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Introduction

Qui est concerné ? Manque de visibilité dans les
65ans (OMS) ?70ans ? 75 ans ? essais cliniques

Elderly Patients with Advanced NSCLC in Phase Il Clinical Trials: Are the
Elderly Excluded from Practice-Changing Trials in Advanced NSCLC?

Studies excluded (n=38):

0 SCLC/non-advanced NSCLC (n=8)
o Surgical/Radiation Studies (n=6)
o Phase 1/11 Studies (n=11)

Studies identified through Studies screened © Duplicate/Sub-group Analysis (n=13)
database searching: ——= based on Inclusion
PubMed 1980-2010 (n=248) criteria.
Studies included in :m"g: 2:2?
analysis (n=210) analysis (n=100)
100

W Excluding Elderly
o0 0 Not Excluding Elderly

Iljﬂﬂ‘ﬁég

1981-1990 1991-2000 2001-2010
1981-1990 1991-2000 2001-2010

Year
Adrian G. Sacher JTO 2013;8:366-8

Percent of Studies (%)
Median Age
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CBNPC et sujet age

2° CANCER LE PLUS
FREQUENT CHEZ LES
HOMMES ET 3° CHEZ
LES FEMMES EN FRANCE
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20500 9900

CHEZ CHEZ
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Institut national du cancer, panorama des cancers edition 2024

I

Tagliamento et al. Cancer Treatment Review 2022

Survival
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L

Low Risk Score
High Risk Score|
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Présentation clinique

All Patients Patients = 70 Years Patients < 70 Years P Value
(n = 193) (n =92 (n=101)
Age: Median (Range) 68.5 (35.5-93.4) 78.2 (70.2-93.4) 60.4 (35.5-69.7) P < .0001*
Sex: Men/Women 135/58 (69.9/30.1) 61/31 (66.3/33.7) 74/27 (73.3/26.7) P=.109
PS P = 0012
0-1 150 (78) 61 (66.3) 89 (88.1)
[ 2 30 (15) 22 (23.9) 8 (7.9
3-4 13(7) 9(9.8) 4 (4)
Tobacco Status:
Never/Former/Current 16/97/78 (8/50/40) 9/60/22 (9.8/65.3/23.9) 7/37/56 (6.9/36.6/55.4) P < .0001°
Smoker
Married or Couple: Yes/No 98/64 (52/33) 45/33 (57.7/42.3) 53/31 (63.1/36.9) P= 482"
Charlson Score: Median (IOR) 1(0-2) 2(1-3) 1(0-2) P <.0001®
Histologic Type p= 024"
Adenocarcinoma 94 (49) 36 (39.1) 58 (57.4)
Squamous cell 36 (19) 25 (27.2) 11 (10.9)
Large-cell 23(12) 10 (10.9) 13 (12.9)
enéc?gﬁ?lecsgrwggngi?m 2(1) 2(2.2) 0(0)
Adenosquamous 1(0.5) 0(0) 1(1)
Small-cell 26 (13) 12(13) 14 (13.8)
NOS 11 (5.5) 7(7.6) 4 (4)
Stage: I/II/III/IV 27/16/35/115 (14.0/8.3/18.1/59.6) | 12/4/17/59 (13.0/4.3/18.5/64.1) | 15/12/18/56 (14.9/11.9/17.8/55.4) | P = .258"

Giroux Leprieur et al. Clin Lung Cancer 2012
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Processus décisionnel

Oncodage ou G8

Patients agés > 75 ans

o
=
[}
3
@

« Appétit

* Patients en forme, vieillissement réussi, autonome, pas de
Balducci 1 facteur de fragilité

 Traitement oncologique identique a celui du patient jeune.

* Perte de poids (< 3 mois)

Age,
Performance
Status

* Motricité

« Troubles neuro-psychologiques

* Patients ayant 1 ou 2 comorbidité, 1 syndrome gériatrique
(chutes, itifs, synd pressif sévere,

Balducci 2 incontinence, troubles visuels)

« Traitement oncologique a adapter prise en charge
oncogériatrique

* Indice de Masse Corporelle

* Plus de 3 médicaments

« Etat de santé percu par le patient

EEECCEEK -

H

 Patients fragiles, ayant > 1 dépendance (IADL), >3
Balducci 3 comorbidités, > 1 syndrome gériatrique

Décision de traitement adapté * Traitement palliatif

Révele une vulnérabilité / fragilité

Evaluation gériatriqgue recommandée

S0 S S B SES L BSD ) B S R S

Evaluation
gériatrique

Comorbidités

Référentiels AURA 2025 :

“L'utilisation de scores gériatriques chez les
patients de plus de 70 ans est recommandé,
méme si aucun score gériatrique n’est
actuellement validé en cancérologie
thoracique
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£)

10 en oncologie thoracique

STADES PRECOCES

CT-IO néoadjuvante 3 a 4 cures
+/-
IO adjuvante 1 an

STADES III

CT-RT
+/-
IO adjuvante 1 an si pas de PD

\

N EGFR
BAK
 ROST
1 BRAF
1 KRAS
MET
TP53
N RET
0 HER2
1 Autre
B Non testé

40 %
20%
23%
173%
33%

141 %
05%
06%
10%
18%

STADES 1V

Premiere ligne

- PDL1 < 50% : CT-IO*

- PDL1 > 50% : IO 2 ans ou CT-IO
4 cures puis maintenance 2 ans

Deuxieme ligne : I0 monothérapie si

PD aprées CT exclusive (exceptionnel)

