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Supplementary Figure 1 Comparison of secondary endpoints between neoadjuvant immunochemotherapy with neoadjuvant

chemotherapy alone

A. ORR C. Surgical complications
Experimental Control Experimental Control
Study Events Total Events Total Risk Ratio AR 95%-Cl Weight Study Events Total Events Total Risk Ratio RR  95%-Cl Weight
Forde 2022 96 179 67 179 E B 1.43 [1.13;1.81] 156% Forde 2023 20 179 27 179 —f- 0.74 [0.43;1.27] 368%
Feng 2022 8 8 11 13 t B 117 [0.94;1.47] 16.0% Zhang 2022 15 69 a2 121 - 063 [0.38;1.04] 416%
Provencio 2022 43 57 14 29 e 156 [1.04;234] 10.5% Zhao 2022 7 42 24 98 — - 068 [0.32;1.46] 196%
Hou 2022 20 10 25 e 161 (093,279 75% Liang 2021 0o 10 110 i 033 [0.02,7.28] 20%
Liu 2022 56 79 43 1] S 1.50 [1.16;1.94] 14.8%
Zhang 2022 54 69 88 121 - 1.08 [0.91;127] 17.8% Common effect madel 300 408 ] <= 0,67 [0.48; 0.94] 100.0%
Zhao 2022 25 42 22 g8 e 265 [1.70,4.14] 9.5% Heterogeneity: 7 = 0%, 7 = 0, p = 0.94 T T ) !
Liang 2021 8 10 30 : 267 [098;7.22] 3.0% 0.01 01 0512 10
Lei 2020 6 7 4 7 —— 150 [0.74;3.05 5.2%
Random effects model 482 573 - 1.46 [1.21; 1.77] 100.0%
Heterogeneity: I* = 62%, ©° = 0.0442, p < 0.01 f ! ! D. RO resection rate
Experimental Control
B. All grade TRAEs Study Events Total Events Total Risk Ratio RR  95%-Cl Weight
Provencio 2023 49 53 13 20 142 [1.02,198] 26%
Forde 2023 124 149 105 135 - 1.07 [0.951.20] 152%
Experimental Control :
Wakelee 2023 365 397 337 400 E ] 1.09 [1.04;1.15] 46.3%
Study Events Total Events Total Risk Ratio AR 95%-Cl Welght bl pf ol T . bl hasch ol il
Forde 2023 145 179 156 179 -m} 093 [0.85:1.02] 26.4% Fang 2022 a 8 1318 100 [0.82,1.22] 1.5%
Wakelee 2023 383 397 379 400 [ 1.02 [0.99:1.05] 63.9% Liu 2022 o a1 .91 b 1.00 [0.98;1.02] 11.7%
: s Zhang 2022 63 69 110 121 —p— 1.00 [0.92;1.10] 11.0%
Feng 2022 5 8 9 13 —— 0.90 iCl.d?; 1.73] 1.2% Zhao 2022 42 42 a8 98 - 1.00 [0.96; 1.04] B8.2%
Zhang 2022 41 69 69 121 —f— 104 [D.81;1.34] B5% A 103 -2
Common effect model 817 920 < 1.06 [1.03; 1.10] 100.0%
Common effect model 653 713 1.00 [0.96; 1.03] 100.0% g r .
Heterogeneity: I = 19%, ©* = 0.0020, p = 0.30 I 1 Hetarogeneity: 1 = 52%, * = 0.0010, p = 0.04 i i & '25 5



Supplementary Figure 2 Pooled secondary endpoints of neoadjuvant immunochemotherapy in resectable non-small cell lung cancer.

