A. Adverse event — AST/ALT elevation, any grade
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B Adverse event — AST/ALT elevation, = grade 3

*AST/ALT_elevation_23

Number of Proportion  Weight
Study successes _Total with 95% CI (%)
Lenvatinib H
Kimura, et al. (2024) 3 13 & 0.23[ 0.00, 0.46] 3551
Yano, et al, (2023) 0 2 - 002[ 0.00, 0.07) 6449

Heterogeneity: 1 = 0.01, I = 67.50%, H' = 300~ — 0.09(-0.10, 0.29]
Tost of 8= 0; Q(1) = 3.08, p = 0.08 H
Testof 8=0:2=0.94,p=0.35

Overall ———— 0.09(-0.10, 0.29)
Heterogeneity: T = 0.01, I = 67.50%, H' = 3.08 i

Testof8=0:2=094, p=035

Test of group differences: Qu(0) = -0.00, p =

Random-effects REML model

Supplementary Figure 1 Adverse event-AST/ALT elevation. A: Any grade; B: > grade 3.

A. Adverse event — Bilirubin elevation, any grade

Bilirrubin_elevation_any_grade

Number of Proportion Weight
Study successes Total with 95% CI (%)

Lenvatinib
Kimura, et al. (2024) 5 13 ——— M@ 038[0.12, 0.65] 100.00
Heterogeneity: 1" = 0.00, I = %, H’=. —————— 0,38 [ 0.12, 0.65]

Test of 8 = 8: Q(0) = 0.00, p =
Testof 8=0:z=2.85,p=0.00

overall — 038 [ 0.12, 0.65]

Heterogeneity: = 0.00, = %, H=.
Testof ©=0:z=2.85, p=0.00

Test of group differences: Qu(0) = 0.00, p = .
Random-effects REML model
B. Adverse event — Bilirubin elevation, =2 grade 3

Bilirrubin_elevation_z3

Number of Proportion Weight
Study Total with 95% CI (%)
Lenvatinib
Kimura, et al. (2024) 0 13 L 0.04[ 0.00, 0.13] 100.00

Heterogeneity: 1 = 0.00, I’ = %, H’ = — (.04 [ -0.06, 0.13]
Test of 8 = 6: Q(0) = 0.00, p = i
Testof8=0:z2=0.72, p=0.47 H

Overall :-: 0.04[-0.08, 0.13]
Heterogeneity: =000, 1= %, H = |
Testof@=0:2=0.72,p =047

Test of group differences: Qu(0) = 0.00, p = .

Random-effects REML model

Supplementary Figure 2 Adverse event-bilirubin elevation. A: Any grade; B: > grade 3.



A. Adverse event — Thrombocytopenia, any grade

Thrombocytopenia_any_grade

Number of Proportion  Weight
Study successes_Total wih95% Cl (%)
Lenvatinib
Hirsoka, etal.(2023) & 101 | | 0.03[ 000, 0.08] 35.00
Kimura, et al. (2024) 9 13 ——— 069] 044, 094] 30.84
Yano, etal. (2023) 0.08[ 000, 0.18] 3417
Heterogeneity: 7' =0.12, — 0.25[-0.15, 065]
Testof
Testof8=0:2=123,p=022
Overall e 025(-0.15, 065]
Heterogeneity: 1 = 0.12, I' = 07.62%, H = 41.05
Testof8=0:2=123,p=022
Test of group differences: G4(0) = 0.00, p = .

o s i

Random-effects REML model

B. Adverse event — Thrombocytopenia, = grade 3

Thrombocytopenia _23

Number of Proportion Weight
Study Total with 95% CI (%)
Lenvatinib
Hiracka, et al. (2023) 3 101 0.03[0.00, 0.06] 81.72
Kimura, et al. (2024) 1 13 ——4—=——————————008[0.00, 0.22] 4.27
Yano, et al. (2023) 1 24 —— 0.04[0.00, 0.12] 14.02
Heterogeneity: T = 0,00, I = 0,00%, H' = 1.00 o 0.03[0.00, 0.06]
Test of 6, = 6; Q(2) = 0.44, p = 0.80
Testof 8=0:z=2.19, p =0.03
Overall . 0.03 [ 0.00, 0.06)
Heterogeneity: 1* = 0.00, I’ = 0.00%, H' = 1.00
Testof8=0:2=2.19, p=0.03
Test of group differences: Q,(0) =0.00,p = .

Random-effects REML model

Supplementary Figure 3 Adverse event - thrombocytopenia. A: Any grade; B: > grade
3.

A. Adverse event — Diarrhea, any grade B. Adverse event — Diarrhea, 2 grade 3
Diarrhea_any_grade Diarrhea _23

Number of Proporion  Weight Number of Proportion Weight
Study successes Total with 95% CI (%) Study successes Total with 95% CI (%)
Cabozantinib Cabozantinib
Falette-Pulseux. et al. (2023) 1 4 025[000. 067] 416 Falette-Pulseux, et al (2023) 1 4 025[ 000 067] 015
Kuzuya, et al. (2023) 6 19 032[ 011, 052] 10.09 Kuzuya, et al. (2023) 1 19 0.05[ 0.00. 0.15] 271
Heterogeneity. 1" = 0.00, I = 0.00%, H' = 1.00 030[012 049] Heterogeneity: 1" = 0.00, I’ = 0.00%, H' = 1.00 006[-0.03, 0.16]

Testof 8 =8:Q(1)=079,p=038
Testof 8=0:z=127,p=021

Testof 6,=8:Q(1)=007,p=079
Testof8=0:2=317,p=000

Lenvatinib Lenvatinib
Muto, et al (2023) 5 20 025[006, 0.44] 1096 Muto, et al. (2023) 1 20 0.05[ 000, 0.15] 299
Falette-Puiseux, et al. (2023) 1 8 012000, 035] 923 Falette-Pulseux, ot al. (2023) 0 8 0.06[ 000 021 122
Hiraoka, et al. (2023) 1 101 001[000, 0.03] 1839 Hiraoka, et al. (2023) 1 101 0.01[ 0.00, 0.03] 7328
Kimura, ot al. (2024) 4 13 031006 056] 840 Kimura, et al. (2024) 0 13 004 000, 0.13] 2389
Yano, et al. (2023) 10 24 042[022 061] 1061 Yano, et al. (202}) ) ‘7 24 004[ 000 012] 427
Heterogeneity 1 = 0.02, =79 41%, H' = 4.86 020[0.05, 0.36] Heterogeneity: 1° = 0.00, I' = 0.00%. H' = 1.00 0.01[-0.00, 0.03]
Test of 8 = 8 Q(4) = 28.07. p = 0.00 Testof 8. = 6 Q(4) = 1.66, p = 0.80
Testof8=0:2=254,p=001 Testof6=0:z=158p=011
Regorafenib Regorafenib
Falette-Pulseux, et al (2023) 4 2 014001, 026] 1423 Ealalia Pulsmuc, ot al. 02 1 2 003] 000, 0.10] 620
Heterogeneity: 1 = 0,00, ' = %, H' = 0141001, 0.26] Halbcoganelly: 1. =000, s W, H:s 0.03(-0.03, 0.10)
Test of 8= 8 (0) = 0.00, p = Testof 8 =6, Q(0) =-0.00.p=
Testof8=0:2=2.15,p=0.03 Testof©=0:z=102 p=031
of8=02=215,p=