Pas d'altération W
CPC

Formes localisée au thorax :
CT-RT +/- IO adjuvante 1 an si pas de PD

Stades métastatiques : CT-IO 4 cures puis
maintenance IO seule si pas de PD

www.onco-nouvelle-aquitaine. fr



£)

10 en oncologie thoracique

STADES PRECOCES

CT-IO néoadjuvante 3 a 4 cures
+/-
IO adjuvante 1 an

STADES III

CT-RT
+/-
IO adjuvante 1 an si pas de PD

-

N EGFR
BAK
 ROST
1 BRAF
LIRS
MET
TP53
N RET
0 HER2
1 Autre

B Non testé

40 %
20%
23%
173%
33%

141 %
05%
06%
10%
18%

STADES 1V -

Premiere ligne

- PDL1 < 50% : CT-IO*

- PDL1 > 50% : IO 2 ans ou CT-IO
4 cures puis maintenance 2 ans

Deuxieme ligne : I0 monothérapie si

PD aprées CT exclusive (exceptionnel)

Pas d'altération W
CPC

Formes localisée au thorax :
CT-RT +/- IO adjuvante 1 an si pas de PD

Stades métastatiques : CT-IO 4 cures puis
maintenance IO seule si pas de PD
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Cas Clinique stade précoce

= Mme K /5 ans
= Tabac 30PA

= Bilan de toux chronique
= PSO

=) Minisonde + EBUS : ADK
T2aN1MO0 (stade IIB) PDL1
80% - NGS neg. CAT ?

CVF (Ll
VEMS (L
VEMS Fo[%]
VEMS MAX[%)]

DEP [L/s]
DEM 75 [L/s]
DEM 50 [L/s]
DEM 25 [L/s]
DEMM 25/75 [L/s]
VimMS [L]
DEM 50 % DIM 504%]
Capacité Vitale... [L]
CPT Ll
VR [L]

1.40
1.11
41.66
65.09
3.78
2.59
1.37

1.07

1.53
3.39
1:33

211
1.73
82.05
75.80
5.26
4.81
3.18
0.98
2.46

2.22
4.37
1.91

2.82
2.36
122.43
86.51
6.74
7.03
4.99
231
3.86

291
5.36
2.48

2.56
1.53
59:97
$9.97
4.05
2.27
0.89
0.22
0.65
1.42
66.67

2.44
5.01
2.56

[1/(KPA*S)]
104

Débit [L/s] DIV ex
8
6
“
21
5 " Yol L]
4
21
4]
121 2.83 134
89 1.69 97
59.74 73
59.74 79
77 4.40 84
47 2.37 49
28 1.03 32
22 0.26 27
26 0.71 29
1.75
73.46
110 2.83 127
114
134
‘-

- Pré
/v Post
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) Chirurgie carcinologique et sujet ageé

A discuter au cas par cas, si contre indication - stéréotaxie

— Patients < 70Years
— Patients 2 70 Years

Survival Curves

0.8

0.6

0.4

0.2

Proportion Surviving

0 500 1000 1500 2000 2500 3000 3500 4000
Days

No. of Patients

No. of
Complication Evaluable | Age < | Age> S
Patients | 70'Years | 70 Years abe
All Types 269 84 (51.2%) | 64 (61.0%) NS
Arrhythmia 268 61 (37.2%) | 46 (44.2%) NS
Pulmonary 264 46 (28.0%) | 33 (33.0%) NS
Deaths Within 30 Days 279 11 (6.7%) 7 (6.1%) NS
Median Length of
280 9 (1-144) 11 (5-107) 0.0006

Hospital Stay, Days (Range)

Hanna et al. Clinical Lung Cancer 2002
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Cas Clinique stade précoce

Adjuvant 10
s - SITTTE 1

Neoadjuvant CT-10

- S
pCR/mPR

Neoadjuvant CT-10, adjuvant 10
o8 k| B8
pCR/mPR

CcTNM

Efficacy

N‘augmente pas la SG vs CT
dans méta analyse

Augmente SG vs CT dans

méta analyse

N‘augmente pas la SG vs CT-IO
dans méta analyse

Authorization

.iMPro1 &5 pD-L1 21%;
PD-L1 250%

. cM816, 5 ;
‘ PD-L%%

AEGAN,

.knoo1, €5 @
Compliance
. Surgery 100%, pCR:0% 81-91%, pCR:20% 81-91%, pCR:20%
BT 60% 95% 95%
.10 70%/60% 12 cycles 95%/3 cycles ?%/60% 12 cycles
Toxicity S (+); CT (+);10 1 yr (+4) CT-10 (+); S (+) S (+); CT-10 (+);10 1 yr (++)
Cost +++ + +++

Wu et al. Cancer 2023
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£

No. of Pathological Complete
Subgroup Patients Response (95% Cl)
Chemotherapy Nivolumab plus
alone chemotherapy
(N=179) (N=179)
%
Overall 358 22(0.6-5.6)  24.0 (18.0-31.0)
Age
<65 yr 176 0(0-43) 269 (18.2-37.1)
265 yr 182 42 (1.1-10.3) 20.9 (12.9-31.0)
Sev
CM 816

