ooou..-:.37'5%o.o---.-o--ooo.
@ : ! 30.6%

40 : :
30=- ’
20~- : :
10= : .

0 T T ) T T T ) T T 1

0 6 9 12 15 18 21 24 27 30 33

No. at risk: Time, months
Pembrolizumab
e 232 203 180 150 119 80 46 14 4 0
Placebo 55, 210 163 137 113 91 61 36 16 3 0

+ chemo

Overall Population

B subgroup Analysis of Overall Survival

No. of Events/
Subgroup No. of Patients Hazard Ratio for Death (95% CI)
Overall 205/559 — 0.64 (0.49-0.85)
Age '
<65 yr 88/254 —a— 0.52 (0.34-0.80)
=65 yr 117/305 —I—: 0.74 (0.51-1.07)
Male 167/455 — . 0.69 (0.51-0.94)
Female 38/104 —.— 0.42 (0.22-0.81)
ECOG performance-status score |
0 48/163 —— 0.54 (0.29-0.98)
1 157/356 —— 0.66 (0.43-0.90)
Region of enrollment i
East Asia 34/106 - ! 0.44 (0.22-0.89)
Rest of the world 171/453 —a— 0.69 (0.51-0.93)
PD-L1 tumor proportion score |
<1% 73194 —— 0.61 (0.38-0.98)
=1% 129/353 —— 0.65 (0.45-0.92)
1-49% 76207 —— 0.57 (0.36-0.90)
=50% 53/146 —_— 0.64 (0.37-1.10)
Taxane-based drug i
Paclitaxel 140/336 —a— 0.67 (0.48-0.93)
Nab-paclitaxel 65/223 —a— 0.59 (0.36-0.98)
G.Il 0!5 II.O

Pembrolizumab Combination
Better

Placebo Combination
Better




100 No. of Events/

, , ; Subgroup No. of Patients Hazard Ratio for Disease Progression or Death (95% CI)
Hazard ratio for disease progression or death, e e . 050 (0370
90 0.50 (95% CI, 0.37-0.68) hge
P=0.001 <65 yr 91/141 — 0.61 (0.40-0.92)
20- 265 yr 98/164 — 0.45 (0.29-0.70)
ax
g Male 116/187 — 0.39 {0.26-0.58)
F0- Female 73118 — 0.75 (0.46-1.21)
TI Region of enrollment
- East Asia 2140 L 0.35 (0.14-0.91)
E B0 Non-East Asia 168/265 - — 0.52 (0.38-0.72)
w ECOG performance-status score
0 59/107 — 0.45 (0.26-0.77)
‘2 504 1 129/197 — = 051 (0.35-0.73)
= Histologic type
K] _ . Squamous 37/56 — = 0.35 (0.17-0.71)
40 PEmhrﬂ|Eum.‘lb Monsquamous 152249 —a— 0.55 (0.39-0.76)
Smoking status
3“ - Current 44 /65 —_—— 0.68 (0.36-1.31)
E Former 133/216 —— 0.47 (0.33-0.67)
Never 12/24 L 0.90 (0.11-7.59)
20+ Brain metastases at baseline
Yes 17/28 . 0.55 (0.20-1.56)
No 1721277 —a— 0.50 (0.36-0.68)
10~ ChEthhE'mPf Platinum-based chemotherapy regimen
Included pemetrexed 120/199 —a— 0.63 (0.44-0.91)
0 r . ‘ r . \ Did not include pemetrexed 69/106 —_— 0.29 (0.17-0.50)
0 3 6 9 12 15 13 01 1 10
M h Pembrolizumab Better Chemotherapy Better
No. at Risk
Pembrolizumab 154 104 B9 44 22 3 1
Chemotherapy 151 18



70.3 Mo. of Events HR {35% CI)
o0 54.8 Pembrolizumab 73 0.83 (0.47 to 0.86)
1 i Chemotherapy 96 F=_002%
m -
80 - 515
70 - 33 Median OS {months] {95% CI}
60 i 30.0 (18.3 to NR)
E . 14.2 (9.8 to 19.0)
e 50 4o T S
(=T -
30 A
L} I L :I I L I IE ] 1 Li
0 3 3] 9 12 15 18 21 24 27 30 33
Time (months)
Mo. at risk:
Pembrolizumab 154 136 121 112 106 96 89 83 52 22 5 o
Chemotherapy 151 123 107 g2 20 70 B1 55 1| 18 5 o

