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Subgroup NO. HR (95%Cl) P
Age (years)
<60 65 _— 1.10 (0.64-1.89) 0.74
260 100 0.97 (0.62-1.51) 0.88
Sex
Female 11 6.62 (1.08-40.65) 0.041
Male 154 —— 0.87 (0.61-1.23) 0.42
Smoking history
Non-smoker 33 1.58 (0.72-3.48) 0.26
Smoker 132 — 0.89 (0.61-1.31) 0.56
ECOG PS
0-1 65 —_— 0.84 (0.48-1.47) 0.55
22 100 —_— 1.16 (0.75-1.80) 0.50
Lung metastases
No 102 — 0.85 (0.55-1.30) 0.45
Yes 63 _ 1.38 (0.76-2.47) 0.29
Liver metastases
No 130 ——— 0.94 (0.63-1.38) 0.73
Yes 35 —_— 1.12 (0.55-2.27) 0.76
Bone metastases
No 111 —— 0.79 (0.52-1.20) 0.26
Yes 54 — 1.45(0.80-2.62) 0.22
Intracranial tumor, No. ;
1-3 89 ——— 0.83 (0.52-1.33) 0.44
24 76 —_— 1.18 (0.72-1.93) 0.52
Intracranial tumor size (mm) :
<20 74 —_——— 1.14 (0.67-1.93) 0.63
220 91 —_—— 0.87 (0.55-1.36) 0.53
Symptoms of brain metastases :
Asymptomatic 90 ———t 0.84 (0.53-1.35) 0.47
Symptomatic 75 —_—— 1.20 (0.72-2.03) 0.48
Local treatment for brain metastases :
No 75 —— 0.92 (0.55-1.52) 0.74
Yes 920 ——— 1.09 (0.68-1.75) 0.72
All patients 165 —— 0.98 (0.70-1.38) 0.93

Chemoimmunotherapy better Chemotherapy better
HR (95%Cl)
Figure S1 Subgroup analysis of overall survival comparing chemotherapy and chemoimmunotherapy. HRs and corresponding 95% CIs
were evaluated using Cox proportional hazards regression model. HR, hazard ratio; CI, confidence interval; ECOG PS, Eastern cooperative

oncology group performance status.
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Figure S2 Kaplan-Meier estimates for overall survival according to whether the patients received local treatment for BM. (A) The OS
of patients receiving local treatment for BM or not. (B) The OS of patients receiving first-line verse second-line or subsequent-line local
treatment for BM. OS; overall survival; HR, hazard ratio; CI, confidence interval; 1L, first-line; 2L, second-line; BM, brain metastases.
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Subgroup NO. HR (95%Cl) P
Age (years)

<60 65 —— 0.75(0.44-1.29) 0.30
260 100 —— 0.61(0.39-0.96) 0.03
Sex
Female 11 ———— 1.48(0.37-6.03) 0.8
Male 154 —— 0.67(0.47-0.95) 0.02
Smoking history
Non-smoker 33 —_— 0.84(0.39-1.83) 0.66
Smoker 132 —— 0.67(0.46-0.98) 0.04
ECOG PS :
0-1 65 —— 0.72(0.41-1.26) 0.25
22 100 —— 0.68(0.44-1.05) 0.08
Lung metastases
No 102 —— 0.72(0.47-1.11) 0.14
Yes 63 —— 0.7(0.4-1.22) 0.21
Liver metastases
No 130 — 0.92(0.63-1.36) 0.68
Yes 35 — 0.22(0.09-0.54) 0.001
Bone metastases
No 111 —_—— 0.6(0.39-0.93)  0.02
Yes 54 —_— 0.8(0.45-1.43) 0.45
Intracranial tumor, No.
1-3 89 ——— 0.77(0.48-1.22) 0.27
24 76 —— 0.61(0.37-1.02) 0.058
Intracranial tumor size (mm)
<20 74 ——— 0.7(0.41-1.2)  0.19
220 91 —— 0.6(0.37-0.96)  0.03
Symptoms of brain metastases :
Asymptomatic 90 —_—— 0.85(0.53-1.37) 0.51
Symptomatic 75 — 0.4(0.23-0.72) 0.002
First-line treatment
Chemotherapy 85 —— 0.64(0.4-1.02) 0.058
Chemoimmunotherapy 80 —_— 0.77(0.47-1.27) 0.31
All patients 165 — 0.71(0.5-0.99) 0.043
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Figure S3 Subgroup analysis of overall survival comparing patients with or without local treatment for BM. HRs and corresponding
95% Cls were evaluated using Cox proportional hazards regression model. HR, hazard ratio; CI, confidence interval; ECOG PS, Eastern

cooperative oncology group performance status; BM, brain metastases.