B Subgroup Analysis of Event-free Survival
Pembrolizumab  Placebo

Subgroup Group Group
no. of events/no. of participants
All patients 139/397 205/400
Age
<65 yr 74/221 113/214
265 yr 65/176 92/186
KN 671

B Subgroup Analysis

Subgroup No. of Patients  Median Event-free Survival (95% Cl)
Durvalumab Placebo
mo
All patients 740 NR (31.9-NR)  25.9 (18.9-NR)
Age at randomization
<65 yr 358 NR (NR-NR) NR (18.9-NR)
265 yr 382 NR (17.9-NR) 24,5 (13.6-31.1)

. AEGAN
12

Unweighted Difference,
Nivolumab plus Chemotherapy minus
Chemotherapy Alone (95% Cl)

percentage points

—— 21.8 (15.2 t0 28.7)

—_——
——

26.9 (17.8 to 36.7)
17.8 (7.3 to 26.8)

Hazard Ratio for Event or Death

(95% Cl)

- 0.58 (0.46-0.72)
—— ! 0.53 (0.39-0.71)
—— 0.64 (0.46-0.88)

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

—— : 0.68 (0.53-0.88)

—— 0.71 (0.47-1.04)
—— 0.69 (0.48-0.97)

Cas Clinique stade précoce

Neoadjuvant CT-10
CTNM ; 33 | aﬁ:’:ﬁ@ m ’

Neoadjuvant CT-10, adjuvant 10

CcTNM ct_n B wIN n
(24 cycles) (=1 year)

=s -

PCR/mPR

Augmente SG vs CT dans

méta analyse

N‘augmente pas la SG vs CT-IO

dans méta analyse

. cM816, 5 ;
‘ PD—L%%

>65ans : 50.8%

kne71, €2 @ >65ans : 45.2%

>65ans : 47.8%

81-91%, pCR:20%

81-91%, pCR:20%

95% 95%
95%/3 cycles ?%/60% 12 cycles
CT-10 (+); S (+) S (+);CT-10 (+);10 1 yr (+4)
+ +++

Wu et al. Cancer 2023
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Suivi

Inclusion dans I'étude NeoCOAST :

4 cures de CT + Durvalumab / Monalizumab.

Tolérance parfaite

.

Evaluation a 4 cures

Réponse métabolique partielle importante

Lobectomie inf droite
REPONSE PATHOLOGIQUE COMPLETE

.

Durvalumab / Monalizumab 12 mois

Pas de complication (fin en nov 24)

Poursuite de la rémission au 07 avril 2025

KAISER, CHRISTIANE
mmmmmmmmmm

KAISER, CHRISTIANE
sTuY 08102023
3 ('c
.
] ¢ ]
10cm | W08 ¥ 10
B
b 4
-
®
| kaiser, cHmisTANE
STUDY 18012024
T
b
! i !
(] i J oem
]
{_;:J
L I
(’
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i) Cas Clinique stade localement avancé

» M. S 77ans
» HTA, CMI (stent)

» BPCO post tabagique
(VEMS 2L)

> Bilan de douleurs d’allure
pleurales

> Balducci 1

mm) EUS epidermoide PDL1 40%

www.onco-nouvelle-aquitaine. fr



CTRT conco vs séquentiel

Stades III non résécables
doivent étre traités par CTRT :

- Recommandations : 66Gy de
RT avec chimio “a base de
sels de platine”

- conco > CTRT séquentiel
mais possible uniqguement si
PS 0-1 et < 70ans (sauf cas
hypersélectionnés)

C No. Deaths/ No. Entered P of Interaction
Category RT + Conc CT RT +Seq CT Hazard Ratio trend” test
Age E .38
Less than 60 239/273 217/246 - *.24
60-64 95/114 100/111 -l
65-69 123/140 122/130 —i-—
70 or over 64/76 106/113 —_—

A 100 %
@ ‘% RT+concCT
®=®- RT + seq CT
80 4
+— 604
=
)
o
p —
[
Q.
40 4
20 15.1
=
HR = 0.84 (95%Cl, 0.74 to 0.95) 12.8
P =.004 10.6
0 1 2 3 4 5

RT+ conc CT (n = 603)
RT+ seq CT (n =602)

Time Since Random Assignment (years)

Oy-1y
240/498
253/491

Deaths/Person-Years by Period

y-2y  2y-3y  3y-dy > dy
147/276 67/171 30/116 37/186
171/242 70/129 30/ 83 23/126

Auperin et al. JCO 2010
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£)

L'IO apres CTRT : I'étude PACIFIC

CTRT conco suivie par 1 an de DURVALUMAB en I'absence de PD en fin de CTRT
(début < 42j apres la fin de la RT)

Median PFS
(95% Cl), Months

16.9113.0 10 23.9}

No. of Events/
Arm Total No. of Patients (%)

268/476 (56.3)