Sorafenib Sorafenib
£ |"" ':,"h ! (2023 i ” T — Falette-Pulseux, et al. (2023) 2 a1 005( 000. 0.11] 628
it _) . L i Heterogeneity: 1’ = 0.00, I = %. H'= 0.05(-0.02, 0.11)
Heterogeneity: 1" = 0.00, ' = %, H' = ’. 024011, 0.38] TR o D) & o0
:ssm::-: QK?E;MO:;D ' Testof6=0:2=145p=015
festof@=0.2= .p= '

: Overall 0.02[ 0.00. 0.04)

Overall <> 021101, 0.31) Heterogeneity: 1° = 0.00, I’ = 0.00%, H’ = 1.00
Heterogeneity: 1= 0.01, I = 74 75%, H' = 3.96 ' Tostof 8= 0:2 =228, p = 0.02
Testof=0:2=412,p=0.00 :

Test of group differences: Q.(3) = 2.02, p = 0.67
Test of group differences: Q.(3) = 247, p=0.48

o 2 4 $ Random-effects DerSimonlan-Laird mode!
Random-effects REML model

Supplementary Figure 4 Adverse event - diarrhea. A: Any grade; B: > grade 3.



A. Adverse event — Anorexia, any grade

Anorexia_any_grade

Number of Proportion Weight

Study Total with 95% CI (%)
Cabozantinib H

Kuzuya, et al. (2023) 10 19 e 0.53[0.30, 0.75) 15.90
Heterogeneity: ' =0.00, I' = %, H' = ———  0.53[0.30, 0.75]

Testof 6 =8: Q(0)=0.00,p=.

Testof 8 =0:2=4.59, p =0.00 .

Lenvatinib .

Muto, et al. (2023) 8 20 1] 0.40(0.19, 0.61] 16.85
Hiraoka, et al. (2023) 27 101 0.27[0.18, 0.35] 36.11
Kimura, et al. (2024) 5 13 0.38(0.12, 0.65] 1268
Yano, et al. (2023) 1 24 0.46[0.26, 0.66) 18.47

Heterogeneity: 1" = 0.00, I' = 35.69%, H' = 1.55
Testof 8 =8:Q(3)=4.03,p=026
Testof 8=0:2=6.28,p=0.00

0.35[0.24, 0.46)

Overall
Heterogeneity: 1° = 0,01, I = 44,88%, H’ = 1.81
Testof @=0:2=6.76, p = 0.00

038[0.27, 0.49)

Test of group differences: Qu(1) = 1.99, p = 0.16

Random-effects REML model

B. Adverse event — Anorexia, = grade 3

Anorexia_23
Number of Proportion Weight
Study Total with 95% Cl (%)
Cabozantinib i
Kuzuya, et al, (2023) 1 19 : 0.05[ 0.00, 0.15] 14.88

Heterogeneity: 1 = 0.00, I 5
Tost of 8, = 8;: Q(0) = 0.00,p =
Testof 0=0:2= 1.03, p = 0.30

0.05(-0.05, 0.15)

Lenvatinib

Muto, et al. (2023) 1 20 0.05[ 0.00, 0.15] 16.45
Hiraoka, et al. (2023) 10 101 0.10[ 0.04, 0.16) 44.22
Kimura, et al, (2024) 0 13 0.04[ 0.00, 0.13] 1588
Yano. et al. (2023) 3 24 0.12[ 0.00, 0.26) 857

Heterogeneity: 1° = 0.00, I’ = 0.03%, H' = 1.00
Tost of 8, = 8;: Q(3) = 2,03, p = 0.57
Testof@=0:2=3.75 p = 0.00

008[ 0.04, 0.12)

Overall
Heterogeneity: ' = 0.00, I’ = 0.01%, H' = 1.00
Testof 0= 0:2 = 3.86, p = 0.00

0.08[ 0.04, 0.11)

Test of group differences: Q,(1) = 0.25, p = 0.62

Random-effects REML model

Supplementary Figure 5 Adverse event - anorexia. A: Any grade; B: > grade 3.



A. Adverse event — Proteinuria, any grade

Proteinuria_any_grade
Number of Proportion Weight
Study successes _Total with95%Cl (%)
Cabozantinib H
Kuzuya, et al. (2023) 8 19 042(020, 064] 1627

Helemoone-ty'v:=000 3
Testof 8 =9:0(0)=0.00,p=
Testof 8=0:2=3.72, p=0.00

B. Adverse event — Proteinuria, 2

e (.42 [ 0.20, 0.64]

Lenvatinib

Mato, etal. (2023) 8 2 - 040[0.19, 061] 1690

Hraoka,etal (2023) 17 101 L S 0.17[0.10, 0.24] 3365

Kimura, et al. (2024) 5 13 i 038[0.12, 0.65] 13.09

Yano, etal. (2023) 7 ] ] 029(0.11, 0.47] 20.10

Heteroganeity: 1 = 0.01, I' = 53.94%, H =2.17 e 028(0.15, 0.40]

Testof 6 = 6; 0(3) = 6.69,p = 0.08

Testof6=0:2=4.35,p=0.00 H

Overall 030[0.18, 0.42]

Heterogeneity: 1 = 0,01, I' = 55,34%, H = 2.24

Testof §=0:2=503,p=0.00

Test of group differences: Qu(1) = 124, p=0.27

0 2 4 6
Random-effects REML model
grade 3
Proteinuria_23
Number of Proportion Weight
Study successes Total with 95% CI (%)
Cabozantinib H
Kuzuya, ot al. (2023) 8 19 ; - 032([0.11,052] 6.15
Heterogeneity: 1' = 0.00, I’ = 9%, H'=. ——— 0.32[0.11, 0.52)
Test of 8, = 8; Q(0) = 0.00,p =. :
Testof 0 = 0:2 = 2.06, p = 0.00
Lenvatinib :
Muto, et al. (2023) 2 20 - 0.10(0.00, 0.23] 1555
Hiraoka, et al, (2023) 13 101 .’ 0.13[0.06, 0.19] 63.00
Kimura, et al. (2024) 3 13 - 023000, 0.46] 5.12
Yano, et al. (2023) 5 24 e 0.21[0.05, 0.37] 10.18
Heterogeneity: T’ = 0.00, I’ = 0.01%, H’ = 1.00 < 0.14[0.08, 0.19]
Testof 6, =8 Q(3) = 1.75,p = 0.63 :
Test of 8 = 0: z = 5.06, p = 0.00 '
Overall * 0.15[0.10, 0.20]
Heterogeneity: 1° = 0.00, I’ = 0.00%, H’ = 1.00 :
Tostof 8= 0: 2= 5.64, p = 0.00
Test of group differences: Q.(1) = 2.60, p = 0.11 H
2 ) 6

Random-effects REML model

Supplementary Figure 6 Adverse event - proteinuria. A: Any grade; B: > grade 3.



