A. Converstion rate

Study Events Total

treatment = ICI+TKI+Localtherapy

Bo,2025 36 40 ——
Wu,2024 22 22 —.
Hou,2024 33 33 ——.
Random effects model 95 -

Heterogeneity: 1% = 79.1%, 1° = 0.0283, p = 0.0083

treatment = ICl+Bevcizumab+Localtherapy
Yang,2024 194 273 —-

treatment = ICl or ICI+TKI :
Nakazawa,2024 36 36 —H

treatment = ICl+Localtherapy :
Li,2024 19 20 —i

Zhu,C,2023 20 20 ——
Wu,2022 23 24 —=

Random effects model 64 <
Heterogeneity: 1% = 21.6%, T2 = 0.0029, p = 0.2793 :

treatment = IClI :
Cheung,2023 19 20 —n

Marron, 2022 20 20 —m
Kaseb,2022 11 14 - ER—
Kaseb,2022 9 13 + :
Random effects model 67 “

Heterogeneity: 1% = 78.1%, 1° = 0.0545, p = 0.0033

treatment = ICI+TKI

Xia, 2022 17 18 —
Ho,2021 12 14 =+
Random effects model 32 ’

Heterogeneity: 12 = 0%, 1°= 0, p = 0.4009

Random effects model 567 ’

Heterogeneity: 1% = 89.6%, 1° = 0.0376, p < 0.0001 L
_ ) 04 0506 070809 1
Test for subgroup differences: Xz = 74.69, df =5 (p < 0.0001)

Proportion

0.90
1.00
1.00
0.99

0.71

1.00

0.95
1.00
0.96
0.98

0.95
1.00
0.79
0.69
0.90

0.94
0.86
0.91

0.95

95%-Cl Weight

[0.76;0.97] 7.9%
[0.85;1.00] 7.1%
[0.89; 1.00] 7.7%
[0.90; 1.00] 22.7%

[0.65;0.76]  9.0%

[0.90; 1.00] 7.8%

[0.75; 1.00] 6.9%
[0.83; 1.00] 6.9%
[0.79; 1.00] 7.2%
[0.92; 1.00] 21.1%

[0.75; 1.00] 6.9%
[0.83; 1.00] 6.9%
[0.49; 0.95] 6.3%
[0.39;0.91] 6.1%
[0.71; 1.00] 26.3%

[0.73:1.00] 6.8%
[0.57;0.98] 6.3%
[0.79: 0.98] 13.0%

[0.89; 0.99] 100.0%



B. ORR

Study Events Total Proportion 95%-CI Weight

treatment = ICl+Bevcizumab+Local therapy ;
Yang,2024 107 273 : - 0.39 [0.33;0.45] 17.7%

treatment = ICl+Local therapy :
Li,2024 8 20 + 0.40 [0.19;0.64] 11.7%

treatment = ICI+TKI :
Xia,2022 3 18 l 0.17 [0.04;0.41] 13.5%

Ho,2021 1 14 —I— 0.07 [0.00; 0.34] 15.0%
Random effects model 32 " 0.11 [0.00; 0.21] 28.5%

Heterogeneity: 12 = 0%, 1°= 0, p =0.3934

treatment = ICI

Marron,2022 3 20 —+ 0.15 [0.03;0.38] 14.1%
Kaseb,2022 0O 14 .— 0.00 [0.00;0.23] 16.7%
Kaseb,2022 3 13 I 0.23 [0.05; 0.54] 11.2%
Random effects model 47 ‘ 0.10 [0.00; 0.24] 42.0%

Heterogeneity: 1% = 60.6%, 1> = 0.0087, p = 0.0789

Random effects model 372 ‘ 0.20 [0.08; 0.32] 100.0%

Heterogeneity: 1% = 90.5%, 1° = 0.0208, p < 00001 T U
_ ) 0 0.10.2030.4050.6
Test for subgroup differences: x5 = 31.24, df = 3 (p < 0.0001)




C. DCR

Study Events Total Proportion 95%-CI Weight

treatment = ICI+TKI+Local therapy ;
Yang,2024 244 273 o 0.89 [0.85;0.93] 28.6%

treatment = ICl+Local therapy

Li,2024 19 20 —I— 0.95 [0.75;1.00] 13.9%

treatment = ICI+TKI :
Xia,2022 17 18 —I— 0.94 [0.73;1.00] 12.2%

Ho,2021 14 14 —l 1.00 [0.77;1.00] 14.7%
Random effects model 32 ‘ 0.98 [0.91; 1.00] 27.0%

Heterogeneity: 12 = 0%, 1°= 0, p =0.4349

treatment = ICI :
Marron,2022 20 20 —I 1.00 [0.83;1.00] 20.5%

Kaseb,2022 12 14 * 0.86 [0.57;0.98] 5.3%
Kaseb,2022 11 13 * 0.85 [0.55;0.98] 4.7%
Random effects model 47 ‘ 0.93 [0.82; 1.00] 30.5%