Table S1 Pattern of initial progression

Lesions of the initial progression

First-line treatment
Both intracranial and extracranial lesions  Intracranial lesions only Extracranial lesions only

With ICls
No 46 (56.1%) 26 (31.7%) 10 (12.2%)
Yes 36 (46.2%) 29 (37.2%) 13 (16.7%)

With local therapy targeting brain lesions

No 59 (53.2%) 41 (36.9%) 11 (9.9%)
Yes 23 (46.9%) 14 (28.6%) 12 (24.5%)
All patients 82 (51.3%) 55 (34.4%) 23 (14.4%)

ICls, immune checkpoint inhibitors.

© AME Publishing Company. https://dx.doi.org/10.21037/tlcr-24-335



Intracranial progression-free survival

median Intracranial PFS

100 PD-1 inhibitor: 7.6 (5.9-9.3)
< PD-L1 inhibitor: 6.0 (4.9-7.1)
R
= 754 HR=0.83; 95% CI: 0.61-1.13
S Log rank: P=0.24
g
B B0 B
‘q:'; PD-1 inhibitor
g 254 PD-L1 inhibit
* o s

0 T T T T T T T T
0 3 6 9 12 15 18 21 24
Number at Risk Time ( months )

PD-1 inhibitor 17 14 10 5 3 3 2 1 1
PD-L1 inhibitor 63 55 28 1 8 4 1 1 0

Extracranial progression-free survival

median Extracranial PFS

A Intracranial progression-free survival

median Intracranial PFS

100+ with ICls: 9.7 (4.9-14.5)
s without ICls: 6.8 (6.1-7.5)
3
= 754 HR= 0.55; 95% CI: 0.27-1.12
[ Log rank: P=0.10
g
B B0 e g
5 .
g 254 without ICls with ICls
o

0

0 3 6 9 12 15 18 21 24
Number at Risk Time ( months )
with ICIs 25 23 16 9 7 4 2 1
without ICls 27 26 17 8 2 2 0 0

oo

B Extracranial progression-free survival

100+ PD-1 inhibitor: 9.7 (5.0-14.4) median Extracranial PFS
> PD-L1 inhibitor: 6.8 (6.5-7.1) 100+ with ICls: 9.7 (6.7-12.7)
3 - ; . g
o HR= 0.73; 95% Cl: 0.49-1.08 s without ICIs: 6.8 (5.7-7.9)
_g Log rank: P=0.12 = 754 HR= 0.77; 95% CI: 0.39-1.55
3 [ Log rank: P=0.47
3 50. ................................................................ 'E
E PD-1 inhibitor a BOA-- e B
8 PD-L1 inhibitor H]
5 257 S without ICIs
o g 254
0 T . . T . : T . o
0 3 6 9 12 15 18 21 24 0 . . . . ; i . .

Number at Risk Time ( months ) 0 3 6 9 12 15 18 21 24

PD-1inhibitor 17 14 10 4 2 2 1 1 1 : :
- Number at Risk Time ( months )
PD-L1 inhibitor 63 55 31 12 7 4 2 2 0 with ICls 25 23 16 8 5 2 1 1 0
without ICls 27 26 16 8 2 1 0 0 0
C Overall survival . . . . .
median OS Figure S5 Kaplan-Meier estimates for patients who reveived
100+ PD-1 inhibitor: 16.1 (8.0-24.2) : . : :
= PD-L1 Inhibitor: 15 (12.218.0) locz'll treatment Wll'ih or without ICIs. (A) .The 1nt1.‘acranlal PFS of
= 754 HR= 1.08; 95% CI: 0.80-1.46 patients who reveived local treatment with or without ICIs. (B)
[ Log rank: P=0.60 . . . .
2 The extracranial PFS of patients who reveived local treatment with
-1 T T 3 s . 3 A .
2 or without ICIs. PFS, progression-free survival; ICIs, immune
w prog
@ . . . o .
S 254 PD-L1 inhibitor checkpoint inhibitors; HR, hazard ratio; CI, confidence interval.
o PD-1 inhibitor
0 T T T T T T T

0 6 12 18 24 30 36 42 48

Number at Risk Time ( months )
PD-1 inhibitor 17 14 1 6 3 1 1 1 1
PD-L1inhibitor63 59 39 24 11 4 1 0 0

Figure S4 Kaplan-Meier estimates according to different ICIs. (A)
The intracranial PFS of patients with PD-1 or PD-L1 inhibitors.
(B) The extracranial PFS of patients with PD-1 or PD-L1
inhibitors. (C) The overall survival of patients with PD-1 or PD-
L1 inhibitors. PES, progression-free survival; PD-1, programmed
death receptor 1; PD-L1, programmed cell death 1 ligand 1; HR,
hazard ratio; CI, confidence interval; ICIs, immune checkpoint
inhibitors.
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