A. Adverse event — Fatigue, any grade

Fatigue_any_grade

Number of Proportion  Weight
Study successes _Total vith 95% CI (%)
Cabozantinib ¥
Falette-Pulseux, et al. (2023) 2 4 —————#———————050[001, 099 497
Kuzuya, et al. (2023) 8 19 = } 042020, 064] 11.15
Heterogeneity: 1 = 0.00, I = 0.00%, H' = 1.00 —~ 0.43[0.23, 0.64]
Test of 8= Q(1) = 0.08, p = 0.77 !
Testof8=0:2=421,p=0.00 [

1
Lenvatinib i
Muto, et al. (2023) 8 20 R 040019, 061) 11.38
Falette-Pulseux, et al. (2023) 6 8 —————0.75[ 045, 1.00] 881
Hiraoka, et al. (2023) 2 101 E B 022[0.14, 0.30] 15.46
Kimura, et al. (2024) 8 13 —— 062035, 0.88] 9.83
Yano, et al. (2023) 1% 24 - - 058039, 0.78] 11.96
Heterogeneity: 1* = 0.04, I = 80.20%, H' = 5.05 g 0491029, 0.68]
Test of 6 =6 Q(4) = 26.20, p = 0.00 f
Testof8=0:2=495p=0.00 :

h
Regorafenib i
Falette-Pulseux, et al. (2023) 16 29 o 055[0.37. 0.73] 12.49
Heterogeneity: 7 = 0.00, I' = %, H' = e 055[037, 0.73]
Test of 8= 8: Q(0) =-0.00,p = 1
Testof8=0:2=597,p=0.00 ;

H
Sorafenib ;
Falette-Pulseux, et al. (2023) 30 4 . —H—  073[060,087] 1395
Heterogeneity: 7= 0.00, I' = %, H' = | <@ 073[060, 087]
Test of 6,=6: Q(0)=0.00, p = !
Testof 6= 0:2= 10.57, p=0.00 i

i
Overall * 052[039, 065]
Heterogeneity: 1° = 0.03, I = 76.42%, H' = 4.24 '
Testof 8=0:2=7.76,p=0.00 !
Test of group differences: Q(3) =7.74, p=0.05 i

0 5 1

Random-effects REML model

B. Adverse event — Fatigue, = grade 3

Fatigue_23

Number of Proportion  Weight
Study successes Total with 95% CI (%)
Cabozantinib '
Falette-Pulseux, et al. (2023) 1 4 025[ 0.00,067] 044
Kuzuya, et al. (2023) 2 19 0.11[ 0.00, 0.24] 4.19
Heterogeneity: 1° = 0.00, I = 0.00%, H* = 1.00 012[-0.01, 0.25]
Test of 8, = 8- Q(1) = 0.40, p = 0.52
Testof§=0:2=1.78,p=0.08
Lenvatinib
Muto, et al. (2023) 1 20 0.05[ 0.00, 0.15] 875
Falette-Pulseux, et al. (2023) 1 8 012 0.00, 0.35] 152
Hiraoka, et al. (2023) 6 101 0.06 0.01, 0.11] 3754
Kimura, et al. (2024) 0 13 0.04] 0.00, 0.13] 8.45
Yano, et al. (2023) 6 24 025[ 008, 0.42] 266
Heterogeneity: 1" = 0.00, I' = 0.00%, H' = 1.00 0.06( 0.03, 0.10]
Test of 6, =8;: Q(4) = 5.14, p=0.27
Testof 6= 0:2=3.46, p=0.00
Regorafenib
Falette-Pulseux, et al. (2023) 1 29 0.03[ 0.00, 0.10] 18.09
Heterogeneity: 1" = 0.00, ' = %, H' = . 0.03[-0.03, 0.10]
Test of 8 =8;: Q(0) =-0.00,p =
Testof8=0:2=1.02,p=031
Sorafenib
Falette-Pulseux, et al. (2023) 2 4 0.05[ 0.00, 0.11] 18.36
Heterogeneity: T = 0.00, I' = %, H = 0.05[-0.02, 0.11]
Test of =8 Q(0) =0.00, p=
Testof6=0:2=1.45p=015

0.06[ 0.03, 0.09]

Heterogeneity: 1"
Testof8=0:2 =4

Overall &
E ]
'
]
:
:
!

Test of group differences: Q:(3) = 152, p=0.68

Random-effects REML model

Supplementary Figure 7 Adverse event - fatigue. A: Any grade; B: > grade 3.

A. Adverse event — Hypertension, any grade

Hypertension_any_grade

Number of Proportion  Weight
Study successes_Total with95% Cl (%)
Cabozantinib

Falette-Pulseux. et al. (2023) 1 4 025[ 000, 067) 481
Kuzuya, et al. (2023) 3 19 0.16[ 0.00. 032 11.41
Heterogeneity. 1° = 0.00, I = 0.00%, H* = 1.00 047 002, 032)
Testof 8. =6 Q(1)=0.16.p = 069

Testof6=0z=218,p=003

Lenvatinib

Muto, et al. (2023) 2 20 010[ 000, 023 1248
Falette-Puiseux. et al (2023) 2 8 025[ 000, 055 729
Hiraoka, et al. (2023) 14 101 014] 007, 021) 1426
Kimura, et al. (2024) 1 13 008[ 0.00, 022] 1205
Yano, etal. (2023) 15 2 ~062( 043, 082 1042
Heterogeneity: 1° = 0.0, I' = 89.69%, H' =970 0.23[ 0.03. 0.43]
Testof 8 =6, Q(4) =24.92,p = 0.00

Testof8=0:2=227.p=002

Regorafenib

Falette-Pulseux. et al. (2023) 1 29 0.03[ 0.00. 0.10) 1428
Heterogeneity. 1= 0.00, I = %, H' = 0.03[-0.03, 0.10]
Testof@ =6:Q(0)=-000,p=

Testof8=02=102,p=031

Sorafenib

Falette-Pulsoux. et al. (2023) 7 4 047[ 0.06. 029 1299
Heterogeneity: 1= 0.00, ' = %, H' = 017[ 0.06, 0.29)
Testof 8 =6, Q(0)=0.00,p=

Testof6=0:2=291,p=0.00

Overall 0.18( 007, 0.29]

Heterogeneity 1 = 0.02, I' = 8532% H' = 6.81
Testof 8=0:2=3.16,p =0.00
Test of group differences: Q.(3) = 7.51,p = 0.06