Subgroup HR (95% CI)
L =l=
Age, years :
< 65 (n=141) 0.60 (0.38 to 0.96) —i—
265 (n = 164) 0.64 (0.42 to 0.98) —a—
Male (n = 187) 0.54 (0.36 to 0.79) ——
Female (n = 118} 0.95 (0.56 to 1.62} _—
Enrollment region E
East Asia (n = 40) 0.35 (0.12 to 1.01) = 0
Non-East Asia (n = 265} 0.67 (0.49 t0 0.93} —i—
ECOG PS :
0{n=107) 0.78 (0.44 to 1.37) ———
1{n = 197} 0.56 {0.39 to 0.81} —
Histology E
Squamous (n = 56) 0.73 (0.38 to 1.39) ——
Monsguamous (n = 249) 0.58 (0.41 to 0.83) —_—
Smoking status E
Current (n = 85) 0.81{0.41 to 1.80) —_—
Former (n = 216} 0.59 {0.41 to 0.85) ——
Never (n = 24) 0.90 (0.11 to 7.59) — 4
Treated brain metastases E
Yes {n = 28) 0.73 (0.20 to 2.62) .
Mo (n = 277) 0.64 (0.46 to 0.88) ——
Chemotherapy regimen E
With pemetrexed (n = 199) 0.66 (0.45 to 0.97) ——
Without permetrexed (n = 106} 0.56 (0.33 to 0.95} ——
"

0.1 < 1 —_—> 10

Pembrolizumab better Chemotherapy better

HR (95% Cl)




[ i ] * Et absence d’addiction oncogénique si

ECOG PS and PD-L1 expression level

adénocarcinome

l

N
PS5 0-2 and
PD-L1 =50%

1

Immunothérapie seule
(pembrolizumab, cemiplimab)

v

Y
( PS 0-1 and any expression of PD-L1 ]

:

Immunothérapie + chimiothérapie a base

de sels de platine (carboplatine paclitaxel
pembrolizumab si épi / platine pemetrexed
pembrolizumab si non épi)

$ +

W W
PS 2 and PS 3-4
PD-L1 <50% regardless
; of PD-L1

chimiothérapie seule Soins de support
- Doublet a base de exclusifs

sels de platine

(carboplatine paclitaxel)
- Monothérapie

(vinorelbine, paclitaxel..)




Avant 2019 : Carboplatine paclitaxel
hebdomadaire

1-0

0-8

0-6 1

05 (%)

0.4_

0-2

—— Doublet chemotherapy (177 deaths)
— Monotherapy (199 deaths)

> 70 ans

HR 0-64 (95% Cl 0-52-0-78), p<0-0001

Number at risk
Doublet 225
Monotherapy 226

160

12

92

I
18

1
24

Duration (months)

52
25

32
15




A partir de 2019 : Extension AMM du

Patients Who Survived (%)

Patients Who Survived (%)

embrolizumab (gq soit I'age)

Pembrolizumab combination

Placebo combination

Ganahi et al. NEJM 20

Hazard ratio for death, 0.49 (95% Cl, 0.38-0.64)
P<0.001

100
90+
804
70+
60
50+
40
304
20
10

T T T T T T 1
3 6 9 12 15 18 21

Pembrolizumab combination

Placebo combination

Hazard ratio for death, 0.64 (95% Cl, 0.49—0.85)
P<0.001 Paz-Ares et al. NE.

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

3 6 9 12 15 18 21
Months




Faut-il intensifier une bi-chimiothérapie
a base de sels de platine avec une
immunothérapie chez les sujets agés ?

C) Cochrane
-




Méthode de la revue

Essais controlés
randomisés
CBNPC avancé

(métastatique, ou
localement avancé non
irradiable)

Incluant des sujets de
+ de 65 ans

Chimiothérapie +/-
bevacizumab +

/ immunothérapie

Chimiothérapie +/-
bevacizumab

Objectifs primaires :
- Survie globale *
- Effets indésirables liés au traitement *

Objectifs secondaires:

- Survie sans progression *

- Taux de réponse objective *
- Temps a réponse *

- Durée de réponse *

- Qualité de vie *

*Par classe d’age : > 65 ans /65 a 75 ans /
> 75 ans

Analyses en sous-groupe :

- Performans status (0 et 1 vs 2)

- Parametres gériatriques (échelle G-8, Charl-
son index, ADLs, IADLs).