Durvalumab

1.0
0.9 - Flacebo 175/237 (73.8) 5.6 (4.8107.7)
08 Stratified HR (95% Cl): 0.55 (0.45 to 0.68)
E : 55.7% Stratified HR from the primary analysis (35% Cl): 0.52 {0.42 to 0.65)"
= 0.7 1 195% CI, 51.0 to 60.2)
< 064 L’*‘H. 45.0%
_g 05 M (40.1to 49.8) 39.7% 2505
-9 . " (347 to 44.7) 0% 23.1%
S 44 M s 29.9 to 40.1) (28,0 t0 38.2)
— .8 ]
w : H T W T,
L 0.3+ 1 Hi | i i i
0.2 4 34.5% { !
: 128.3 to 40.8) 25.1% 20.5% 5
] i ‘ 8% 19.9% 5 oo
0.0 +——— T T t T T T t T T T t T T T t T T T 1 T T T T
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Time Since Random Assignment (months)
No. at risk:
Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 & 81 78 6 57 34 22 1 5
Placebo 237 164 105 87 68 56 48 41 37 36 30 27 26 25 4 24 22 01 1% 19 14 8 4 1

No. of Events/ Median 05
Arm Total No. of Patients (%]  (95% CI), Months
Durvalumah 264/476 (56.5) 47.5 (38.1 to 52.9}
1.0 T, 83.1% Placebo 155/237 (65.4) 29.1(22.1 to 35.1)
b, 195% CI, 79.4 to 86.2) :
0.9 N ' ! Stratified HR (95% CI): 0.72 {0.59 to 0.89)
0.8 4 L I'I*-Iu_.\ 66.39 Stratified HR from the primary analysis {95% CI): 0.68 {0.53 to 0.87)"
— \‘_‘kh-:smm 70.4)
= 0.7 ! f N{sa.?%
= 1 Sk : 152.0 to 61.1) 49.7%
- 08 (68.5 to 79.7) _L'_“”H.{.h — {45.0 to 54.2) 42.9%
S 05 ! e ey 138.2 to 47.4)
= 56.3% S T Hibg
2 0.4 1 148.6 to 61.4) ‘_'_:_‘_"—'n.___'_ ! H};Hm“'*"s‘HHm—HMH—
W ! H 43.6% B i :
o 0.3 H i (37.1 to 49.9) 26.3% !
63 : I‘ : 130.1 to 42.6) 33.4%
i 1 ! | 1 I:Z?.Sto 39.6)
0.1 4 : | : : I
1 I I 1 I
U-O T T L] T T T T T T T T T T T T L} T T T 1 T T T T T
01 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time Since Random Assignment (months)
Mo. at risk:

Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 2562 241 236 227 218 207
237 220 19% 179 11N

Placebo

196 183 134 91 40 18 2 o
156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 66 33 16 7 2 o

65% des patients avaient >65ans (>70 ?7?)
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Etude PACIFIC 6 : Durva apres CTRT
séquentielle

£)

17% cisplatine

Tox similaire a
PACIFIC

Table 1, Baseline Patient and Disease Characteristics

ECOGPSOor 1 ECOG PS5 2 All Patients
Characteristic (n = 114) (n=3) (N = 117)
)y 88,0 (39-85 65.0 (53-77) 68.0 (39-85)

Age group, n (%)

<65y 39 (34.2) 1(33.3) 40 (34.2)

=65y 75 (65.8) 2 (66.7) 77 (65.8)

>75y 20 (17.5) 1(33.3) 21 (17.9)

Ry 11 (70

Men 71 (62.3) 2 (66.7) 73 (62.4)

Women 43 (37.7) 11(33.3) 44 (37.6)
Race, n (%)

White 101 (88.6) 3 (100.0) 104 (88.9)

Unknown 13 (11.4) 0 13 (11.1)
Smoking history, n (%)

Never smoker 9(7.9) 0 9(7.7)

Former smoker 73 (64.0) 2 (66.7) 75 (64.1)

Current smoker 32 (28.1) 1(33.3) 33 (28.2)
ECOG PS, n (%)

0 47 (41.2) 0 47 (40.2)

1 67 (58.8) 0 67 (57.3)

2 0 3 (100.0) 3 (2.6)
Histologic type, n (%)

Adenocarcinoma 63 (55.3) 0 63 (53.8)

Squamous cell 42 (36.8) 3 (100.0) 45 (38.5)

Other 9 (7.9) 0 9 (7.7)
Disease stage at baseline, n (%)

1A 1(0.9) 0 1(0.9)

1A 44 (38.6) 0 44 (37.6)

s 58 (50.9) 1(33.3) 59 (50.4)

ne 11 (9.6) 2 (66.7) 13 (11.1)
PD-L1 expression on TCs, n (%)

<1% 34 (29.8) 0 34 (29.1)

>1% 33 (28.9) 3 (100.0) 36 (30.8)

Missing 47 (41.2) 0 47 (40.2)

All patients

(N=117)

Total progression events, n (%) 61 (52.1)
SSP Median PFS, months (95% CI) 10.9 (7.3-15.6)
12-month PFS rate, % (95% CI) 49.6 (39.5-58.9)
24-month PFS rate, % (95% CI) NR (NE-NE)
1.0 T
= | L PACIFIC :
£ 2 .
3 o8] i S Median PFS 16.8m
= AR S o
@ 04 - L 12m PFS 55.9%
a H
0.24 E
0.0 T l T T 1
0 3 6 9 12 15 18 21 24 27
Time from start of treatment (months)
t risk 117 a8 86 49 32 19 8 5 0
F All patients
(N=117)
Deaths, n (%) 25 (21.4)
SG Median OS, months (95% CI) 25.0(25.0-NE)
12-month OS rate, % (35% CI) 84.1 (75.6-89.9)
24-month QS rate, % (95% CI) 69.8 (55.8-80.2)
1.04—— )
o S
°*] iiscas PRTRIDE PACIFIC :
= Tty
£ o 12m 0S 74.6%
2
2o _ 24m 0S 55.3%
024
a0

ECOG, Eastern Cooperative Oncology Group; PD-L1, programmed cell death-ligand 1; PS, performance status; TC, tumor cell.

