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Whole population

Pneumonitis 68 54.8 92 66.7 0.050
G3/4 pneumonitis 10 8.1 13 9.4 0.699
Esophagitis 32 25.8 58 42.0 0.006
G3/4 esophagitis 1 0.8 2 1.4 1.000
Hematologic toxicity 67 54.0 87 63.0 0.139
G3/4 hematologic toxicity | 19 1533 24 17.4 0.652
Dermatitis 7 5.6 3 2.2 0.254
G3/4 dermatitis 2 1.6 1 0.7 0.926

Matched population

Pneumonitis 40 60.6 43 65.2 0.589
G3/4 pneumonitis 4 6.1 8 12:1 0.226
Esophagitis 17 25.8 25 379 0.135
G3/4 esophagitis 1 7 1.5 V 1 1.5 1.000
Hematologic toxicity 35 53.0 40 60.6 0.380
G3/4 hematologic toxicity = 12 18.2 9 13.6 0.475
Dermatitis 4 6.1 2 3.0 0.676
G3/4 dermatitis 0 0.0 1 1.5 1.000

Ind, induction chemoimmunotherapy; Con, consolidation immunotherapy; PSM, propensity
score matching; TRAE, treatment-related adverse event; G3/4, grade 3/4.
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Characteristics Before PSM

Ind (n=124) Con (n=138)
No. (%) No. (%)
Age
<65 62 (50.0) 81 (58.7) 0.158 31 (47.0) 36 (54.5) 0384
=65 62 (50.0) 57 (41.3) 35 (53.0) 30 (45.5)
Sex
Male 108 (87.1) 120 (87.0) 0973 58 (87.9) 59 (89.4) 0784
Female 16 (12.9) 18 (13.0) 8 (12.1) 7 (10.6)

WHO histology

Squamous 93 (75.0) 85 (61.6) <0.001 50 (75.8) 50 (75.8) 1.000
Non-squamous 26 (21.0) 53 (384) 16 (24.2) 16 (24.2)
NOS 5 (4.0) 0(0.0) 0(0.0) 0(0.0)

T stage
1 6(4.8) 18 (13.0) 0.015 2(30) 5(7.6) 0439
2 30 (24.2) 47 (34.1) 19 (28.8) 24 (36.4)
3 34 (27.4) 28 (20.3) 15 (22.7) 11 (16.7)
4 54 (43.5) 45 (32.6) 30 (45.5) 26 (39.4)

N stage
0 7 (5.6) 7 (5.1) 0.194 3(45) 5(7.6) 0485
1 12(9.7) 7 (5.1) 5(7.6) 6(9.1)
2 70 (56.5) 70 (50.7) 39 (59.1) 30 (45.5)
3 35(28.2) 54 (39.1) 19 (28.8) 25 (37.9)

Stage
A 45 (36.3) 48 (34.8) 0.908 26 (39.4) 27 (40.9) 0732
1B 54 (43.5) 64 (46.4) 24 (36.4) 27 (40.9)
mc 25(20.2) 26 (18.8) 16 (24.2) 12 (18.2)

CRT modality
SCRT 92 (74.2) 44 (31.9) <0.001 39 (59.1) 37 (56.1) 0725
cCRT 32(25.8) 94 (68.1) 27 (40.9) 29 (43.9)

Radiation dose
<54 Gy 19 (15.3) 6(43) 0.003 1(1.5) 3(45) 0.612
> 54 Gy 105 (84.7) 132 (95.7) 65 (98.5) 63 (95.5)

Chemotherapy regimen

P-based doublet 115 (92.7) 127 (92.0) 0.828 61 (92.4) 62 (93.9) 1.000
Mono-chemo 9(7.3) 11 (8.0) 5(7.6) 4(6.1)

Smoking |
Never 25 (20.2) 27 (19.6) 0.904 15 (22.7) 11 (16.7) 0.381
Former/Current 99 (79.8) 111 (80.4) 51(77.3) 55 (83.3)

ECOG )

0 9(7.3) 16 (11.6) 0.039 5(7.6) 3(4.5) 0.858
1 106 (85.5) 120 (87.0) 60 (90.9) 62 (93.9)
2 9(7.3) 2(1.4) 1(1.5) 1(1.5)

Ind, induction chemoimmunotherapy; Con, consolidation immunotherapy; ECOG, Eastern Cooperative Oncology Group; CRT, chemoradiotherapy; sCRT, sequential chemoradiotherapy;
CCRT, concurrent chemoradiotherapy; P-based doublet, platinum-based doublet chemotherapy; Mono-chemo, monochemotherapy; PSM, propensity score matching.





OPS/images/fimmu.2025.1591134/fimmu-16-1591134-g004.jpg
A 1.00

2o75

2

5

)

BOBI] = e s

T :

2 indICl cycles |

$ 025 e !

