Supplement Figure 2

2A Subgroup analysis based on ctDNA detection timing (DFS/RFS)

detectiontime HR %a
and author (95% CI) Weight
postoperative
Muranashi 2020 —_— T.70(1.60, 42.00) 2.80
Morimoto 2023 B E—— 16.90 (1.92, 149 40) 1.90
Zhou 2021 : - 23,583 (1.90, 250.90) 153
Chan 2017 —_— 2.60(1.60, 45.70) 271
Lindskrog 2023 -——— 20,30 (5.50, §3.70) 4.06
Cabalag 2022 + T7.85(1.23, 50.10) 2.38
Yue 2022 ——— 459 (1.04, 20.33) 312
Tie 2020 —— 5.30 (2.58, 15.20) 4.89
Khakoo-a2 2019 : - 30,90 (4.00, 399 50) 175
Wang 2021 | —— S0.20 (17.01,47925) 273
Kitahata 2021 ——— 5.02(1.23, 20.51) 3.32
Tie 2018 —!—O— 13.00 (5.50, 31.00) 4497
Chan 2024 : . 10.80 (080, 142 40) 1.46
MNordentoft 2024 e 23.00 (7.90, 67.10) 428
Garcia-Murillas 2024 | —— 37.20(10.50, 131.90) 3.70
Christensen 2019 : —_—— 120601260, 871.10) 198
Subgroup, DL (1" = 32.2%, p = 0.104) <> 14 .88 (948, 23.34) 47 58
I
preoperative :
Wang 2023 ——— 4.00(1.22, 13.15) 3.92
Cavallone 2020 ———— 3.45(1.02, 12.50) 373
Magbanua-a 2021 + 14 25 (2 27, 29.30) 241
Liu 2022 —r—tp—— 17.96 (528, 60.93) 3482
Vidal 2021 —— 4.00(1.79, 8.98) 518
Khakoo-at 2019 ————————— 5.80(0.90, 35.30) 2.42
Lin 2021 + 8.02 (3.24, 19.88) 483
Magbanua-h 2021 —_—— 14,90 (2.65, 33.10) 2.62
Wagbanua-ai 2023 —_—— 5.89 (2.68, 12.98) 5.24
Magbanua-a2 2023 +: 3.79{1.87, 7.68) 5A3
Subgroup, DL (I = 0.8%. p = 0.430) <> 5.55 (4.08, 7.85) 39.68
I
baseline :
Pazdirek 2024 »— 3.72(0.35, 39.05) 1.68
Schou 2017 —— | 2.48(1.20, 4.30) 5.71
Kim 2023 —— : 2.91(1.36, 6.22) 5.34
Subgroup, DL (1" = 0.0%, p = 0.917) <} I 2.69 (1.66, 4.37) 1274
I
Heterogeneity between groups: p = 0.000 !
Overall, DL (1" = 55.8%, p = 0.001) ¢> 8.60 (6.06, 12.21) 100.00
| |
0009766 1 1024
MOTE: Weights and between-subgroup hetercgeneity test are from random-effects model
2C Subgroup analysis based on ctDNA detection timing (OS)
detectiontime HR %
and author (95% CI) Weight
preoperative
Cavallone 2020 —0:— 3.70(1.04 13.33) 6.23
Stecklein 2023 —0—{- 3.57 (1.50, 8.50) 8.05
Liu 2022 ; +* 17.78 (1.94,16260) 3.38
Provencio 2022 —:—0 25.00 (1.82, 25.00) 6.09
Vidal 2021 —— 23.00 (6.06, 73.44) 6.35
Hofste 2022 —0—: 2.86 (1.16, 7.09) 7.89
Ng 2023 —0—: 284 (102, 7.91) 7.33
Kfoury 2024 —-0-—% 2.46 (0.53, 11.30) 5.27
Zhang ) 2023 —-0-—:— 283(082, 983) 6.37
Subgroup, DL (I = 55.1%, p = 0.023) <::'> 523 (2.87,9.54) 56.96
1
1
baseline :
Pazdirek - 2024 : -4 13.21 (2.74, 63.54) 512
Subgroup, DL (I" =0.0%, p <0.001) -ﬁ} 13.21(2.74, 63.61) 512
1
1
postoperative :
Schou 2017 —— 267 (1.07,6.65) 7.83
Lindskrog 2023 -:—0— 15.80 (6.20, 40.20) 7.74
Tie 2020 —O:— 420 (1.50, 11.80) T7.29
Nordentoft 2024 : —— 3160 (1080, 9290) 7.09
Cecchini 2024 : * 11.70 (1.50,129.80) 3.35
Leal ) 2020 + 21.80(3.90,123.10) 4862
Subgroup, DL (I" = 69.8%, p = 0.005) '@ 992 (4.08, 24.12) 37.92
1
1
Hz—:tteroger'leitglr between groups: p = 0.349 :
Overall, DL (I = 61.9%, p < 0.001) <:"> 7.00 (428 11.45) 100.00