Random-effects REML model

B. Adverse event — Hypertension, = grade 3

Hypertension_23

Number of Proportion  Weight
Study successes_Total wth95% Cl (%)
Cabozantinib

Falette-Pulseux, ot al (2023) 0 4 010( 000, 035 068
Kuzuya, et al (2023) 0 19 003( 000, 009 997
Heterogenelty: 1= 0,00, ' = 0.01%, H' =100 003(-0.04, 0.10]
Testof8 =6 (1) =029,p=059

Testoi6=0:2=088.p=033

Lenvatinib

Muto, et al (2023) 0 2 002[ 000, 009] 1098
Falotto-Pulseux. ot al (2023) 0 8 006( 000,021 209
Hiraoka, etal (2023) 5 101 005[ 001, 009] 2607
Kimura, et al. (2024) ] €] 004] 000, 013 494
Yano, etal. (2023) 4 2 047( 002,032 210
Heterogeneity. = 0.00, ' = 0.01%, H' = 1.00 005] 002, 0.08]
Testof 6,28, Q4) =304.p =055

Testof 6=0:2=293, p=0.00

Regorafenib

Falette-Pulseux, et al (2023) 0 2 002( 000, 006 2224
Heterogenety 1= 000, ' = % H'= 0.02(-0.03, 0.06]
Testof 8 =8 Q(0) = 0,00, p=

Testol8=0:2=071,p=048

Sorafenib

Falette-Pulseux. et al (2023) 1 # 002( 000, 007 2093
Heterogenetty: 1 =0.00,'= %, H' = 0.02[-002. 0.07]
Tostof 6= 6 Q(0)=0.00.p=

Testof=0:2=101,p=031

Overall 003{ 001, 0.06]

Heterogenety. 1’ = 0.00, I = 0.05%, H' = 1.00
Testof 8=0:2=308.p =000

Test of group differences: Qu(3) = 142, p=070

Random-effects REML model

Supplementary Figure 8 Adverse event - hypertension. A: Any grade; B: > grade 3.



A. Adverse event — Nausea, any grade

Nausea_ any grade

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib :
Kimura, et al. (2024) 1 13 L] 0.08 [ 0.00, 0.22] 100.00

Heterogeneity: 1° = 0.00, I’ = %, H® = | ————— i —— (.08 [ -0.07, 0.22]
Testof 8 = 6: Q(0) =-0.00, p = . :
Testof 8=0:z=1.04, p=0.30

Overall —— 0.08 [ -0.07, 0.22]
Heterogeneity: T=0.00,1 =.%,H =. :
Testof 8=0:z=1.04, p=0.30

Test of group differences: Qu(0) =-0.00, p = .

Random-effects REML model

B. Adverse event — Nausea, 2 grade 3

Nausea_=3
Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib
Kimura, et al. (2024) 0 13 O 0.04 [ 0.00, 0.13] 100.00

Heterogeneity: T° = 0.00, I = %, H’ = — 0.04 [-0.06, 0.13]
Testof @ = 6: Q(0)=0.00,p = . i
Testof 8=0:z=0.72, p =047 :

overall —— 0,04 -0.06, 0.13]
Heterogeneity: = 0.00, I’ = %, H =, :

Testof@=0:z=072, p=047 i
Test of group differences: Qu(0) = 0.00, p =. i

Random-effects REML model

Supplementary Figure 9 Adverse event - nausea. A: Any grade; B: > grade 3.



A. Adverse event — Anemia, any grade

Anemia_any_grade

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib :
Kimura, et al. (2024) 7 13 : -0.54[0.27, 0.81] 100.00

: L]
Heterogeneity: T = 0.00, I° = .%, H’ = . e —— (.54 [ 0.27, 0.81]
Testof 8 = 8 Q(0)=0.00,p = .
Testof8=0:z=3.89, p=0.00 :

overall —— 0.54 [ 0.27, 0.81]
Heterogeneity: 1° = 0.00, I° = %, H’ = . ;
Testof 8=0:z=3.89, p=0.00

Test of group differences: Q.(0) =0.00, p=.

Random-effects REML model

B. Adverse event — Anemia, = grade 3

Anemia =23
Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib I
Kimura, et al. (2024) 0 13 . 0.04 [ 0.00, 0.13] 100.00

Heterogeneity: T° = 0.00, I’ = %, H’ = S—— (.04 [ -0.06, 0.13]
Test of 8 = 8;: Q(0) = 0.00,p = . i

Testof8=0:z2=0.72, p=047 :

Overall ————— .04 [-0.06, 0.13]
Heterogeneity: = 0.00, IF= %, H =
Testof@=0:z2=072,p=047

Test of group differences: Qu(0) = 0.00, p=.

Random-effects REML model

Supplementary Figure 10 Adverse event - anemia. A: Any grade; B: > grade 3.



A. Adverse event — Hand—foot syndrome, any grade B. Adverse event — Hand—foot syndrome, = grade 3

Hand-Foot_Syndrome_any_grade Hand-Foot_Syndrome_23
Number of Proportion  Weight Number of Proportion  Weight
Study successes Total with 95% CI (%) Study successes Total with 95% CI (%)
Cabozantinib 1 Cabozantinib !
Falette-Pulseux. et al. (2023) 1 4 025[000. 0.67] 5389 Falette-Pulseux, et al. (2023) 1 4 A:— 025 000, 067 023
Kuzuya, et al. (2023) g 19 0.37[0.15, 0.59] 11.18 Kuzuya, etal. (2023) 1 19 -la 0.05[ 0.00, 0.15] 405

Heterogeneity: 1 = 0.00, I' = 0.00%, H’ = 1.00
Test of 6. = 6:: Q(1) = 0.24, p = 0.63
Test of 6 = 0: 2 =3.49, p = 0.00

0.34[0.15, 0.54] 0.06(-0.03, 0.16]

Heterogeneity: 1° = 0.00, I' = 0.00%, H’ = 1.00
Testof6,=6:Q(1)=0.79,p=0.38
Testof6=0:2=127,p=021

T,“.._“.