Heterogeneity: 1% = 47.3%, 1° = 0.0052, p = 0.1497

Random effects model 372 ‘ 0.94 [0.90; 0.99] 100.0%

. | | | | |
Heterogeneity: 1% = 50.0%, 1 = 0.0016, p = 0.0619
_ ) 06 07 08 09 1
Test for subgroup differences: x5 = 4.93, df = 3 (p = 0.1773)




Study Events Total

treatment = ICI+TKI+Local therapy

Bo0,2025 28 40
Wu,2024 21 22
Random effects model 62

Heterogeneity: 1% = 88.9%, 1° = 0.0288, p = 0.0027

treatment = ICl+Bevcizumab+Local therapy

Yang,2024 126 273

treatment = IClorICI+TKI
Nakazawa,2024 5 36

treatment = ICl+Local therapy

Li,2024 12 20
Zhu,C,2023 15 20
Wu,2022 20 24
Random effects model 64

Heterogeneity: 1% = 34.7%, 12 = 0.0045, p = 0.2160

treatment = ICI+TKI
Xia, 2022 6 18

Random effects model 453

Heterogeneity: 1% = 95.8%, 1° = 0.0708, p < 0.0001

D. mORR

‘

:
‘

Test for subgroup differences: xi =59.53, df =4 (p <0.0001)

0.2 04 06 0.8

1

Proportion

0.70
0.95
0.83

0.46

0.14

0.60
0.75
0.83
0.75

0.33

0.60

95%—Cl Weight

[0.53; 0.83] 12.6%
[0.77; 1.00] 13.2%
[0.58: 1.00] 25.9%

[0.40; 0.52] 13.4%

[0.05; 0.29] 13.0%

[0.36; 0.81] 11.6%
[0.51;0.91] 12.0%
[0.63; 0.95] 12.6%
[0.62; 0.88] 36.2%

[0.13; 0.59] 11.6%

[0.41; 0.79] 100.0%



E. mDCR

Study Events Total

treatment = ICI+TKI+Local therapy

Bo,2025 36 40 = '
Wu,2024 22 22 —
Random effects model 62 ‘

Heterogeneity: 1% = 68.3%, 1° = 0.0034, p = 0.0759

treatment = ICl+Bevcizumab+Local therapy
Yang,2024 244 273 —il—

treatment = IClorICI+TKI :
Nakazawa,2024 35 36 —

treatment = ICl+Local therapy

Li,2024 19 20 +
Zhu,C,2023 20 20 =l
Wu,2022 23 24 I—
Random effects model 64 -

Heterogeneity: 12 = 0%, 1°= 0, p = 0.6088

treatment = ICI+TKI
Xia,2022 17 18 =

Random effects model 453 ’

Heterogeneity: 1% = 54.9%, 12 = 0.0012, p = 00207 T
_ ) 0.75 0.8 0.85 0.9 0.95 1
Test for subgroup differences: x; = 10.13, df = 4 (p = 0.0383)

Proportion

0.90
1.00
0.96

0.89

0.97

0.95
1.00
0.96
0.98

0.94

0.95

95%—Cl Weight

[0.76:0.97] 8.9%
[0.85; 1.00] 14.6%
[0.86; 1.00] 23.5%

[0.85; 0.93] 20.2%

[0.85; 1.00] 16.0%

[0.75; 1.00] 8.6%
[0.83; 1.00] 13.4%
[0.79; 1.00] 10.8%
[0.93; 1.00] 32.8%

[0.73;1.00] 7.5%

[0.92: 0.99] 100.0%



Study Events Total

treatment = ICI+TKI+Local therapy

Bo,2025 13 40
Wu,2024 3 22
Random effects model 62

F. pCR

5
—:.

Heterogeneity: 1% = 69.5%, 1° = 0.0124, p = 0.0700

treatment = ICl+Bevcizumab+Local therapy

Yang,2024 18 273

treatment = ICl+Local therapy

Li,2024 2 20
Wu,2022 6 24
Random effects model 44

-

:’—

Heterogeneity: 1% = 45.3%, 1° = 0.0051, p = 0.1764

treatment = ICI+TKI

Xia, 2022 1 18
Ho,2021 1 14
Random effects model 32

Heterogeneity: 12 = 0%, 1°= 0, p = 0.8560

treatment = ICI
Marron,2022 3 20

Random effects model 431

. |
Heterogeneity: 1% = 59.1%, T° = 0.0045, p= 0.01066

-
-
=
-

| | |
01 0.2 03 04

Test for subgroup differences: xi =5.50, df =4 (p = 0.2401)

Proportion

0.32
0.14
0.23

0.07

0.10
0.25
0.16

0.06
0.07
0.06

0.15

95%-Cl Weight

[0.19; 0.49]
[0.03; 0.35]
[0.05; 0.42]

[0.04; 0.10]

[0.01; 0.32]
[0.10; 0.47]
[0.02; 0.31]

[0.00; 0.27]
[0.00; 0.34]
[0.00; 0.14]

[0.03; 0.38]