17 études
incluses dans la
méta-analyse*

10 709 études 10 675 études
screenées exclues

34 full-texts 7 études exclues
sélectionnés

+ 9 études en cours
+ 1 en attente de
classification

* 12 incluaient des patients de + de 75 ans

C) Cochrane

KEYNOTE 189 (Gandhi 2018): Platine Pemetrexed +/-
Pembrolizumab

RATIONALE 304 (Lu 2021): Platine Pemetrexed +/-
Tislelizumab

KEYNOTE 407 (Paz-Ares 2018): Carboplatine Paclitaxel
+/- Pembrolizumab

RATIONALE 307 (Wang 2021): Carboplatine Paclitaxel +/-
Tislelizumab

Checkmate 9LA (Paz-Ares 2021): Platine Paclitaxel ou
pemetrexed +/- Nivolumab et Ipilimumab

GOVINDAN 2017: Carboplatine Paclitaxel +/- Ipilimumab

GEMSTONE 302 (Zhou 2020): Carboplatine Paclitaxel ou
pemetrexed +/- Sugemalimab

Camel (Zhou 2021): Carboplatine Pemetrexed +/-
Camrelizumab

IMPOWER 130 (West 2019): Carboplatine nab-paclitaxel
+/- Atezolizumab

Camel-sq (Ren 2021): Carboplatine paclitaxel +/-
camrelizumab

IMPOWER 131 (Jotte 2020): Carboplatine nab-paclitaxel
+/- Atezolizumab

POSEIDON (Johnson 2022): Platine nab-paclitaxel ou
gemcitabine +/- Durvalumab +/- Tremelimumab

IMPOWER 132 (Nishio 2020): Platine pemetrexed +/-
Atezolizumab

CHOICE-01 (Wang 2021): Carboplatine Nab-paclitaxel ou
Cisplatine pemetrexed+/- Toripalimab

IMPOWER 150 (Socinski 2018): Carboplatine paclitaxel
bevacizumab +/- Atezolizumab

EMPOWER-Lung-3 (Goghishvili 2022): platine
pemetrexed ou paclitaxel +/- Cemiplimab

TASUKI-52 (Sugawara 2021): Carboplatine paclitaxel
bevacizumab +/- Nivolumab




65 et +

Résultats — Survie globale

ICI plus chemotherapy Chemotherapy

Hazard ratio Hazard ratio Risk of Bias

Study or Subgroup log[HR] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A B CDEF
Gandhi 2018 -0.3285  0.1521 213 91  14.6% 0.72[0.53, 0.97] - 2P e
Gogishvili 2022 -0.210721 0.194736 128 60  8.9% 0.81[0.55, 1.19] - 2Peeee
Johnson 2022 -0.210721 0.121391 169 161  22.9% 0.81 [0.64 , 1.03] - @792 @® 2
Nishio 2020 -0.1744  0.1513 139 118 14.7% 0.84 [0.62, 1.13] - 2P e
Paz-Ares 2018 - KEYNOTE 407 -0.3011  0.1899 151 154  9.3% 0.74 [0.51, 1.07] -] 2P e
Wang 2021 - CHOICE 01 -0.116534  0.2248 130 55  6.7% 0.89 [0.57 , 1.38] - 2P e
West 2019 -0.2485  0.1517 224 114 14.6% 0.78 [0.58 , 1.05] - 2Peeee
Zhou 2020 - GEMSTONE 302 -0.385662 0.200636 118 68  B8.4% 0.68 [0.46 , 1.01] —_ PP e
Total (95% CI) 1272 821 100.0% 0.78 [0.70, 0.88] \

Heterogeneity: Tau® = 0.00; Chi* = 1.54, df =7 (P = 0.98); = 0%

Test for overall effect: Z = 4.22 (P < 0.0001) ob1 01 1 0 100

Test for subgroup differences: Not applicable

Favours IC| plus chemotherapy

Fawvours chemotherapy




Résultats — Survie globale

65-75
(36% des sujets
inclus)