0 3 6 El 12 15 18 21 24
Time from start of treatment (months)
Atrisk 117 113 103 85 64 45 30 15 3

27

Garasini et al. J70 2022
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Suivi

Chimio radiothérapie séquentielle.

1 épisode de neutropénie IV non compliqué sans
recidive apres concession de dose

<

Evaluation le jour de la derniere séance de RT

Réponse métabolique compléte

.

DURVALUMAB 1 an (fin 05/22)
Poursuite de la Réponse complete

Polyarthralgies G1 sous IO

Oligoprogression cérébrale en 2024 stereo exclusive

.

. Pas de récidive au 07 avril 2025
18

3w

A

-':.

2l
£
£¢

on
g2

1o BBf
L

,

3 it
s
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i) Cas Clinique CBNPC IV L1

» M. F 77ans

> Diabete, Tabac 40 PA

> Deficit I’'hémicorps gauche
» PS 1 — Balducci 1

mm) PTT : ADK IV PDL1 20%, NGS neg

www.onco-nouvelle-aquitaine. fr



L1 tout PDL1, PSO ou 1 :Combo CT-IO vs CT

100~
A Overall Survival
90 100
80 90
& 704 Pembrolizumab combination 80 -
3 4o & 70 Pembrolizumab combination
5 3 L T
a £ 6o
o 509 s
S \ 1 ‘s so
4 2
B 40 Placebo combination * 40 ;
t 2 : Placebo combination
E 30 3
204
20
10{ Hazard ratio for death, 0.49 (95% C, 0.38-0.64) 10 Hazard ratio for death, 0.49 (95% C1, 0.38-0.64)
P=<0.001 P<0.001
o T T T T T T 1 T T T T T T g
0 3 6 9 12 15 18 21 3 1 3 12 15 15 21
Months Months
No. at Risk No. at Risk
Pembrolizumab combination 410 377 347 278 163 7 13 [ Pembrolizumab combination 410 an 347 278 163 71 18 o
Placebo combination 206 183 149 104 59 25 3 [ Placebs combination 208 15 149 a0 5 23 3, 9

CANCERS
ADK EPIDERMOIDES

No. of Events/ B Subgroup Analysis of Overall Survival
Subgroup No. of Patients Hazard Ratio for Death (95% CI) No. of Events/
> 7oa ns . n = 18 Overall 235/616 — - 0.49 (0.38-0.64) Subgroup No. of Patients Hazard Ratio for Death (95% CI)
u B¢ Overall 235/616 —— 0.49 (0.38-0.64) . —
<65 yr 133312 — 0.43 (0.31-0.61) Age — > 70a nS . n — 14
265 yr 102/304 —a— 0.64 (0.43-0.95) <65 yr 1331312 — 0.43 (0.31-0.61)
=3 265 yr 102/304 o= 0.64 (0.43-0.95)
Male 143/363 ——] 0.70 (0.50-0.99) ex
Female 92/253 o= 0.29 (0.19-0.44) Male 143/363 — 0.70 (0.50-0.99)
ECOG performance-status score Female 92/253 R 0.29 (0.19-0.44)
0 74/266 — 0.4 (0.28-0.71) ECOG performance-status score
1 159/346 — - 053 (0.39-0.73) o 74/266 —a— 0.44 (0.28-0.71)
Siioking siatia 1 159/346 —a 0.53 (0.39-0.73)
Current or former 211/543 — - 054 (0.41-0.71) Smoking status
e 24173 a 023 (0.10-054) Current or former 211/543 —— 0.54 (0.41-0.71)
Never 24/73 —_— 0.23 (0.10-0,54)
Bialn metistazes at basallre Brain metastases at baseline
1es 21108 = 036020060 Yes 517108 — 036 (0.20-0.62)
No 184/508 —a— 053 (0.39-0.71) o 1241508 053 (039-0.71)
PD-L1 tumor proportion score PD-L1 tumar propartion score
<1% 84/190 — 0.59 (0.38-0.92) % 241190 - 059 (0.38-0.92)
1% 135/388 —— 0.47 (0.34-0.66) 21% 135/388 - 0.47 (0.34-0.66)
1-49% 65/186 —— 0.55 (0.34-0.90) 1-49% 65/186 —_— 0.55 (0.34-0.90)
250% 70/202 —_— 0.42 (0.26-0.68) 250% 70202 — 0.42 (0.26-0,68)
Platinum-based drug Platinum-based drug
Carboplatin 176/445 —— 0.52 (0.39-0.71) Carboplatin 176/445 — 0.52 (0.39-0.71)
Cisplatin 59/171 — 041 (0.24-0.69) Cisplatin 59/171 R 0.41 (0.24-0.69)
o1 1.0 01 10
Pembrolizumab Combination Placebo Combination Pembrolizumab Combination Placebo Combination
Better Better Better Better

o Ghandi et al. NEJM (2019)
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Suivi

Inclusion étude ELDERLY apres stéréotaxie
Bras expérimental

Carboplatine-paclitaxel (4 cycles)