Lenvatinib .
Muto, et al. (2023) 7 20 0.35[0.14, 0.56] 11.44 Userintiold

Falette-Pulseux, et al. (2023) 4 8 050(0.15, 0.85) 7.49 Muto, etal. (2023) 0 : 0.02[ 000, 0.09] 960
Hiraoka, et al. (2023) 2 101 0.02[0.00, 0.05] 1627 Falette-Pulseux, etal 2023) 0 8 e 006[ 0.00, 021 1.82
Kimura, et al. (2024) 5 13 038[0.12, 065 969 Hiraoka, et al. (2023) 2 0 W 0.02[ 0.00, 0.05] 5522
Yano, etal. (2023) i 24 0.29[0.11, 0.47] 1235 Kimura, et al. (2024) 0 13 {- 004 000, 013 432
Heterogeneity: T = 0.03, I = 80.51%, H' = 5.13 0.27[0.09, 0.45] Yano, etal. (2023) 0 24 = 0.02 0.00, 0.07) 1356

Heterogeneity: 1" = 0.00, I' = 0.04%, H' = 1.00
Test of 6, =6: Q(4) =030, p=0.99
Testof8=0:2=195,p=0.05

Test of 8. = 8: Q(4) = 31.18, p = 0.00 0.02[-0.00, 0.04)

Testof8=10:2=3.01,p=0.00

e

Regorafenib
Falette-Pulseux, et al. (2023) 13 29 045[027, 063] 1238 Regorafenib
Heterogeneity: 1= 0.00, I' = %, H' = 045[027, 0.63) Falette-Pulseux, etal. 2023) 2 9 e 007[ 0.00, 0.16] 480
Test of 6. = 8 Q(0) = 0.00, p = Heterogeneity: T = 0.00, g < 0.07(-0.02, 0.16)
Testof 6 =0:z=4.85 p=000 Test of 8= 6, Q(0) =-0.00,p = |
Testof8=0:2=147,p=0.14 i
Sorafenib i
Falette-Pulseux, et al. (2023) 2 M 054[038, 069] 1332 Soraborih |
e 2 |
Heterogeneity: T =0.00, I' = %, 0.54[0.38, 0.69] Falette-Pulseux, et al. (2023) 3 4 e 007[ 000, 0.15] 642
Test of 6, =8 Q(0) = 0.00,p = Heterogenaity: 1= 0,00, = %, P 0.07[-0.01, 0.15)
Testof 8=0:2=6.89, p=0.00 Testof 8.=6:Q(0)=0.00,p= '
Testof§=0:2=180,p=007 |
Overall 0.34[021, 0.47) !
Heterogeneity: 1 = 0.03, I = 80.59%, H" = 5.15
M S e Overall + 0.03[ 0.01, 0.05
4B Heterogeneity: T = 0,00, I' = 0.01%, H* = 1.00 '
Test of group differences: Q:(3) = 5.57. p = 0.13 Testof8=0:2=283,p=0.00 i
. |
|
B Test of group differences: Q:(3) = 2.7, p = 0.43 '
Random-effects REML model J;E—Q—Sﬁ

Random-effects REML model

Supplementary Figure 11 Adverse event - hand-foot syndrome. A: Any grade; B: >
grade 3.



A. Adverse event — Hypothyroidism, any grade

Hypothyroidism_any_grade

Number of Proportion Weight
Study successes Total with 95% CI (%)
Cabozantinib H
Kuzuya, et al. (2023) 6 19 : = 0.32[0.11, 0.52] 2173
Heterogeneity: ¥ = 0.00, I’ = %, H' = | ——mE— 0.32[ 0.11, 0.52]

Testof 8 = 6, Q(0) = 0.00,. p =
Testof 8 =0: 2= 296, p=0.00

Lenvatinib

Muto, et al. (2023) 3 20 - 0.15[0.00, 0.31] 32.79
Kimura, et al. (2024) 6 13 - 0.46[0.19, 0.73] 14.27
Yano, et al. (2023) s 24 - 0.21[0.05, 0.37] 31.21
Heterogeneity: T = 0.01, I = 44.66%, H’ = 1.81 =T 0.24 [ 0.09, 0.38]

Testof 6, = 6;: Q(2) = 3.84, p = 0.15

Testof @ =0:z=3.19, p = 0.00

Overall . 0.25[0.14, 0.36]

Heterogeneity: 1 = 0.00, I’ = 26.54%, H’ = 1.36
Testof @ =0:2=4.38, p=0.00

Test of group differences: Q1) = 0.36, p = 0.55

Random-effects REML model

B. Adverse event — Hypothyroidism, = grade 3

Hypothyroidism_23

Number of Proportion Weight
Study successes Total with 95% CI (%)
Cabozantinib
Kuzuya, et al. (2023) 0 19 0.03[ 0.00, 0.09] 28.07

Heterogenelty: T = 0.00, I = %, H =
Testof 6,=6,:Q(0)=0.00,p=.
Testof6=0:2=0.72, p=047

0.03 [ -0.04, 0.09]

Lenvatinib

Muto, et al. (2023) 1 20 0.05( 0.00, 0.15] 14.41
Kimura, et al. (2024) 0 13 0.04 [ 0.00, 0.13] 13.91
Yano, et al. (2023) 0 24 m 0.02[ 0.00, 0.07] 4362
Heterogeneity: T’ = 0,00, I = 0.01%, H = 1.00  ——euu— 0.03[-0.01, 0.07]
Testof 8, = 8: Q(2) = 0.31, p = 0.86

Testof6=0:2=1.33,p=0.18 :

Overall e 0.03[-0.01, 0.06]

Heterogeneity: 1" = 0.00, I = 0.03%, H' = 1.00
Testof86=0:2=151,p=0.13

Test of group differences: Q.(1) = 0.01, p = 0.92

Random-effects REML model

Supplementary Figure 12 Adverse event - hypothyroidism. A: Any grade; B: > grade 3.



A. Adverse event — Neutropenia, any grade

Neutropenia_any_grade

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib
Kimura, et al. (2024) 4 13 . 0.31[0.06, 0.56] 100.00
Heterogeneity: T° = 0.00, I = %, H’ = . ———— (.31 [ 0.06, 0.56]

Testof 6 =6,: Q(0)=0.00,p=.
Testof 8 =0: z=2.40, p = 0.02

Overall e (.31 0.06, 0.56]
Heterogeneity: T= 0.00, = %, H=.
Testof 8 =0:z=2.40, p = 0.02

Test of group differences: Q:(0) = 0.00,p=. H

Random-effects REML model

B. Adverse event — Neutropenia, 2 grade 3

Neutropenia_23

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib
Kimura, et al. (2024) 0 13 ‘ 0.04[ 0.00, 0.13] 100.00

Heterogeneity: 7° = 0.00, I = .%, H -——*—— 0.04 [-0.06, 0.13]

Test of 8, = 8: Q(0) = 0.00, p =.
Testof 8= 0: 2= 0.72, p = 0.47 -

overall —————— 0,04 [ -0.06, 0.13]
Heterogeneity: 7'=0.00, 1= %, H =
Testof 6=0:2=0.72, p =047 :

Test of group differences: Qs(0) = 0.00,p =.

Random-effects REML model

Supplementary Figure 13 Adverse event - neutropenia. A: Any grade; B: > grade 3.