|
0078125

NOTE: Weights and between-subgroup heterogeneity test are from random-effects model

128

2B Subgroup analysis based on ctDNA detection timing (EFS)

detectiontime HR %
and author (95% ClI) Weight
precperative
Deutsch 2023 ——0—: 1.67 (0.55, 5.00) 18.84
Stecklein 2023 —E—O— 4.68 (1.93, 11.33) 22.45
Cailleux 2022 i + 53.00 (4.50, 624.00) 6.74
Leal 2020 o — 3.00 (1.30, 6.90) 23.34
Subgroup, DL (I2 = 56.8%, p = 0.074) <> 3.90 (1.65, 9.19) 71.37
|
:
baseline :
Rothé 2019 —b—é— 1.10 (0.30, 4.17) 15.84
Subgroup, DL (I2 =0.0%, p < 0.001) <>:- 1.10 (0.30, 4.10) 15.84
|
postoperative i
Liu 2023 : +- 6.67 (1.06, 25.00) 12.79
Subgroup, DL (I2 = 0.0%, p < 0.001) <:> 6.67 (1.37, 32.39) 12.79
!
Heterogeneity between groups: p = 0.169 i
Overall, DL (I2 = 51.9%, p = 0.065) <> 3.40 (1.67, 6.95) 100.00
| |
.0019531 1 512
NOTE: Weights and between-subgroup heterogeneity test are from random-effects model
2D Subgroup analysis based on ctDNA detection timing (PFS)
detectiontime HR %
and author (95% ClI) Weight
postoperative
McDuff 2021 —i—o— 11.56 (1.63, 82.25) 6.35
Hofste 2023 : * 10.90 (1.10, 106.70) 4.66
Cecchini 2024 : + 34.00 (2.60, 4758.00) 1.73
Subgroup, DL (I* = 0.0%, p = 0.866) Q 13.10 (3.28, 52.27) 12.74
|
preoperative i
Provencio 2022 —+— 3.85(1.08, 14.29) 14.63
Hofste 2022 ——O-E—— 2.78 (1.13, 6.83) 30.15
Ng 2023 ——0:—— 3.42 (1.39, 8.40) 30.15
Kfoury 2024 ——-OE-— 3.20(0.78, 13.00) 12.33
Subgroup, DL (I° = 0.0%, p = 0.979) <> 3.22 (1.90, 5.46) 87.26
i
Heterogeneity between groups: p = 0.063 E
Overall, DL (I* = 0.0%, p = 0.686) <> 3.85 (2.35, 6.30) 100.00
T
.0002441 1 4096

NOTE: Weights and between-subgroup heterogeneity test are from random-effects model

Supplement Figure 2 - Forest plots of studies demonstrating the association between circulating tumor DNA positivity and survival outcomes in solid cancer patients who received neoadjuvant treatment

across different ctDNA detection timing. (A) Disease-free survival/recurrence-free survival in baseline, preoperative, and postoperative settings. (B) Event-free survival in baseline, preoperative, and

postoperative settings. (C) Overall survival in baseline, preoperative, and postoperative settings. (D)Progression-free survival in preoperative, and postoperative settings. DFS/RFS, disease-free

survival/recurrence-free survival; OS, overall survival; EFS, event-free survival; PFS, progression-free survival; HR, Hazard ratio.