4 P=0.932 “

<] = 24 |

o 1
1

0 6 12 18 24 30 36 42 48
Time (months)

indIClcycles

0 6 12 18 24 30 36 42 48
Time (months)

B 1.00

0.75

0.50

indICl cycles
e <4
- 24

Overall survival

0 6 12 18 24 30 36 42 48 54
Time (months)

indIClcycles

0 6 12 18 24 30 36 42 48 54
Time (months)





OPS/images/fimmu.2025.1591134/fimmu-16-1591134-g003.jpg
Subgroup Ind Con

Sex

Male 108 120

Female 16 18
Age

<65 62 81

=65 62 57
WHO histology

Squamous 93 85

Non-squamous 26 53

NOS 5 0
Stage

MA 45 48

B 54 64

nc 25 26
CRT modality

sCRT 92 44

cCRT 32 94
Dose

<54 Gy 19 6

=54 Gy 105 132
Smoking

Never 25 27

Former or current 99 111
ECOG

0 9 16

1 106 120

2 9 2

T

e T
2.5

-— e

0.5 1 15

Ind better

2

Con better

P value

0.763
0.372

0.519
0.610

0.613
0.639
NA

0.953
0.386
0.255

0.808
0.524

0.872
0.624

0.501
0.801

0.170
0.723
NA

HR (95%Cl)

0.944 (0.651-1.370)
1.528 (0.602-3.878)

1.155 (0.745-1.791)
0.865 (0.495-1.511)

1.114 (0.734-1.688)
0.854 (0.442-1.651)
NA

0.982 (0.534-1.805)
1.242 (0.761-2.027)
0.617 (0.269-1.416)

1.062 (0.651-1.733)
0.813 (0.431-1.535)

0.919 (0.329-2.569)
0.910 (0.623-1.328)

1.297 (0.608-2.770)
0.951 (0.645-1.404)

2.158 (0.719-6.479)
0.935 (0.644-1.357)
NA





OPS/images/fimmu.2025.1591134/fimmu-16-1591134-g002.jpg
>
N
o
=]

0.75

@
)
o)

Progression-free survival

0 6 12 18 24 30
Time (months)

Number at risk

Ind

124 118 88 61 36 24

Conq 138 127 99

Treatment

0 6 12 18 24 30
Time (months)

a
N
o
=}

Progression-free survival

0 6 12 18 24 30
Time (months)

Number at risk

Ind{ 66 62 46 33 17 14

Con

58 47

Treatment

0 6 12 18 24 30
Time (months)

36

36

36

36

Treatment
== |nd

42

42

=k Con

Treatment
== |nd

42

== Con

48

48

48

1.00
0.75
g
<
2 0.50
I
§ Treatment
O 0.25
P=0.495 g i
== Con '
i
0 6 12 18 24 30 36 42 48 54
Time (months)
Number at risk
b=
glnd 124 123 107 81 53 36 19 6 1 1
©
© Con{138 137 130 109 83 56 34 20 12 3
|_
0 6 12 18 24 30 36 42 48 54
Time (months)
D 1.00

Treatment

== |nd

0.75 &= o

o
0
=]

Overall survival

o
)
a

o
o
o

0 6 12 18 24 30 36 42 48 54 60
Time (months)

Number at risk

Ind{ 66 65 55 42 26 21 1 5 1 1 0

Cony1 66 66 64 53

Treatment

0 6 12 18 24 30 36 42 48 54 60
Time (months)





OPS/images/fimmu.2025.1591134/fimmu-16-1591134-g001.jpg
Patients with stage IIl NSCLC
who received immunotherapy

between February 2018 and
May 2023 at 4 centers
(n=1643)

Excluded patients (n=859)

(1) Resectable patients who received
surgery (n=673)

(2) Did not receive local treatment (n=186)

Unresctable patients who
received radiotherapy or
requested surgery (n=784)

Excluded patients (n=63)
Unresectable patients who received surgery
after immunotherapy (n=63)

Excluded patients (n=459)

(1) Received induction+consolidation
immunotherapy (n=95)

(2) Received immunotherapy

concurrent with radiotherapy (n=63)
(3) Received induction ICI

monotherapy (n=12)
(4) EGFR/ALK + (n=45)
(5) In double-blind clinical trials (n=157)
(6) Tumor progression before
immunotherapy (n=49)
(7) With incomplete therapeutic data
(n=38)

Unresctable patients who
received radiotherapy (n=721)

Eligible patients (n=262)

Ind group (n=124) Con group (n=138)






OPS/images/fimmu.2025.1591134/crossmark.jpg
©

2

i

|





OPS/images/cover.jpg
& frontiers | Research Topics

Advancing NSCLC
treatment: overcoming
challenges in immune
checkpoint inhibitor
therapy

Eaieaby