75 et +

<10% des sujets

ICI plus chemotherapy Chemotherapy Hazard ratio Hazard ratio Risk of Bias

Study or Subgroup log[HR] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A B CDETF
Govindan 2017 -0.34249 0.250957 152 146 8.2% 0.71[0.43, 1.18) PP e
Jotte 2020 -0.1744  0.1513 134 145 22.7% 0.84 [0.62, 1.13] 7T 9P @@ 7
Paz-Arez 2021 - CheckMate 9LA  -0.248461 0.135367 148 147 28.3% 0.78 [0.60, 1.02] LN N N NN
Ren 2021 -0.4463 0.2477 84 71 8.5% 0.64 [0.39, 1.04] — LR N N NN
Socinski 2018 -0.3285  0.1468 149 132 24.1% 0.72 [0.54 , 0.96] - Peeeee
Zhou 2021 - CamelL -0.34249 0.250957 45 53 8.2% 0.71[0.43, 1.186] —] @799 S
Total (95% CI) 712 694 100.0% 0.75 [0.65 , 0.87] ]
Heterogeneity: Tau® = 0.00; Chi* = 1.22, df = 5 (P = 0.94); P = 0%
Test for overall effect: £ = 3.93 (P < 0.0001) 0.01 0.1 1 10 100
Test for subgroup differences: Not applicable Favours ICI plus chemotherapy Favours chemotherapy

ICI plus chemotherapy Chemotherapy Hazard ratio Hazard ratio Risk of Bias

Study or Subgroup log[HR] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A B CDEF
Govindan 2017 -0.1578 0.263 38 33 24.0% 0.85[0.51, 1.43] PPeeee
Jotte 2020 -0.3011  0.2592 39 39 247% 0.74 [0.45, 1.23] 7 @@ 7
Paz-Arez 2021 - CheckMate 9LA  0.04879 0.246759 37 33 27.2% 1.05 [0.65 , 1.70] PPeeee
Socinski 2018 -0.0305  0.2624 36 42 241% 0.97 [0.58 , 1.62] 2Pl
Total (95% Cl) 150 147 100.0% 0.90 [0.70, 1.16]

Heterogeneity: Tau? = 0.00; Chi* = 1.08, df =3 (P=0.78); 7= 0%

Test for overall effect: Z=0.82 (P = 0.41)

Test for subgroup differences: Not applicable

0.01
Favours ICI plus chemotherapy

0.1 1 10 100
Favours chemotherapy



65 et +

Résultats - SSP

ICI plus chemotherapy Chemotherapy

Hazard ratio

Hazard ratio

Risk of Bias

Study or Subgroup log[HR] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI A B CDEF
Gandhi 2018 -0.462  0.1387 213 91  18.1% 0.63 [0.48 , 0.83] - PP
Gogishvili 2022 -0.510826 0.179846 128 60 10.8% 0.60 [0.42 , 0.85] - e
Nishio 2020 -0.634878 0.185683 139 118 10.1% 0.53 [0.37 , 0.76] - PPS® 7 @ 2
Paz-Ares 2018 - KEYNOTE 407 -0.462  0.1468 151 154 16.2% 0.63 [0.47 , 0.84] - L N )
Sugawara 2021 -0.4308  0.1653 144 164 12.8% 0.65 [0.47 , 0.90] - e
Wang 2021 - CHOICE 01 -0.634878 0.185683 130 55  10.1% 0.53[0.37, 0.76] . )
West 2019 -0.4463  0.1264 224 114 21.8% 0.64 [0.50 , 0.82] - @@ e 2?2 @
Total (95% Cl) 1129 756 100.0% 0.61 [0.54, 0.68] }

