Supplementary

Table S1 The Newcastle-Ottawa Scale for quality assessment of screened studies

Selection Comparability Exposure
. Outcome of - Te
Select f Suff t otal
Author, year Representativeness noi?:xm:sz q Ascertainment interest not Comparability Ascertainment foLIonI\‘/:vI?un Adequacy gcore
of exposed cohort P of exposure present at the start  of cohort of outcomes . P of follow-up
cohort time
of the study

Fujimoto, * * * * *k * * 8
2017

Kanai, 2018 * * * *% * * 7
Fujimoto, * * * * *k * * 8
2019

Shibaki, * * * *k * * 7
2019

Byeon, 2019 * * * *k * * 7
Nakanishi, * * * * * 5
2019

Fujita, 2020 * * * * * 5
lkeda, 2020 * * * * ok * * 8
Nishiyama, * * * *k * * 7
2020

Shibaki, * * * * * * 6
2020

Ichimura, * * * * * * 6
2022

Takahara, * * * * * 5
2021

Yamamoto, * * * * * * 6
2021

Tasaka, * * * *k * * 7
2021

Yamaguchi, * * * *k * * 7
2021

Yamaguchi, * * * * * * 6
2021

Isono, 2021 * * * *k * * 7
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(A) (B)

i e | v; - Effect size

S SOERE] W Omitted study with 95% Cl_ p-value
First line treatment ' .

Fujita 2020 . 0.80 (0.28, 0.99) 2.70 Kanai —_— 0.30[0.23, 0.37] 0.000
o i 2021 - 0.20 (0.03, 0.56) 4.57 =

Subtotal (12 = %, p =.) —_—— 0.40 (0.20, 0.60) 7.28 Fujimoto —— [ 031[0.25, 0.38] 0.000
D ‘ Shibaki —_—r— 0.30[0.23, 0.37] 0.000
Kanai 2018 — 031(0.14,052) 6.91 Nakanishi —_————— 0.29[0.23, 0.36] 0.000
Fujimoto 2019 ——— 0.11(0.01,0.35) 8.39

Ikeda 2020 —_— 0.29(0.10,0.56) 5.47 Fujita ———— 0.28[0.22, 0.34] 0.000
Yamamoto 2021 —— 0.25(0.20,0.32) 13.28
T Yamaguchi 2021 —_— 0.38(0.20, 0.59) 6.52 lkeda —_— 0.30[0.23, 0.37] 0.000
Fujimoto 2017 i (Excluded) . —_—

Subtotal (12 = 34.16%, p = 0.19) <> 0.26(0.18,0.33) 40.57 Nishiyama ® 0.31[0.25, 0.37] 0.000
e ; Shibaki —_—— 0.30[0.23, 0.37] 0.000
Mixed line treatment ]

Shibaki 2019 —_— 0.29(0.08,0.58) 4.87 Takahara —_— 0.28[0.22, 0.34] 0.000
Nakanishi 2019 —_— 0.46 (0.19,0.75) 4.03

Nishiyama 2020 —— 0.15 (0.06, 0.28) 10.90 Yamamoto — < 0.31[0.24, 0.38] 0.000
Shibaki 2020 _— 0.29 (0.10,0.56) 5.47
Takahara 2021 — 057 (0.29,0.82) 4.30 Tasaka ——————— 0.30[0.23, 0.38] 0.000
Tasaka 2021 —_— 0.31(0.18,0.45) 9.24 i

Isono P _— 0.35 (015, 0.59) 572 O Yamaguchi — 0.31[0.24, 0.38] 0.000
Ichimura 2022 —7+— 0.33(0.18,0.52) 7.64 TYamaguchi —_— 0.29 [ 0_23‘ 0.36] 0.000
Byeon 2020 ' (Excluded) :

Subtotal ("2 =51.83%, p=0.04) <_—> 0.31(0.22, 0.41) 52.16 Isono _——— 0.30[ 0.23, 0.37] 0.000
Heterogeneity between groups:p=0.333: Ichimura —_— 0.30[0.23, 0.37] 0.000
Overall (I"2 = 53.67%, p = 0.01); . 0.30 (0.24,0.36) 100.00 ; . ; 8

; 2 25 3 .35 4
T T T T T
(] 25 5 75 1 Random-effects REML model

©) .

author year ES (95% Cl) Weight

Kanai 2018 0.31(0.14,052)  6.68
0.11(0.01,035)  8.65
0.29(0.08,0.58)  4.34
0.46 (0.19,0.75) 347
0.29(0.10,0.56) 4.9
Nishiyama 2020 0.15(0.06,0.28)  12.65
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Shibaki 2019

Nakanishi 2019
lkeda 2020

Takahara 2021 057 (0.29,0.82)  3.74
0.25(0.20,0.32)  17.51
0.31(0.18,0.45)  9.90
0.20 (0.03,0.56)  4.02

0.38 (0.20, 0.59) 6.20

Yamamoto 2021
Tasaka 2021
O Yamaguchi 2021
T Yamaguchi 2021

Isono 2021 0.35 (0.15, 0.59) 5.26
Ichimura 2022 0.33 (0.18, 0.52) 7.61
Fujimoto 2017 (Excluded)

Byeon 2020 (Excluded) "
Overall (12 =38.76%, p = 0.07) 0 0.28 (0.22, 0.33) 100.00

Figure S1 Forest plots of any-grade ICIP rates in NSCLC patients with pre-existing ILD. (A) Subgroup analysis according to the treatment
line (first line, >second line, and mixed line); (B) Leave-one-out analysis; (C) Modified any-grade ICIP rate after sensitivity analysis. ICIP,
immune checkpoint inhibitor-associated pneumonitis; NSCLC, non-small cell lung cancer; ILD, interstitial lung disease.
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Figure S2 Funnel plots for publication bias in (A) any-grade ICIP rate and (B) grade 3-5 ICIP rate for NSCLC patients with pre-existing
ILD. ICIP, immune checkpoint inhibitor-associated pneumonitis; NSCLC, non-small cell lung cancer; ILD, interstitial lung disease.
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Figure S3 Funnel plots for publication bias in (A) ORR and (B) DCR for NSCLC patients with pre-existing ILD. ORR, objective response
rate; DCR, disease control rate; NSCLC, non-small cell lung cancer; ILD, interstitial lung disease.
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Figure S4 Funnel plots for publication bias in (A) any-grade ICIP rate and (B) grade 3—5 ICIP rate in NSCLC patients with versus without

pre-existing ILD. ICIP, immune checkpoint inhibitor-associated pneumonitis; NSCLC, non-small cell lung cancer; ILD, interstitial lung

disease.
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Figure S5 Funnel plots for publication bias in any grade ICIP rate in patients with versus without UIP patterns. ICIP, immune checkpoint
inhibitor-associated pneumonitis; NSCLC, non-small cell lung cancer; UIP, usual interstitial pneumonia.
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