+ Surveillance

jusqu'a progression ou toxicité
inacceptable
CBNPC

Age 70-89
PS 0-1

WNIFC

Recrutement terminé

Carboplatine-paclitaxel (4 cycles )
+ Atezolizumab

jusqu'a progression ou toxicité
inacceptable

Intergroupe Francophone
de Cancérologie Thoracique
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Inclusion étude ELDERLY apres stéréotaxie
Bras experimental

<

Bilan apres 4 cures d’induction CT-IO

Réponse partielle
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) Suivi

Inclusion étude ELDERLY apres stéréotaxie
Bras experimental

<

Bilan apres 4 cures d’induction CT-IO
Réponse partielle

<

A 2 ans de la fin de la sequence, RC IRM crane et TAP
Décision de stopper les ttt et de réaliser un TEP
RC métabolique donc pas de RT de “cloture”

<

Pas de récidive au 07 avril
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i) Cas Clinique CBNPC IV L1

» M. F /77ans

> Diabete, Tabac 40 PA

> Deficit I’'hémicorps gauche
> PS 1

mm) PTT : ADK IV PDL1 80%, NGS neg
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L1 PDL1 >50% PS0Ooul: IO seulevs Chimio

A 70.3 No. of Events HR (95% CI)
54.8 Pembrolizumab 73 0.63 (0.47 to 0.86)
100 4 Chemotherapy 96 P =.002*
90
80 51.5
70 4 345 Median OS (months) (95% CI)
M 30.0 (18.3 to NR)
S 60 14.2 (9.8 to 19.0)
<) .2.(9. 2
; 50 s nusim |
S 404 H\N‘% L_.\_u
g WITTE T RN MNTENTE]
30
20
10 4
T T T T T T T T
0 6 9 12 15 18 21 24 27 30 33
Time (months)
No. at risk:
Pembrolizumab 154 121 112 106 96 89 83 52 22 5 0
Chemotherapy 151 107 88 80 70 61 55 31 16 5 0

B
Subgroup HR (95% ClI)
Overall (N = 305) 0.63 (0.47 to 0.86) ——
Age, years :
<65 (n=141) 0.60 (0.38 to 0.96) _——
=65 (n = 164) 0.64 (0.42 t0 0.98) —i—
Sex '
Male (n = 187) 0.54 (0.36 to 0.79) ——
Female (n = 118) 0.95 (0.56 to 1.62) —a—
Enrollment region :
East Asia (n = 40) 0.35 (0.12 to 1.01) L L
Non-East Asia (n = 265) 0.67 (0.49 to 0.93) ——
ECOG PS :
0 (n=107) 0.78 (0.44 to 1.37) g
1(n=197) 0.56 (0.39 to 0.81) —_——
Histology E
Squamous (n = 56) 0.73 (0.38 to 1.39) ——r
Nonsquamous (n = 249) 0.58 (0.41 to 0.83) —_—
Smoking status E
Current (n = 65) 0.81 (0.41 to 1.60) — T
Former (n = 216) 0.59 (0.41 to 0.85) _——
Never (n = 24) 0.90 (0.11 to 7.59) —i
Treated brain metastases E
Yes (n = 28) 0.73 (0.20 to 2.62) i
No (n = 277) 0.64 (0.46 to 0.88) —i—
Chemotherapy regimen E
With pemetrexed (n = 199) 0.66 (0.45 to 0.97) ——
Without pemetrexed (n = 106) 0.56 (0.33 to 0.95) ——
T : 13
0.1 <« 1 e 10

Pembrolizumab better Chemotherapy better

HR (95% CI)

Reck et al. JCO 2019
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L1 PDL1 > 50% PS 0 oul:I'IO estelle plus
efficace chez les “jeunes”

48.4%"
1711363

Age N Median PFS (95% CI)
- <80y 558 7.3 months(6.0-9.6)
~=280y 111 6.4 months(3.7-12.3)

g

Age N Median OS (95% Cl)
- <80y 558 24.8 months (20.4-28.3)
- 280y 111 15.0 months (11.5-22.7)

HR: 0.71 [95%CI: 0.64-0.84]
P=0.01

8

o
~
o

HR: 0.87 [95%Cl: 0.68-1.11)
P=0.26

o
-~
o

51.6%
182/353*

Patients (%)

Overall Survival
o
S

o
N
o

Progression Free Survival
o
3
o
b

o
8

0.00 Recelved first-line  Subsequent treatment  Recelved first-line  Subsequent treatment
0 12 24 36 48 60 0 12 2 % 48 60 pembrolizumab  after progressionon  pembrolizumab  after progression on
Time (months) Time (months) (N=558) pembrolizumab (N=111) pembrolizumab
) (N=353) (N=73)
" Number at risk Number at risk
2‘80"1 ﬁ? 1;8 *‘?g 2 127 2 8 <60y 558 a3 205 124 29 2 Progression on first-line Subsequent treatment after
0 12 % % P 80 < 1(')1 :; ;i ; 448 6‘:) pembrolizumab progression on pembrolizumab
Time (months) Time (months) R

- Received second-line treatment

- No disease progression - Did not receive second-line treatment

Barichello et al. Clin Lung Cancer 2025
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CT-IO vs IO seule > 75ans et PS < 2