10.6%
10.8%
21.4%

22.5%

11.8%
8.6%
20.4%

14.3%
11.5%
25.8%

9.8%

0.13 [0.06; 0.19] 100.0%



G. MPR

Study Events Total Proportion 95%-CI Weight

treatment = ICl+Bevcizumab+Local therapy
Yang,2024 38 273 = 0.14 [0.10;0.19] 61.1%

treatment = IClorICI+TKI
Nakazawa,2024 2 36 —— 0.06 [0.01;0.19] 18.4%

treatment = ICl+Local therapy

Li,2024 6 20 + 0.30 [0.12;0.54] 2.6%
Wu,2022 2 24 —— 0.08 [0.01;0.27] 8.4%
Common effect model 44 i 0.13 [0.04; 0.23] 11.0%

Heterogeneity: 1% = 70.9%, 1° = 0.0166, p = 0.0640

treatment = ICI
Cheung,2023 3 20 + 0.15 [0.03; 0.38] 4.2%

treatment = ICI+TKI

Xia,2022 3 18 + 0.17 [0.04;0.41] 3.5%
Ho,2021 4 14 = 0.29 [0.08;0.58] 1.8%
Common effect model 32 ——— 0.21 [0.07; 0.35] 5.3%

Heterogeneity: 12=0%, 1°=0, p =0.4253

Common effect model 405 <@ 0.13 [0.10; 0.16] 100.0%

Heterogeneity: 12 = 35.5%, 12 = 0.0013, p = oas7a 0T
. ) 0 0.1 0.2 0.3 04 0.5
Test for subgroup differences: x, = 5.24, df = 4 (p = 0.2637)




Study Events Total

treatment = ICI+TKI+Local therapy

Bo,2025 36 40
Hou,2024 30 33
Random effects model 73

Heterogeneity: 12 = 0%, 1°= 0, p = 0.8953

treatment = ICl+Local therapy

Li,2024 20 20
Wu,2022 13 24
Random effects model 44

Heterogeneity: 1% = 95.9%, 1° = 0.2651, p <0.0001

treatment = ICI+TKI

Xia, 2022 16 18
Ho,2021 14 14
Random effects model 32

Heterogeneity: 1% = 72.5%, 1° = 0.0419, p = 0.0565

treatment = ICI

Marron,2022 6 20
Kaseb,2022 12 14
Kaseb,2022 10 13
Random effects model 47

Heterogeneity: 1% = 85.9%, 12 = 0.0903, p = 0.0008

Random effects model 196

Heterogeneity: 1% = 87.5%, 1° = 0.0887, p < 0.0001I
02 04 06 0.8
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Test for subgroup differences: xg =3.49,df =3 (p = 0.3221)

1

Proportion

0.90
0.91
0.90

1.00
0.54
0.87

0.89
1.00
0.97

0.30
0.86
0.77
0.65

95%-Cl Weight

[0.76; 0.97]
[0.76; 0.98]
[0.83; 0.96]

[0.83; 1.00]
[0.33; 0.74]
[0.20: 1.00]

[0.65; 0.99]
[0.77; 1.00]
[0.76: 1.00]

[0.12; 0.54]
[0.57; 0.98]
[0.46; 0.95]
[0.29; 0.93]

11.9%
11.7%
23.6%

11.2%
11.4%
22.6%

11.0%
10.6%
21.6%

11.2%
10.6%
10.5%
32.2%

0.85 [0.67; 0.96] 100.0%



|. SAE

Study Events Total

treatment = ICI+TKI+Local therapy
B0,2025 10 40

_.._
Hou,2024 8 33
Common effect model 73 t
Heterogeneity: 12 = 0%, 1°= 0, p =0.9404

treatment = ICl+Local therapy
Li,2024 8 20 +

treatment = ICI+TKI

Xia, 2022 3 18 i
Ho,2021 2 14 i
Common effect model 32 -l

Heterogeneity: 12 = 0%, 1°= 0, p =0.8528

treatment = ICI

Marron,2022 2 20 —B
Kaseb,2022 6 14 -
Kaseb,2022 3 13 =

Common effect model 47 &

Heterogeneity: 12 = 61.1%, 1° = 0.0165, p = 0.0764

Common effect model 172 D g

Heterogeneity: 12 = 27.9%, 12 = 0.0024, p = 02056 ' U
_ ) 0.10.20.30.4050.60.7
Test for subgroup differences: x5 = 4.53, df = 3 (p = 0.2099)

Proportion 95%-Cl

0.25 [0.13; 0.41]
0.24 [0.11; 0.42]
0.25 [0.15; 0.35]

0.40 [0.19; 0.64]

0.17 [0.04; 0.41]
0.14 [0.02; 0.43]
0.16 [0.03; 0.28]

0.10 [0.01; 0.32]
0.43 [0.18; 0.71]
0.23 [0.05; 0.54]
0.18 [0.08; 0.28]

0.22 [0.16; 0.28]

Weight

19.9%
16.7%
36.6%

7.8%

12.1%
10.7%
22.7%

20.7%
5.3%
6.8%

32.9%

100.0%