A. Adverse event — Vomiting, any grade

B. Adverse event - Vomiting, = grade 3

Vomiting_any_grademeta Vomiting_>3
Number of Proportion  Weight Number of Proportion  Weight

Study Total with 95% Cl (%) Study successes_Total With 95% CI (%)
Cabozantinib ' Cabozantinib :
Falette-Pulseux, et al. (2023) 0 & —— 0.10[ 0.00, 0.36] 2.81 FaleﬂePulseux,zet al (2033) 20 4 —+—=—————— 010[000,036 133
Heterogeneity: 1 = 0.00, I = %, H' = ———ERE— 0.10[-0.16, 0.36] Heterogeneity: 7 = 0.00, I = %, H’ = . e ——  0.10 [-0.16, 0.36]
Testof 6,=6:Q(0) = 0.00, p= ! Testof 8 = 6:Q(0) = 0.00, p =
Testof6=0:2=0.75,p =046 ! Tt Ca~tinpris
Lenvatinib Lenvatinib
Falette-Pulseus, et al, (2023) 025[ 000,055 215 Falette-Pulseux, et al. (2023) 0 8 006 0.00,021]  4.10
Kimura, etal, (2024) 004[ 0,00, 043] 2053 Kimura,etal. (2024) o 1 004 0.00,0.13] 971
eiograis SO 0091-009, 028] Heterogeneity: 1 = 0.0, I' = 0.00%, H' = 1.00 0.04[-0.04, 0.12]
Tost of 6,8, i) =177, p=0.18 Test of 6.= 8: Q(1) = 0.05, p = 0.83

Testof 6= 0:2=1.00, p=0.32
Testof 0 =0:2=0.99, p = 0.32

Regorafenib
Regoratenib Falette-Pulseux, et al. (2023) 0 29 0.02[ 0.00, 0.06] 43.72
Falette-Puiseux, etal. (2023) 1 29 0.03[ 0.00, 0.10] 43.98 Heterogeneity: 7 = 0,00, ' = % H' = 002[-0.03, 006]
Heterogeneity: 1 =0.00,1" = %, H = 0.03[-0.03, 0.10] Test of ,= 8; Q(0) = 0.00, p=
Jest of6,=6;:0(0) =<0,00,p= Testof 8=0:2=0.71,p=048
Testof §=0:2=1.02,p=0.31

Sorafenib
Sorafenib Falette-Pulseux, et al. (2023) 1 41 0.02[ 0.00, 0.07] 41.15
Falette-Pulseux, et al. (2023) 3 4 0.07[ 0.00, 0.15] 30.53 Heterogeneity: ' = 0.00, I' = %, H' = 0.02(-0.02, 0.07)
Heterogeneity: T = 0.00, I' = %, H’ = 0.07 [-0.01, 0.15] Testof 8. 8: Q(0) = 0.00, p=
Testof 8= 6 Q(0) = 0.00,p = Testof0=0:2=1.01,p=031

Testof6=0:z=1.80,p=0.07

Overall
Heterogeneity: T = 0.00, I = 0.01%, H’ = 1.00 '
Testof 6=0:z=2.36, p=0.02

Test of group differences: Q.(3) = 0.85, p = 0.84

o
N

Random-effects REML model

0.05[ 0.01, 0.10]

overall
Heterogeneity: 1 = 0.00, I’ = 0.00%, H* = 1.00
Testof8=0:2=158 p=0.11

0.02[-0.01, 0.05]

Test of group differences: Q.(3) = 0.60, p = 0.90

Random-effects RFMI madel

Supplementary Figure 14 Adverse event - vomiting. A: Any grade; B: > grade 3.



A. Adverse event — Gastrointestinal bleeding, any grade

Gastrointestinal_bleeding_any_grade

Number of Proportion Weight
Study successes Total with 95% ClI (%)
Lenvatinib H
Hiracka, et al. (2023) 1 101 . 0.01[ 0.00, 0.03) 100.00

Heterogeneity: T° = 0.00, I = %, H' = ————*———— 0.01[-0.01, 0.03)
Testof 8 =6:Q(0)=0.00,p=.
Testof 8 =0:z=1.00, p=0.31

overall —— (.01 [-0.01, 0.03]
Heterogeneity: =000, =.% H =
Testof 8 =0:z=1.00, p=0.31

Test of group differences: Qx(0)=0.00,p=.

Random-effects REML model

B. Adverse event — Gastrointestinal bleeding, = grade 3

Gastrointestinal_bleeding =3

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib
Hiraoka, et al. (2023) 1 101 0.01 [ 0.00, 0.03] 100.00

Heterogeneity: T° = 0.00, I = %, H' = ———*——— 0.01 [-0.01, 0.03]
Testof 8 = 6;: Q(0) =0.00,p =.
Testof8=0:z=1.00, p=0.31

Overall —————— .01 [ -0.01, 0.03)
Heterogeneity: T° = 0.00, I = %, H" = . :
Testof8=0:z=1.00, p=0.31

Test of group differences: Quw(0)=0.00,p = .

Random-effects REML model

Supplementary Figure 15 Adverse event - gastrointestinal bleeding. A: Any grade; B: >
grade 3.



A. Adverse event —-Non-gastrointestinal bleeding, any grade

Bleeding_any_grade

Mumber of Proportion Weight
Study Total with 95% CI (%)
Cabozantinib :

Kuzuya, et al, (2023) 3 19 = 016( 0,00, 0.32] 3914
Heterogenaity: T = 0,00, " = 3%, H' = e — (1,16 [ 0,01, 0.32]

Testof 8 = 8: QD) = 0.00. p =
Testof8=0:2=189 p=008

Lenvatinib '
Muto, et al. (2023) 2 20 [ B 0.10( 0.00. 0.23] 60.86

Heterogeneity: T = 0.00, ' = % H' = — 0.10[0.03. 0.23]
Testof 8 = &: Q0) =0.00,p=. H
TestofB=0:2=148 p=0.14

Overall ————— 012 0.02 0.23)
Heterogeneity: T = 0.00, I = 0.01%, H' = 1.00
Testof@=0:z= 234, p = 0,02

Test of group diferences: C,(1) = 0.29, p =059

Rangom-efecls REML model

B. Adverse event — Non-gastrointestinal bleeding, = grade 3

Bleeding_23

Number of Proportion  Weight
Study Total with 95% Cl (%)
Cabozantinib :

Kuzuya, et al. (2023) 1 19 Lo 0.05[ 0.00, 0.15] 29.67

Heterogeneity: 1° = 0.00, I° = %, H' = S —— 0.05[-0.05, 0.15)]
Test of = 6 Q{0) = 0.00, p = :
Testof@=0:z=103,p=0.30

Lenvatinlb :

Muto, et al. (2023) o 20 - 0.02[ 0.00, 0.08] 70.33
Heterogeneity: T = 0.00, I' = %, H = —— 0.02 [-0.04, 0.09]

Test of 8= B: Q{0) = -0.00, p = :

Testof@=0:z =072, p=047

Overall ——mmE—— 0.03 [ -0.02, 0.09]

Heterogeneity: 1° = 0.00, I’ = 0.03%, H = 1.00
Testof@=0.z=1.16,p=025

Test of group differences: Q,(1) = 0.22, p = 0.64

Random-effects REML model

Supplementary Figure 16 Adverse event - non-gastrointestinal bleeding. A: Any grade;
B: > grade 3.