A. All grade TRAEs C. RO resection rate
Study Events Total Proportion  95%=Cl Weight Study Events Total Proportion  95%-Cl Weight
Forde 2023 145 179 = 0.81 [0.74;0.86] 49% Pravencio 2023 49 53 —a— 082 [082,098] 20%
Wakelee 2023 383 397 = 0.96 [0.94,098] 50% Forde 2022 124 148 Bl 083 [0.76;089] 25%
Wu 2023 37 a7 : | 1.00 [0.81;1.00] 5.0% Wakelee 2023 365 397 = 092 [089:094] 44%
Tao 2023 53 58 | 0.6 [0.87,1.00] 49% Henick 2023 26 29 — 090 [0.73;0.88] 1.1%
Fang 2023 89 211 L 3 : 042 [0.35:049] 49% Tao 2023 48 48 —a 100 [083;100] 4.3%
Cascone 2023 22 22 . —h 1.00 (0.85,1.00] 4.9% Fang 2023 211 211 a2 1.00 [0.98:1.00] 54%
Zhang 2022 1026 —.— 0.36 [0.20;059] 4.3% Cascone 2023 20 22 081 [0.71;080] 08%
Xu 2022 9 14 B 0.64 [0.35,0.87] 3.5% Han 2023 29 29 32%
Lin 2022 3 a7 - — 0.92 [0.76:0.98] 4.8% Hu 2023 101 101 5.1%
Feng 2022 5 B —_— . 062 [0.24;091] 33% Wang 2022 17 18 1.1%
Zhang 2022 41 B9 —— 0.59 [0.47;071] 47% Xu 2022 1 1 1.0%
Dai 2022 1723 . 074 [052,090] 44% Lin 2022 6 27 20%
Sun 2022 1420 —— 070 [0.46:088] 4.2% Ma 2022 57 58 3.2%
Gao 2022 37 44 . 0.84 [0.70;0.83] 47% Dai 2022 18 20 1.3%
Zhai 2022 7 46 - : 015 [0.06,0.29] 48% Fiang 2022 8 8 0.6%
Zhang 2022 45 50 . 0.90 [0.78:0.87] 48% Liu 2022 79 79 5.0%
Yan 2021 15 21 —— 0.71 [0.48,089] 43% Zhang 2022 63 69 2.2%
Chen 2021 4 12 —— 0.33 [0.10;085] 3.8% Zhao 2022 42 42 41%
Zhang 2021 4 15 —a— 0.27 [0.08,0.55] 4.1% Dai 2022 23 23 2.6%
Shen 2021 26 a7 —— 0.70 [0.53;0.84] 46% Sun 2022 1B 18 1.7%
Zhang 2021 33 56 o= 0.59 [0.45:0.72] 47% Gao 2022 44 44 41%
Provencio 2020 43 45 . — 0.93 [0.82,0.99] 49% Wu 2022 7% 76 4.9%
: 2Zhai 2022 43 45 25%
Random effects model 1425 —_— 0.70 [0.60; 0.81] 100.0% 2Zhang 2022 3 80 3.3%
Haterogeneity: I = 97%, ©° = 00592, p < 0.01 1 Yan 2021 19 19 21%
0 02 04 06 08 1 Rothschild 2021 51 55 21%
Chen 2021 35 35 3.7%
. .y Duan 2021 19 20 13%
B. Surgical complications Hong 2021 25 25 2.8%
Hu 2021 20 20 22%
1
Study Events Total Propartion 95%-C1 Weight 2:?;3? ;g ;g gg:
Forde 2023 20 179 E B 0.1 [0.07:047] 58% 3,',2:;?,;: ;3 ;; ;'ﬁ
W 2023 5 34 —i— 0.15 [0.05.0.31] 47% Zhang 2021 45 a5 4%
Fang 2023 33 21 E S 016 [0.11;0.21]  58% Provencio 2020 4 4 40%
oz0r Vo — " G se e = " 1
—— g ; o i : 4
Znang 2022 15 8 —— 022 [013:033] 50% B B 8 i [04P:400]) D3
Zhao 2022 742 — 0.17 [0.07,0.31] 48% Random effects o .
Dai 2022 3 23 —— 0.13 [0.03,0.34] 43% HE.E,D';':MW; [ ='§ﬁ$ L‘ =0.0008, p <0.01 200 It ne b
Gao 2022 5 44 B 0.11 [0.04;0.25] 5.1% 04 05 06 07 08 09 1
Zhang 2022 130 - 0.03 [0.00,017] 56%
Liang 2021 o 10 B 0.00 [0.00;0.31] 46%
Yan 2021 0o 19 W 0.00 [0.00,0.18] 5.5%
Chen 2021 3 12 —_ 0.25 [0.05,0.57] 27%
Hong 2021 13 25 —a— 052 [0.31;0.72] 34%
Hu 2021 720 —— 0.35 [0.15:0.59] 3.2%
Znang 2021 o 15 W— 0.00 [0.00,0.22] 52%
Zhao 2021 5 a0 —— 017 [0.06:0.35] 4.4%
Zhou 2021 o 17 B— 0.00 [0.00;0.20] 54%
Zhang 2021 0 4 W 0.00 [0.00;0.08] 59%
Provencio 2020 12 4 —.— 0.29 [0.16;0.46] 4.3%
Thayli 2020 o1 0.00 [0.00;0.28] 48%
Liu 2020 0 5 B 0.00 [0.00;052] 3.0%
Random effects model 910 - 0.13 [0.07; 0.18] 100.0%
T T T T T 11