Heterogeneity: Tau? = 0.00; Chi# = 1.55, df = 6 (P = 0.96); = 0%

Test for overall effect: Z = 8.38 (P < 0.00001) 01 1 10

Test for subgroup differences: Not applicable

Favours IC| plus chemotherapy

Favours chemotherapy




Résultats - SSP

ICI plus chemotherapy Chemotherapy Hazard ratio Hazard ratio Risk of Bias
Study or Subgroup log[HR] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A B CDETF
Jotte 2020 -0.4155  0.1409 134 145 20.5% 0.66 [0.50 , 0.87] - T 9@ 2?2 @7
Lu 2021 -0.3188 0.296 60 37 4.6% 0.73[0.41,1.30] — LN NN NN
Paz-Arez 2021 - CheckMate 9LA -0.2877  0.1365 148 147 21.9% 0.75[0.57 , 0.98] - Peeeee
Ren 2021 -0.7133 0.1892 84 71 114% 0.49[0.34 , 0.71] —— PPl
Socinski 2018 -0.3285  0.1468 149 132 18.9% 0.72 [0.54 , 0.96] - P®O® 7?2 @
65 - 75 Wang 2021 - Rationale 307 -0.478  0.3553 39 36  3.2% 0.62[0.31, 1.24] — @288 ® 7
(36% des sujets Zhou 2020 - GEMSTONE 302 -0.6349 0.1765 118 68 13.1% 0.53[0.37,0.79] —- PP e
. Zhou 2021 - CamelL -0.634878 0.252201 45 23 6.4% 0.53[0.32, 0.87] —_ @280 8® 7
inclus)
Total (95% CI) 777 689 100.0%  0.64 [0.57,0.73] \
Heterogeneity: Tau? = 0.00; Chi? = 5.93, df =7 (P = 0.55); = 0%
Test for overall effect: Z = 6.98 (P < 0.00001) 0.01 0.1 1 10 100
Test for subgroup differences: Not applicable Favours ICI plus chemotherapy Favours chemotherapy
ICI plus chemotherapy Chemotherapy Hazard ratio Hazard ratio Risk of Bias
Study or Subgroup log[HR] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A BCDEF
Jotte 2020 -0.6733 0.2707 39 39 334% 0.51[0.30, 0.87] . 7@ ® 7?2 ® 7
FPaz-Arez 2021 - CheckMate 9LA 0157 0.28N1 37 33 324% 1.17 [0.67 , 2.03] @ eeee
75 et + Socinski 2018 -0.0305 0.2624 36 42 34.2% 0.97 [0.58 , 1.62] @S 2@
<10% des sujets
% Total (95% Cl) 112 114 100.0% 0.83 [0.51, 1.36]

Heterogeneity: Tau® = 0.11; Chi* = 5.08, df =2 (P = 0.08); I*=61%
Test for overall effect: Z = 0.74 (P = 0.46) 001 01 1 10 100

Test for subgroup differences: Not applicable Favours IC| plus chemotherapy Favours chemotherapy



() Cochrane

Outcomes

0S - Age = 65 to < 75 years (at any
time points)

PFS - Age = 65 to < 75 years (at
any time points)

36% des patients inclus

Outcomes Ne of Certainty of the Relative
participants evidence effect
(studies) (GRADE) (95% Ci)
Follow-up
0S - Age = 65 years (at any time 2093 Moderate HR0.78
points) (8 studies) eee(! (0.70to
0.88)
PFS - Age 65 = years (at any time 1885 Moderate HR0.61
points) (7 studies) aae 1 (0.54 to
0.68)
46% des patients inclus
N2 of Certainty of the Relative Outcomes
participants evidence effect
(studies) (GRADE) (95% Cl)
Follow-up
1406 Moderate HR 0.75 0S - Age = 75 years (at any time
(6studies) eee(! (0.65 to points)
0.87)
1466 e e HR 0.64 PFS - Age = 75 years (at any time
(8 studies) e@ee(! (0.57 to points)
0.73)

10% des patients inclus

Ne of
participants
(studies)
Follow-up
297

(4 studies)

226
(3 studies)

Certainty of the
evidence
(GRADE)

Low

ee(OOM

Very low
eOOO?

(95% CI)

HR 0.90
(0.70to
1.16)

HR0.83
(0.51to
1.36)




Outcomes of anti-PD-(L)1 therapy with or without
chemotherapy (chemo) for first-line (1L) treatment of
advanced non-small cell lung cancer (NSCLC) with PD-
L1 score 250%: FDA Pooled Analysis

Oladimeji Akinboro', Jonathon Vallejo!, Erica Nakal'ri]ma1 Yi Ren', Pallavi Mishra-Kalyani', Erin Larkins®, Paz Vellanki', Nicole Drezner!,
Mathieu Luckson?, Shenghui Tang, Martha Donoghue™2, Richard Pazdur2, Julia A. Beaver'-2, Harpreet Singh?2