A. Adverse event — Fever, any grade

Fever_any_grade

Number of Proportion Weight
Study successes Total with 95% CI (%)
Cabozantinib '
Kuzuya, et al. (2023) 3 19 Lo 0.16 [ 0.00. 0.32] 39.14

Heterogeneity: 1 =000, =% H =
Testof 8, =6;: Q(0)=0.00,p=.
Testof@=0:z= 189, p=0.06

——— (.16 [ -0,01, 0.32)

0.10[ 0.00, 0.23] 60.86
0.10[-0.03, 0.23]

0.12[ 0.02. 0.23]

Lenvatinib
Muto, et al. (2023) 2 20
Heterogeneity: T = 0.00, I = .%, H’ = . e
Testof 6, = 6; Q(0) =0.00,p = . H
Testof@=0:z2=149, p=0.14 H
overall i
Heterogeneity: T = 0.00, I’ = 0.01%, H* = 1.00 '
Testof © = 0:z=2.34, p =0.02
Test of group differences: Q.(1) = 0.29, p = 0.59 H
0 1 2 3

Random-effects REML model

B. Adverse event - Fever, = grade 3

Fever_23
Number of Proportion Weight
Study successes Total with 95% CI (%)
Cabozantinib :
Kuzuya, et al. (2023) 0 19 — 0.03[ 0.00, 0.09] 47.59

Heterogeneity: - = 0.00, I = %, H’ = . ———— R —

Testof 8, = 8; Q(0)=0.00,p=.
Testof 86=0:2=0.72, p=047

Heterogeneity: T° = 0.00, I = %, H’ = . ————— S —

Lenvatinib
Muto, et al. (2023) 0 20

Test of 6, = 8;: Q(0) = -0.00, p = .
Testof 8 =0:2=0.72, p =047

Overall
Heterogeneity: T° = 0.00, I° = 0.01%, H’ = 1.00
Testof 8=0:z=1.01,p=0.31

Test of group differences: Q.(1) = 0.00, p = 0.98 '

Random-effects REML model

Supplementary Figure 17 Adverse event - fever. A: Any grade; B: > grade 3.

0.03[-0.04, 0.09]

0.02[ 0.00, 0.09] 52.41
0.02[-0.04, 0.09]

0.02[-0.02, 0.07]



A. Adverse event - Liver failure, any grade

Liver_failure_any_grade

Number of Proportion  Weight

Study successes Total with 95% CI (%)
Cabozantinib H
Falette-Pulseux, etal (2023) 0 4 010( 000, 0.36] 562
Heterogeneity 1000, "= % H = —m— 0.10(-0.16, 0.36]
Testof 6,=8: Q(0) = 0.00, p = !
Testof8=02=075 p=046 H

‘
Lenvatinib !
Falette-Pulseux, et al (2023) 2 8 : - - 025[ 000, 055] 444
Hiraoka, et al. (2023) 1 101 W 001 0.00,0.03] 4344
Heterogeneiy. 1= 0.02, I = 59.18%, H’ = 2 4 memim— 008(-0.13, 0.30]

Testof 6 =6 Q(1) = 2.45, p=0.12
Testof0=0:2=074,p=046

'

I

I

|
Regorafenib '
Falette-Pulseux, et al (2023) 2 2 —#—
Heterogeneity: 1 =000, I'= %, H'= <t
Testof 8, =6 Q(0)=-000,p=
Testof 6=0.2=147,p=0.14

007( 0.00, 0.16] 24.18
0.07(-0.02, 0.16]

Sorafenib
Falette-Pulseux, et al. (2023) 5 41
Heterogeneity: 1 = 0.00, I = %, H =
Testof 8 =8; Q(0)=0.00,p=

Testof 0=0:2=239,p=002

'
Overall +

- 012( 002, 022] 2232
0.12( 0,02, 0.22)

006{-0.00, 0.13]
Heterogeneity: 1 = 0.00, I’ = 5293%, H’ =212

Testof 0=0:2=191,p =006

Test of group differences: Q,(3) = 0.60, p = 0.90

B. Adverse event - Liver failure, = grade 3

Liver_failure_23

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib §
Hiraoka, et al. (2023) 1 101 —R 0.01[ 0.00, 0.03] 100.00

Heterogeneity: 7" = 0.00, I = %, H’ = . —————— i — 0,01 [ -0.01, 0.03]
Test of 8 = 6;: Q(0)=0.00,p=.
Testof 8=0:z=1.00,p=0.31 H

Overall
Heterogeneity: 7'=000,1 =% H=.
Testof 8=0:z=1.00, p=0.31

———————— 0.01[-0.01, 0.03]

Test of group differences: Q(0) =0.00, p = .

Random-effects REML model

Supplementary Figure 18 Adverse event - liver failure. A: Any grade; B: > grade 3.



A. Adverse event — Acute kidney injury, any grade

AKI_any_grade

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib
Hiraoka, et al. (2023) 1 101 .— 0.01[ 0.00, 0.03] 66.83
Yano, et al. (2023) 3 24 : L 0.12[ 0.00, 0.26] 33.17
Heterogenelty T =0.00, I = 64.87%, H -285—‘— 0.05[-0.06, 0.15]
Test of 8, = 6;: Q(1) = 2.85, p = 0.09

Testof 6 = 0. z=0.89,p=0.37

Overall ———EE——— 0.05[-0.06, 0.15]
Heterogeneity: 1° = 0.00, I’ = 64.87%, H’ = 2.85
Testof 86=0:2=0.89, p=0.37

Test of group differences: Q,(0) =-0.00, p =.

Random-effects REML model

B. Adverse event — Acute kidney injury, = grade 3

AKI_23
Number of Proportion Weight

Study successes Total with 95% CI (%)
Lenvatinib
Hiraoka, et al. (2023) 1 101 - 0.01[ 0.00, 0.03] 94.48
Yano, et al. (2023) 1 24 0.04[ 0.00, 0.12] 552
Heterogeneity: T° = 0.00, I = 0.03%, H' = 1.00 i 0.01[-0.01, 0.03]
Test of 8, = 8;: Q(1) = 0.57, p = 0.45
Testof 8=0:z=1.22, p=0.22
Overall -t 0.01[-0.01, 0.03]
Heterogeneity: T° = 0.00, I = 0.03%, H’ = 1.00
Testof 8=0:z2=1.22, p=0.22 ;
Test of group differences: Q,(0) =-0.00, p =. E

0 05 1 15

Random-effects REML model

Supplementary Figure 19 Adverse event - acute kidney injury. A: Any grade; B: > grade
3.