[A] 05, 1%-49% PD-L1

05, %

No. at risk

10014

80

60

40

20+

ICl-chemotherapy

ICl alone

[c] o5, PD-L1250%

0S,%

No. at risk

100

80

60

40+

204

ICl-chemotherapy

ICl alone

Median
(95% Cl) months P value
ICl-chemotherapy  14.5(9.2-20.0) .69
i ICl alone 19.0(7.2-NR)
HR, 1.11 (95% Cl, 0.65-1.91)
0 6 12 18 2 30 36 2
Time, mo
51 23 2 0
51 24 ] 0
Median
(95% CI) months P value
“-’,-, ICl-chemotherapy  28.0 (13.0-NR) 77
"y IClalone 26.2(17.3-NR)
A -
HR, 0.92 (95% Cl, 0.55-1.56)
0 6 12 18 24 30 36 42
Time, mo
49 29 10 0
98 52 22 3

|B] PFS, 1%-49% PD-L1

Median
100~ % (95% CI) months P value
! ICl-chemotherapy 7.7 (4.4-9.6) 40
ICL alone 7.2(2.5-11.3)
80+
"'-H ICl-chemotherapy
50 b ——— ICLalone
®
wi
L
a
40
204
HR, 1.22 (95% Cl,0.77-1.91)
04— T T T T T 1
0 6 12 18 24 30 36 42
Time, mo
51 13 1 0
51 16 6 0
(D] PFs, PD-L1 250%
Median

100
ICl-chemotherapy

(95% Cl) months P value
12.8(5.6-21.0) 47

ICL alone 7.9(6.0-13.1)
80+
60
=
w
jrid
o
404
m e
LH*-—«**—'—* *
201 ==
HR, 0.86 (95% Cl, 0.56-1.31)
0 T T T T V
0 6 12 18 24 30 36 42
Time, mo
49 22 6 0
98 35 16 i &

irAEs No. (%)

ICI-chemotherapy ICI

Any grade Grade =3 Any grade Grade =3
All 173 (48.9) 86 (24.3) 171 (40.2) 76 (17.9)
Steroid use due to irAEs 115 (32.5) NA 105 (24.7) NA
Pneumonitis 83 (23.4) 41 (11.6) 66 (15.6) 29 (6.8)
Colitis 13 (3.7 7(2) 10 (2.4) 1(0.24)
Thyroid disorder 18 (5.1) 2 (0.6) 16 (3.8) 0 (0)
Skin disorder 27 (7.6) 11 (3.1) 43 (10.1) 13 (6.1
Liver dysfunction 15 (4.2) 6(1.7) 14 (3.3) 9(2.1)
Kidney dysfunction 19 (5.4) 5014 4(0.9) 1(0.24)
Endocrine disorder 18 (5.1) 13 (3.7) 23 (5.4) 13 (3.1)
Central nervous system 1 (0.3) 1(0.3) L(0:2) 1(0.24)
disorder
Other 16 (4.5) 10 (2.8) 24 (5.6) 11 (2.6)

Faut-il toujours faire de la
chimiothérapie chez les sujets
> 75ans PDL1 positifs ?

Tsukita et al. JAMA 2024
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i) Cas Clinique CBNPC IV L1

» M. F 77ans

> Diabete, Tabac 40 PA

> Deficit I’'hémicorps gauche
» PS 2 — Balducci 2

mm) PTT : ADK IV PDL1 40%, NGS neg
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L1 tout PDL1, sujet agés fragiles monoCT ou IO ?

Events/patients, Median overall Events/patients, Median overall HR (95% CI)
n/N survival, months n/N survival, months
All patients 249/302 10-3 130/151 9.2 0.78 (0-63-0-97)
Age
280 years 87/97 99 36/43 97 097 (0-66-1.44)
70-79 years 105/125 10-3 58/65 61 0-68 (0-49-0-94)
<70 years 57/80 119 36/43 9-8 0-75(0-49-1-14)
A B
100 —— Atezolizumab group
— Chemotherapy group 100~ All grade 57% All grade 80%
80
Atezolizumab  Chemotherapy 204
3 64-0% group (n=302)  group (n=151) b 3% (I Deaths
] sEswm 2
R ! Events, n (%) 249 (825) 130 (86.1) =
5 R A S R A S e i Median overall survival  10-3 92 iy e
= H v (95% Cl), months (9-4-11-9) (5-9-11.2) T E 604 33% Grade 3-4
£ a0 5 2860 HR (95% C1) 078 (063-0.97) Eg 1% Deaths
© H : : 3L4% pvalue 0.028 g o
= ; 16% Grade 3-4
201 ! : £9 4
| | 55 ¥
; : i =
° 0 6 18 by 0 6 ) 3 ‘ % 44% Grade 1-2
4 3 4 * 4 o = 20 40% Grade 1-2 : :
Number at risk Mgt
(number censored)
Atezolizumab group 302 (0) 180 (16) 86 (19) 64(22) 50(23) 37(26) 17 (40) 5(48) 0(53)
Chemotherapy group 151 (0) 80 (11) 31(15) 16 (15) 9 (15) 7(16) 2(19) 2(19) 0(21) 0 : ;
Atezolizumab Chemotherapy
Treatment group

Ming Lee et al. Lancet 2023
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A
100
:’E 904
5 o
8 704
-
© 60
e
3 50
3 404
@ 304
T 20
2
& 104
0 T