Heterogeneity: £ = 82%, = 0.0125, p <0.01
0 0.1 020304050607



Supplementary Figure 3 Funnel plots of dual-arm studies
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Supplementary Figure 4 Sensitivity analysis for primary outcomes of RCTs included

A.pCR

Study

Omitting Provencio 2023
Omitting Forde 2023
Omitting Ali 2023
Omitting Wakelee 2023
Omitting Sun 2022
Omitting Dai 2022
Omitting Sun 2022
Omitting Feng 2022
Omitting Hou 2022
Omitting Yue 2022
Omitting Zhang 2022
Omitting Zhao 2022
Omitting Liang 2021
Omitting Sun 2021
Omitting Lei 2020

Common effect model

B. MPR

Study

Omitting Provencio 2023
Omitting Forde 2023
Omitting Ali 2023
Omitting Wakelee 2023
Omitting Cesur 2022
Omitting Sun 2022
Omitting Dai 2022
Omitting Sun 2022
Omitting Feng 2022
Omitting Hou 2022
Omitting Liu 2022
Omitting Yue 2022
Omitting Zhang 2022
Omitting Zhao 2022
Omitting Liang 2021
Omitting Sun 2021
Omitting Lei 2020

Common effect model

Risk Ratio RR

469 [3.65;6.01]
4.31 [3.35,555)
4.73 [3.70; 6,05)
4.77 [3.62;6.30]
464 [3.61;595]
455 [3.54;5.85]
5.05 [3.84;6.63]
4,71 [3.68:6.03]
477 [3.72:6.12]
470 [3.68;6.01]
492 [3.78;6.42]
4,60 [3.56;594]
4.73 [3.70; 6.05]
481 [3.71,6.25)
480 [3.74;6.16]

[N

4.71 [3.69;6.02]

05

R -
o -

Risk Ratio RR

318 [2.72:3.72]

310 [264;
323 [2.97,3.
320 [2.72,3.75
322 [2.76:3.76]

T LT

05

3.20 [2.75; 3.74]
1

<0.01
=0.01
<0.01
<00
<001
<0.0M
<0.01
<0.01
<00
<001
<00
=0.01
=00
<00
<00

=0.01

<0.01
=00
<00
<001
=0.01
<0.01
<00
=00
<00
=001
<0.01
<00
<001
<00
=0.01
<00
<00

=0.01

95%~Cl P-value Tau2 Tau 12

:

DO00000000O0ONOOO
o

7

95%~Cl P-value Tau2 Tau I2

0.0369 0.1921 30%
0.0325 0.1803 26%
0.0316 0.1779 27%
0.0483 0.2220 28%
0.0435 0.2085 31%
0.0398 0.1995 30%
0.0184 0.1358 14%
0.0380 0.1948 29%
0.0253 0.1590 15%
0.0074 0.0860 1%
0.0418 0.2044 29%
0.0334 0.1829 31%
0.0426 0.2063 28%
0.0023 0.0478 17%
0.0324 01801 27%
0.0461 0.2147 31%
0.0323 0.1797 28%

0.0318 0.1782 26%

C. >=3 Grade TRAEs

Study

Omitting Forde 2023
Omitting Provencio 2023
Omitting Wakelee 2023
Omitting Feng 2022

Common effect model

Risk Ratio

RR 95%=Cl P-value Tau2 Tau I2

1.23 [1.04;1.45] 0.0 0
1.13 [0.98;1.30]
1.01 [0.78;1.32]
1.13 [0.98; 1.31]

0 0%
0.10 0.0161 0.1269 36%
0.93 0.0865 0.3107 9%
0.08 0.0143 0.1194 33%

1.14 [0.99; 1.31] 0.07 0.0139 0.1180 21%

0.5
D. 1-year OS

Study

Omitting Provencio 2023
Omitting Hou 2022

Common effect model

Risk Ratio

05

E. 2-year OS

Study

Omitting Provencio 2023
Omitting Wakelee 2023
Omitting Cesur 2022
Omitting Zhang 2022