A. Adverse event — Abdominal pain, any grade

Abdominal_pain_any_grade

Number of Proportion Weight

Study successes Total with 95% CI (%)
Lenvatinib :

Hiraoka, et al. (2023) 1 101 i 0.01[ 0.00, 0.03] 96.20
Kimura, et al. (2024) 0 13 g 0.04[ 0.00, 0.13] 3.80
Heterogeneity: T = 0.00, I = 0.01%, H' = 1.00 -~ 0.01[-0.01, 0.03]

Test of 6, = 6;: Q(1) = 0.26, p = 0.61 :

Testof 0=0:2=1.13,p=0.26 i

Overall < 0.01[-0.01, 0.03]

Heterogeneity: 1° = 0.00, I = 0.01%, H’ = 1.00
Testof =0:2=1.13,p=0.26
Test of group differences: Q.,(0) = 0.00, p =. :
0 .05 A 15

Random-effects REML model

B. Adverse event - Abdominal pain, = grade 3

Abdominal_pain_23

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib
Hiraoka, et al. (2023) 1 101 " 0.01[ 0.00, 0.03] 96.20
Kimura, et al. (2024) 0 13 — 0.04[ 0.00, 0.13] 3.80

Heterogeneity: T° = 0.00, I = 0.01%, H' = 1.00 i 0.01[-0.01, 0.03]
Testof 8 = 6;: Q(1) = 0.26, p = 0.61 :
Testof06=0:2=1.13,p=0.26

Overall - 0.01(-0.01, 0.03]
Heterogeneity: T° = 0.00, I* = 0.01%, H’ = 1.00
Testof 6=0:2=1.13,p=0.26

Test of group differences: Q,(0) = 0.00,p =.

Random-effects REML model

Supplementary Figure 20 Adverse event - abdominal pain. A: Any grade; B: = grade 3.



A. Adverse event — Hoarseness, any grade

Hoarseness_any_grade

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib :
Kimura, et al. (2024) 0 13 N B 0.04 [ 0.00, 0.13] 56.41
Yano, et al. (2023) 2 24 —il 0.08[ 0.00, 0.19] 43.59
Heterogeneity: 1° = 0.00, I” = 0.00%, H’ = 1.00 ———i—— 0.06 [-0.02, 0.13)
Test of 8, = 6;: Q(1) = 0.40, p = 0.53 :
Testof8=0:2=152, p=0.13
Overall T~ 0.06 [ -0.02, 0.13]

Heterogeneity: 1° = 0.00, I’ = 0.00%, H’ = 1.00
Testof 6 =0:2=1.52, p=0.13

Test of group differences: Q,(0) =-0.00,p =.

Random-effects REML model

B. Adverse event — Hoarseness, = grade 3

Hoarseness_23

Number of Proportion Weight
Study successes Total with 95% CI (%)
Lenvatinib
Kimura, et al. (2024) 0 13 o 0.04[ 0.00, 0.13] 24.17
Yano, et al. (2023) 0 24 —.— 0.02[ 0.00, 0.07] 75.83
Heterogeneity: 1° = 0.00, I = 0.01%, H’ = 1.00———i— 0.02[-0.02, 0.07)]

Test of 8, = 6;: Q(1)=0.08, p=0.78 '
Testof 6=0:2=0.98,p=0.33

Overall —T—— 0.02[-0.02, 0.07]
Heterogeneity: 7° = 0.00, I = 0.01%, H’ = 1.00
Testof 8=0:z=0.98, p=0.33

Test of group differences: Q,(0) =-0.00,p = .

0 .05 A 15
Random-effects REML model

Supplementary Figure 21 Adverse event - hoarseness. A: Any grade; B: > grade 3.



Supplementary Table 1 Search Strategy

Database(s)

Search strategy

PubMed, Scopus,
Web of Science

Cochrane Library

(“Hepatocellular Carcinoma” OR “Liver Cancer” OR “Hepatocellular Cancer” OR HCC) AND
(“Atezolizumab plus Bevacizumab” OR “Atezolizumab/Bevacizumab” OR “Atezolizumab-
Bevacizumab” OR “Atezolizumab and Bevacizumab” OR “Bevacizumab/ Atezolizumab”) AND
(“Tyrosine Kinase Inhibitors” OR TKI OR “Kinase inhibitors” OR Regorafenib OR Cabozantinib
OR Lenvatinib OR Sorafenib)

(“Hepatocellular Carcinoma” OR “Liver Cancer” OR “Hepatocellular Cancer” OR HCC) AND
(“Atezolizumab plus Bevacizumab” OR “Atezolizumab/Bevacizumab” OR “Atezolizumab-
Bevacizumab” OR “Atezolizumab and Bevacizumab” OR “Bevacizumab/ Atezolizumab”) AND
(“Tyrosine Kinase Inhibitors” OR “TKI” OR “Kinase inhibitors” OR “Regorafenib” OR
“Cabozantinib” OR “Lenvatinib” OR “Sorafenib”)




Supplementary Table 2 Methodological Index for Non-randomized Studies Scoring Criteria

Item

Description

Score definition

1. Clearly stated aim

2. Inclusion of

consecutive patients

3. Prospective collection

of data

4. Endpoints

appropriate to study aim

5. Unbiased assessment

of study endpoints

6. Follow-up period

appropriate to study aim

The research question should be precise and
relevant based on existing literature.

All eligible patients during the study period
should be included, or exclusions must be
justified.

Data should be collected using a protocol

established before study initiation.

Endpoints should directly address the study
objective, be clearly defined, and assessed
using intention-to-treat.
Objective endpoints should be assessed
blindly; subjective endpoints require double-
blinding or justification for lack thereof.

Follow-up duration must be sufficient to

assess the main endpoint and adverse events.

0: Aim not reportedl: Aim reported but not precise2: Aim is
precise

0: Inclusion not reportedl: Inclusion reported but not
consecutive2: Consecutive inclusion or reasons for exclusion
reported

0: Timing of protocol relative to data collection not reported1:
Timing reported but not prospective2: Prospective data
collection

0: Endpoints not reportedl: Endpoints reported but
irrelevant or insufficiently specified2: Endpoints relevant and
clearly defined

0: Blinding not reported or no blindingl: Blinding reported
but inadequate or justification provided2: Appropriate
blinding (objective and subjective endpoints)

0: Follow-up not reportedl: Follow-up reported but < 2

years2: Mean follow-up = 2 years



7. Loss to follow-up <5%

8. Prospective

calculation of study size

Loss to follow-up must be minimal and should 0: Loss to follow-up not reported or = 5% without

not exceed the rate of the main endpoint. justificationl: Loss to follow-up < 5% but insufficient detail2:
Loss to follow-up < 5% with adequate reporting

Study size should be calculated prospectively 0: No prospective sample size calculationl: Sample size

to ensure adequate power. calculation mentioned but inadequate2: Adequate

prospective sample size calculation