1Center for Drug Evaluation and Research, U.S. Food and Drug Administration

20ncology Center of Excellence, U.S. Food and Drug Administration

Previously-untreated advanced/metastatic NSCLC

PD-L1 IHC
No tumor genomic alterations targetable by FDA-approved therapy

PD-L1 50% PD-L1 1-49% PD-L1 <1% or unknown

Chemo-IO Chemo-IO




Pooled Analysis Population

Advanced NSCLC
PD-L1 TPS 250%

+  Excluded staining by tumor-
infiltrating immune cells

No sensitizing EGFR
mutations or ALK
alterations

Clinical trial supported

Chemo-IO

Exploratory Primary
Outcome measure
« 0S

Other exploratory
outcome measures
« PFS

* ORR

Sub-group analyses

FDA approval of 10-based + Age (yrs): <65 vs 65-75 Vs 275

regimen + ECOGPS:0vs. 21
+  Smoking history: Never vs. Ever

Chemo-lO Trials 10-only Trials

Trial Investigational Regimen Trial Investigational Regimen

KEYNOTE-021* Pembrolizumab + Chemo** CheckMate 026 Nivolumab™**

KEYNOTE-189 Pembrolizumab + Chemo™** KEYNOTE-024 Pembrolizumab**

KEYNOTE-407 Pembrolizumab + Chemo™** KEYNOTE-042 Pembrolizumab**

IMpower150 Atezolizumab + Bevacizumab + Chemo** | IMpower110 Atezolizumab**

IMpower130 Atezolizumab + Chemo™* CheckMate 227 Nivolumab + Ipilimumab**

CheckMate-9LA  Nivolumab + Ipilimumab + Chemo** EMPOWER-Lung1 Cemiplimab**



FOUA

Demographic and baseline characteristics

Chemo-IO 10 alone Chemo Overall
(N=455) (N=1,298) (N=1,436) (N=3,189)

Median, years | 65 64 64 D e
<65 years, % | 49 | 53 50 51
65-74 years, % | 41 | 36 | 39 | 38
275 years, % | 10 11 11 11
Female 37 29 31 31
White, % 91 77 80 80
Black, % 1 1 2 1
Asian, % 8 20 16 16
Smoking history Ever smoked, % 87 89 88 89
ECOG PS 21, % 59 68 67 66
Histology Non-squamous, % 78 69 68 70

Abbreviations: Chemo-lO=platinum-based doublet chemotherapy plus immunotherapy; ECOG PS=Eastern Cooperative Oncology Group Performance Status; |O=immunotherapy; N=number.
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Exploratory OS, PFS, and ORR: NSCLC PD-L1 >50% K&

N=455 N=1,298

0S
Median, months (95% CI) 25.0 (19.0, NE) 20.9 (18.5, 23.1)
HR (95% ClI) 0.82 (0.62, 1.08)

PFS
Median, months (95% CI) 9.6 (8.4,11.1) 7.1 (6.3, 8.3)
HR (95% CI) 0.69 (0.55, 0.87)

ORR
% (95% CI) 61 (56, 66) 43 (41, 46)
Odds ratio 1.2 (11 1ES)

Abbreviations: Chemo-IO=platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval; HR-hazards ratio; |IO=immunotherapy; N=number; NSCLC=non-small-cell lung
cancer; NE=not estimable; ORR=objective response rate; OS=overall survival; PD-L1=programmed death ligand-1; PFS=progression-free survival.
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OS in NSCLC PD-L1 250% in selected subgroups FOA

Hazard Ratio
Median OS (95% Cl) Median OS (95% CI)

Chemo-1O |O-Only
Overall 1753 HH 25.0 (19.0, NE) 20.9 (18.5, 23.1)

Subgroup N

Age
<65 years 898 = 0(19.2, 23.3 (20.0, NE)
65-74 years 642 - : 5, 18.6 (16.0, 21.9)
>=75 years 185 —) —a—] 0, 18.9 (15.1, NE)

ECOG

0 602 =
1+ 1148 HH

Smoking Status |
Current/former smokers 1549 HH
Never smokers 197 H—=—

| | | |
025050 1.0 20
<---Chemo-|O Better--- ---|O-only Better--->

Abbreviations: Chemo-lO= platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval; ECOG=Eastern Cooperative Oncology Group Performance Status;
IO=immunotherapy; NE=not estimable; NSCLC=non-small-cell lung cancer; OS=overall survival; PD-L1=programmed death ligand-1.
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Immunothérapie si non pré exposé

Chimiothérapie:
Docetaxel
Gemcitabine
Paclitaxel
Pemetrexed (non épi)



Chez le sujet ageé :

Aujourd’hui pas de recommandation spécifigue, mais :

- PD-L1 >50% : privilégier immunothérapie
- Quel que soit le PD-L1 : peut-étre pas de nécessité d’intensifier le traitement:
carboplatine paclitaxel hebdomadaire : intérét de I'évaluation onco-gériatrique +++

- Au dela de la lere ligne: chimiothérapie ou immunothérapie, selon évaluation onco-
gériatrique
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