Common effect model

Risk Ratio

1
2

05

RR 95%=Cl P-value Tau2 Tau 12

116 [0.96; 1.40] 012
119 [1.00;1.41] 005

118 [1.04;1.34] 001 0 00%

RR  95%-Cl P-value Tauz Tau 12

106 [1.00;1.12] 004 00030 0.0551 55%
117 [1.07;128] <001 0.0035 0.0589 35%
107 [1.01;1.14]  0.02 <0.0001 0.0019 34%
107 [1.01:1.15] 003 00107 0.1033 69%

1.08 [1.02;1.14] <0.01 0.0041 0.0640 53%



Supplementary Figure 5 Subgroup analysis of MPR by clinical characteristics

Study Events Total MPR% 95%-CI P

Male 188 302 - 0.62 [0.57;0.68] } i

Female 33 52 — 0.63 [0.49; 0.76] :

Gurrent or former smoker 173 283 —I— 0.61 [0.55;0.67] } 0.86

Never smoked 43 69 i 0.62 [0.50; 0.74] :

Squamous 147 220 .- 0.67 [0.60;0.73] } -

Nonsquamous 70 127 —.— 0.55 [0.46; 0.64] ’

no 17 35 — 049 [0.31:0.66]

A 180 292 - 062 [056;067] | ;,,

ne 54 87 —-— 0.62 [0.51;0.72] :

e 3 4 : 0.75 [0.19;0.99]

2 cycles g4 151 = 056 [0.47;0.64]

> 2 cycles 36 67 — 0.54 [0.41;0.66] } e

NA 31 50 —— 0.62 [0.47;0.75]

<1% 25 50 —_— 0.50 [0.36; 0.64] 0.08

1-49% 20 38 — 0.53 [0.36; 0.69] } _—

>=50% 24 32 N S 0.75 [0.57;0.89] .

Atezolizumab 17 30 e — 0.57 [0.37;0.75]

Avelumab 311 —_— 0.27 [0.06; 0.61]

Camrelizumab 20 37 e 0.54 [0.37;0.71]

Durvalumab 34 55 — 0.62 [0.48:0.75]

Nivolumab 173 336 - 0.51 [0.46;0.57]

Pembrolizumab 50 72 L 0.69 [0.57;0.80] [ 0.01

SHR-1316 19 34 : 0.56 [0.38:0.73]

Sintilimab 35 75 —_— 0.47 [0.35: 0.59]

Toripalimab 39 64 —i— 0.61 [0.48;0.73]

Mixed 401 672 = 0.60 [0.56: 0.63]

sD ' 23 62 — 0.37 [0.25;0.50]

PR+CR 90 141 — 0.64 [0.55;0.72] } p<0.01
6




Supplementary Figure 6 Subgroup analysis of ORR by clinical characteristics

Study Events Total ORR% 95%-ClI P
Male 102 133 - 0.77 [0.69;0.84] } 010
Female 5 10 e 0.50 [0.19;0.81] .
Current or former smoker 79 106 ——I— 0.75 [0.65;0.82] } 0.89
Never smoked 28 37 —— 0.76 [0.59;0.88] :
Squamous 55 70 . 0.79 [0.67;0.87] } —0.01
Nonsquamous 15 36 — 0.42 [0.26;0.59] p<0.
I 7 15 _— 0.47 [0.21;0.73] }002
A 102 130 - 0.78 [0.70;0.85] : } 0.05
nB 26 36 —— 0.72 [0.55; 0.86]
2 cycles 57 81 o 0.70 [0.59; 0.80] } 061
> 2 cycles 35 47 —— 0.74 [0.60; 0.86] ’
NA 39 53 — = 0.74 [0.60;0.85]
<1% 26 48 — 0.54 [0.39; 0.69] _—
1-49% 36 48 —a— 0.75 [0.60; 0.86] }0_09 :
>=50% 2 3 3 0.67 [0.09;0.99]
Atezolizumab 19 30 —-—— 0.63 [0.44;0.80]
Avelumab 4 15 —_— 0.27 [0.08; 0.55]
Camrelizumab 26 38 — 0.68 [0.51;0.82]
Cetuximab 20 41 —_— 0.49 [0.33;0.65]
Durvalumab 29 67 —_— 0.43 [0.31;0.56] p<0.01
Nivolumab 202 328 - 0.62 [0.56; 0.67] :
Pembrolizumab 32 37 |—— 0.86 [0.71;0.95]
SHR-1316 26 37 : 0.70 [0.53;0.84]
Sintilimab 53 99 —— 0.54 [0.43;0.64]
Mixed 353 459 N 0.77 [0.73;0.81]