Median OS, mo (95% Cl)

All treated (N = 811

) 10.0 (9.2-11.2)

65.8%

Patients at risk 811

c
100
g 90
g 804
8 70
-
© 60
xX
3 50
3 404
@ 30
T 204
g
3 10
0 T

o) i R e R e

12 15 18 21
Time (months)

©

624 498 395 303 226 190 125

24 27 30 33 36

75 33 8 1 0

Median OS, mo (95% Cl)

270 years (n = 278)

10.0 (8.3-11.4)

41.4%

31.0%

Patients at risk 278 207

Ofmmmmm e

T T T
9 12 15 18 21
Time (months)

166 133 100 76 68 43

24 27 30 33 36

28 12 2 1 0

Overall survival (% of patients)

Median OS, mo (95% CI)

ECOG PS 2 (n = 103)

5.2 (3.0-7.6)

o

Overall survival (% of patients)
(o)
o
1

58

:
6

43

32

24

T
15 18 21
Time (months)

16 13 7

Median OS, mo (95% CI)

275 years (n = 125)

11.2 (7.9-14.2)

Patients at risk 125

90

o) o Gt et i sty e o

74

62

12

50

T
15 18 21
Time (months)

40 33 19

24 27 30 33 3§

12 7 1 1 0

I0 seule L2 et plus .. Si pas utilisé en L1

Données issues de la CHECKMATE

171 : phase 2  nivolumab
monothérapie chez maladies pré
traités :

-12.7% dePS > 1
-34.3% > 70 ans
- 15.4% > 75 ans

A la difference des PS > 1, chez sujet
agé :

- Efficacité similaire

- Pas de difference sur les AE

www.onco-nouvelle-aquitaine. fr



£)

Place de I'IO dans les CPC

STADE 1V

B Events, Median 0S, 24-Month 08,
10 n/N (%) Months (95% CI) % (95% CI)
D+ CT 264/338(78.1) 13.3(11.41014.7} 29.6{24.8 10 34.6)
08 cT 285/337 (84.8) 11.7(10.5t0 13.1)  22.1{17.8t0 26.8)
E HR 0.86 (95% CI, 0.72 to 1.02); P = .0758
= 06
©
o
o
=
2 04
w
o
0.2
T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time Since Random Assignment (months)
No. at risk:
D+CT 338 296 247 212 6 142 126 112 97 85 81 51 33 15 5 0 0
cT 337 284 236 204 160 132 M 91 72 62 52 38 2 13 & 0 0
A Events/Patients, n/N
HR
D+CT CcT (95% CI)
All patients 264/338 285/337 —e— 0.86 (0.72 to 1.02)
Sex
Male 203/253 220/248 —— 0.81 (0.67 to 0.98)
Female 61/85 65/89 ———t—— 0.91 (0.64 to 1.30)
Age, years
<65 130/169 143/176 —— 0.86 (0.68 to 1.10)
265 134/169 142/161 —— 81 (0.64 to 1.03)

Johnson et al. JCO 2022

STADE LOCALISE AU THORAX

+ Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)

1.0

0.8

0.6

0.4

Probability of OS

0.2

No. at risk
Durvalumab
Placebo

All patients
Age

T Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 115 (43.6) 146 (54.9)

mOS, months (95% Cl)  56.9 (37.3-NE) 33.4 (25.5-39.9)
HR (95% Cl) 0.73 (0.57-0.93)
p-value 0.0104

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
57 60 63

264 261 248 236 223 207 189 1ehim@iromgandomizafiondmogths)s;  ag 27 19 11 5 1 o
266 260 247 231 214 195 175 164 151 143 123 97 80 62 44 31 23 19 8 5 1 0

Events/Patients n/N

Durvalumab Placebo HR (95% ClI)

115/264  146/266 e 0.73 (0.57-0.93)
<65 years 69/160 83/162 —— 0.76 (0.55-1.04)
265 years 46/104 63/104 = 070 (048-102)

Bénéfice persistant qqgs le sel de platine utilisé
CTRT conco obligatoire ...

Cheng et al. NEJM 2024
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CONCLUSION — TAKE HOME MESSAGES

= Pas d’arriere pensée
(tolérance /
efficacité) quant a
I"'utilisation de
I'immunothérapie
chez le sujet agé

= Manque de données
chez les patients de
plus de 70 ans +++

Domains Evaluated:
« Physical Function (e.g., ADL, IADL)
utritional Status (e.g., weight loss, BMI)
(e.g. ison C ity Ing

idit e.g. Index)
+ Cognitive Funct .g.. MMSE, MoCA)
+ Psychological State (e.g., Geriatric Depression Scale)
« Social Support and Living Conditions

Fit Elderly Patients
(Good CGA outcomes,
PS<2)

ICls or ICI +
Chemotherapy

Figure 1. Flowchart of the Comprehensive Geriatric Assessment Process for Elderly Patients with
NSCLC, Highlighting Key Decision Points and Treatment Pathways Based on Functional and Physio-
logical Assessments.

Baladi et al. Int Journal of Molecular Sciences 2025
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f) CONCLUSION — TAKE HOME MESSAGES

Pas d’arriere pensée

(tolérance /
efficacité) quant a
I"'utilisation de
I'immunothérapie
chez le sujet agé

Manque de données
chez les patients de
plus de 70 ans +++
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