6




Supplementary Figure 7 Subgroup analysis of 3 or higher grade TRAEs by type of ICI

Study Events Total Incidence% 95%-Cl Weight
Forde 2022 59 176 =B 0.34 [0.27;0.41] 4.8%
Provencio 2022 14 57 —— 0.25 [0.14;0.38] 4.7%
Zhai 2022 9 46 —— 0.20 [0.09;0.34] 4.7%
Provencio 2020 14 46 —— 0.30 [0.18;0.46] 4.6%
Zinner 2020 2 13 —— 0.15 [0.02;0.45] 4.2%
>
Feng 2022 1 8 —— 0.12 [0.00;0.53] 4.0%
Gao 2022 8 44 ——— 0.18 [0.08;0.33] 4.7%
Wu 2022 20 76 . 0.26 [0.17;0.38] 4.7%
Chen 2021 2 12 _— 0.17 [0.02;0.48] 4.1%
Hu 2021 0 20 | — 0.00 [0.00;0.17] 4.8%
Shi 2021 18 27 : —il— 0.67 [0.46;0.83] 4.3%
Zhou 2021 10 20 —— 0.50 [0.27;0.73] 4.1%
Zhang 2021 3 56 | = 0.05 [0.01;0.15] 4.9%
e
Sun 2022 7 20 —— 0.35 [0.15;0.59] 4.1%
Zhang 2022 4 50 = 0.08 [0.02;0.19] 4.8%
———
Wu 2022 29 37 —— 0.78 [0.62;0.90] 4.6%
Yan 2021 1 21 5 0.05 [0.00;0.24] 4.8%
Zhang 2021 0 15 n — 0.00 [0.00;0.22] 4.8%
<
Rothschild 2021 59 67 : —n- 0.88 [0.78;0.95] 4.8%
Chen 2021 1 35 B 0.03 [0.00;0.15] 4.9%
Shen 2021 4 37 - 0.11 [0.03;0.25] 4.7%
b
Trayli 2020 4 15 —i— 0.27 [0.08;0.55] 4.0%
Random effects model 898 - 0.26 [0.15; 0.36] 100.0%

Heterogeneity: /2 = 96%, ©> = 0.0585, p < 0.01 f T T T T 1
Test for subgroup differences: X? =385.38,df =7 (p<0.01) O 02 04 06 08 1



Supplementary Table 1 Search strategies

Database

Keywords

PubMed

Embase

Wed
Science

of

#1

#2

#4

#5

#1

#2

#4

#5

#1

#2

"Neoadjuvant Therapies"[All Fields] OR "neoadjuvant"[All Fields] OR "therapy
neoadjuvant"[All Fields] OR "Neoadjuvant Treatment"[All Fields] OR "Neoadjuvant
Treatments"[All Fields] OR "treatment neoadjuvant"[All Fields]

"immunotherapy"[All Fields] OR "immunotherapies"[All Fields] OR "immune
checkpoint inhibitor"[All Fields] OR "PD-1"[All Fields] OR "PD-LI1"[All Fields] OR
"CTLA-4"[All Fields] OR "pembrolizumab"[All Fields] OR "atezolizumab"[All Fields]
OR "nivolumab"[All Fields] OR "ipilimumab"[All Fields] OR "durvalumab"[All Fields]
OR "tremelimumab"[All Fields] OR "camrelizumab"[All Fields] OR "tislelizumab"[All
Fields] OR "sintilimab"[All Fields]

"therapy drug"[All Fields] OR "Drug Therapies"[All Fields] OR "therapies drug"[All
Fields] OR "Chemotherapy"[All Fields] OR "Chemotherapies"[All Fields] OR
"Pharmacotherapy"[All Fields] OR "Pharmacotherapies"[All Fields] OR "Cisplatin"[All
Fields] OR "Carboplatin"[All Fields] OR "Gemcitabine"[All Fields] OR
"Vinorelbine"[All Fields] OR "Docetaxel"[All Fields] OR "Pemetrexed"[All Fields] OR
"Paclitaxel"[All Fields]

"carcinoma non small cell lung"[All Fields] OR "carcinomas non small cell lung"[All
Fields] OR "lung carcinoma non small cell"[All Fields] OR "lung carcinomas non small
cell"[All Fields] OR "Non-Small-Cell Lung Carcinomas"[All Fields] OR "non small cell
lung carcinoma'"[All Fields] OR "non-small-cell lung carcinoma"[All Fields] OR "non
small cell lung carcinoma"[All Fields] OR "Nonsmall Cell Lung Cancer"[All Fields] OR
"carcinoma non small cell lung"[All Fields] OR "Non-Small Cell Lung Cancer"[All
Fields] OR "NSCLC"[All Fields]

#1 AND #2 AND #3 AND #4

'neoadjuvant therapies' OR 'therapy, neoadjuvant’ OR 'neoadjuvant treatment' OR
'neoadjuvant treatment’ OR 'neoadjuvant treatments' OR 'treatment, neoadjuvant' OR
'neoadjuvant'

'immunotherapy’ OR 'immunotherapies' OR 'immune checkpoint inhibitor' OR 'pd-1' OR
'pd-11' OR 'ctla-4' OR 'pembrolizumab' OR 'atezolizumab' OR 'nivolumab' OR
'ipilimumab' OR 'durvalumab' OR 'tremelimumab' OR 'camrelizumab' OR 'tislelizumab'
OR 'sintilimab'

'therapy, drug' OR 'drug therapies' OR ‘'therapies, drug' OR 'chemotherapy’ OR
'chemotherapies' OR 'pharmacotherapy’ OR 'pharmacotherapies’ OR 'cisplatin' OR
'carboplatin’ OR 'gemcitabine' OR 'vinorelbine' OR 'docetaxel' OR 'pemetrexed’ OR
'paclitaxel'

carcinoma, non small cell lung' OR 'carcinomas, non-small-cell lung' OR 'lung
carcinoma, non-small-cell' OR 'lung carcinomas, non-small-cell' OR 'non-small-cell lung
carcinomas' OR 'non-small cell lung carcinoma' OR 'non-small-cell lung carcinoma' OR
'non small cell lung carcinoma' OR 'nonsmall cell lung cancer' OR 'carcinoma, non-small
cell lung' OR 'non-small cell lung cancer' OR NSCLC'

#1 AND #2 AND #3 AND #4

“Neoadjuvant Therapies” OR “Therapy, Neoadjuvant” OR “Neoadjuvant Treatment” OR
“Neoadjuvant Treatments” OR “Treatment, Neoadjuvant” OR “Neoadjuvant”
“immunotherapy” OR “immunotherapies” OR “immune checkpoint inhibitor” OR “PD-
1” OR “PD-L1” OR “CTLA-4” OR “pembrolizumab” OR “atezolizumab” OR
“nivolumab” OR “ipilimumab” OR “durvalumab” OR “tremelimumab” OR
“camrelizumab” OR “tislelizumab” OR “sintilimab”




Cochrane
Library

#3

#4

#5

#1

#2

#3

#4

#5

“Therapy, Drug” OR “Drug Therapies” OR “Therapies, Drug” OR “Chemotherapy” OR
“Chemotherapies” OR “Pharmacotherapy” OR “Pharmacotherapies” OR “Cisplatin” OR
“Carboplatin” OR “Gemcitabine” OR “Vinorelbine” OR “Docetaxel” OR “Pemetrexed”
OR “Paclitaxel”

“Carcinoma, Non Small Cell Lung” OR “Carcinomas, Non-Small-Cell Lung” OR “Lung
Carcinoma, Non-Small-Cell” OR “Lung Carcinomas, Non-Small-Cell” OR “Non-Small-
Cell Lung Carcinomas” OR “Non-Small Cell Lung Carcinoma” OR “Non-Small-Cell
Lung Carcinoma” OR “Non Small Cell Lung Carcinoma” OR “Nonsmall Cell Lung
Cancer” OR “Carcinoma, Non-Small Cell Lung” OR “Non-Small Cell Lung Cancer” OR
“NSCLC”

#1 AND #2 AND #3 AND #4

"neoadjuvancy"” OR "neoadjuvant therapy" OR "neoadjuvant therapy" OR "neoadjuvant"
OR "neoadjuvants" OR "neoadjuvent” in All Text

"immunotherapy" OR "immunotherapies" in All Text

"drug therapy" OR "chemotherapies" OR "chemotherapy" in All Text

"carcinoma, non-small-cell lung" OR "non-small-cell lung carcinoma" OR "non small
cell lung cancer" in All Text

#1 AND #2 AND #3 AND #4 - (Word variations have been searched)




Supplementary Table 2 Quality assessment for RCTs though the Cochrane Collaboration’s Tool

Author .. Allocation Blinding of participants Blinding of outcome Incomplete Selective Other
Randomization . .
(Year) concealment and personnel assessment outcome data reporting bias
Wakelee (2023) Low risk Low risk Low risk Low risk Low risk Low risk Low risk
Provencio (2023) Low risk Low risk Low risk Low risk Low risk Low risk Low risk
Forde (2023) Low risk Low risk Low risk Low risk Low risk Low risk Low risk
Lei (2020) Low risk Low risk Low risk Low risk Low risk Low risk Low risk
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Supplementary Table 3 Quality assessment for dual-arm non-randomized studies using the Newcastle-Ottawa Scale

Selection Comparability Outcome
Author . . . Ouicome e Length 4 4oquacy — Quality
(Year) Representativeness Comparability ~ Ascertainment — present at Comparability ~— Assessment  of score

of exposed cohort  of cohorts of exposure start  of of cohorts of Outcome  follow- Zf’; Jollow-

study up

Ali (2023) * * * * * * * * 8
Cesur (2022) * * * * * * * * 8
Sun (2022) * * * * *k * * * 9
Dai (2022) * * * * *k * * * 9
Sun (2022) * * * * * * * * 8
Feng (2022) * * * * * * * * 8
Hou (2022) * * * * *k * * * 9
Liu (2022) * * * * *k * * * 9
Yue (2022) * * * * * * * 7
Zhang (2022) * * * * * * * * 8
Zhao (2022) * * * * * * 6
Liang (2021) * * * * *k * * * 9
Sun (2021) * * * * *k * * * 9
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Supplementary Table 4 Quality assessment for single-arm non-randomized studies using Methodological Index for Non-Randomized Studies

Criteria
Loss
. . to .
- Clearly Inclusion Prospective  Endpoints Unbiased Follow-up follow Prospec.t ive Adequate Baseline Adequate
Criteria  for of . assessment R calculation Contemporary . o Total
stated . data appropriate period up control equivalence statistical
assessment . consecutive . of study . of the groups . score
aim . collection of study . appropriate  less . group of groups analysis
patients endpoint than study size
5%
Henick (2023) 2 2 2 2 0 2 2 0 * * * * 12
Tao (2023) 2 2 2 2 0 1 2 0 * * * * 11
Fang (2023) 2 2 2 2 0 2 2 0 * * * * 12
Cascone % % % %
(2023) 2 2 2 2 0 2 2 0 12
Chen (2023) 2 2 2 2 0 1 2 0 * * * * 11
Zhao (2023) 2 2 2 2 0 1 2 0 * * * * 11
Han (2023) 2 2 2 2 0 1 2 0 * * * * 11
Hu (2023) 2 2 2 2 0 2 2 0 * * * * 12
Zhuang (2023) 2 2 2 2 0 1 2 0 * * * * 11
Wu (2023) 2 2 2 2 2 2 2 0 * * * * 14
Wang (2022) 2 2 2 2 0 1 2 0 * * * * 11
Zhang (2022) 2 2 2 2 0 1 2 0 * * * * 11
Xu (2022) 2 2 2 2 0 1 2 0 * * * * 11
Lin (2022) 2 2 2 2 0 1 2 0 * * * * 11
Dong (2022) 2 2 2 2 0 2 2 0 * * * * 12

13
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Ma (2022)

Dai (2022)

Faehling
(2022)

Sun (2022)
Gao (2022)
Qiu (2022)
Wu (2022)
Zhai (2022)
Zhang (2022)

Yan (2021)

Rothschild
(2021)

Chen (2021)
Chen (2021)
Duan (2021)
Hong (2021)
Hu (2021)
Shi (2021)
Zhang (2021)
Zhao (2021)
Zhou (2021)

Shen (2021)

* * 12
* * 12
* * 12
* * 12
* * 12
* * 12
* * 12
* * 12
* * 12
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Zhang (2021)

Cascone
(2020)

Provencio
(2020)

Shu (2020)
Tfayli (2020)
Zinner (2020)
Liu (2020)

Hilbe (2015)

12

12
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