((("Carcinoma, Hepatocellular"[Mesh]) AND "Carcinoma, Hepatocellular/therapy"[Mesh] OR

Carcinomas, Hepatocellular OR Hepatocellular Carcinomas OR Liver Cell Carcinoma, Adult OR Liver
Cancer, Adult OR Adult Liver Cancer OR Adult Liver Cancers OR Cancer, Adult Liver OR Cancers, Adult
Liver OR Liver Cancers, Adult OR Liver Cell Carcinoma OR Carcinoma, Liver Cell OR Carcinomas, Liver
Cell OR Cell Carcinoma, Liver OR Cell Carcinomas, Liver OR Liver Cell Carcinomas OR Hepatocellular
Carcinoma OR Hepatoma OR Hepatomas) AND ("Cohort Studies"[Mesh] OR Cohort Study OR Studies,
Cohort OR Study, Cohort OR Concurrent Studies OR Studies, Concurrent OR Concurrent Study OR Study,
Concurrent OR Closed Cohort Studies OR Cohort Studies, Closed OR Closed Cohort Study OR Cohort
Study, Closed OR Study, Closed Cohort OR Studies, Closed Cohort OR Birth Cohort Studies OR Birth
Cohort Study OR Cohort Studies, Birth OR Cohort Study, Birth OR Studies, Birth Cohort OR Study, Birth
Cohort OR Analysis, Cohort OR Analyses, Cohort OR Cohort Analyses OR Cohort Analysis OR Historical
Cohort Studies OR Cohort Studies, Historical OR Cohort Study, Historical OR Historical Cohort Study OR
Study, Historical Cohort OR Studies, Historical Cohort OR Incidence Studies OR Incidence Study OR
Studies, Incidence OR Study, Incidence)) AND (HAIC)
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Supplementary Table 1 Characteristics of included studies in this analysis
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Supplementary Table 2 Newcastle-Ottawa Scale for assessing the quality of cohort studies (9-

point)

Study Representat Selec Ascertai Demonst Compara Assess Was Adeq Qua
iveness of tion nmentof ration bility of ment  follo wacy lity
the exposed of the exposure that cohorts  of w-up of scor
cohort non- outcome on the outco long follo e

expos of basis of me enou Ww-up
ed interest  the gh of
cohor was not design for cohort
t present or outco s
at start of analysis mes
study controlle to
d for occur
confoun
ders

Young 1 1 1 1 2 1 1 1 9

Eun Ahn

2021

Shiguang 1 1 1 1 2 1 1 1 9

Chen!

2022

Shiguang 1 1 1 1 2 1 1 1 9

Chen?

2022

Song Gao 1 1 1 1 1 1 1 1 8

2015

Wenbo 1 1 1 1 2 1 1 1 9

Guo
2020

MinKe 1 1 1 1 1 1 1 1 8

He2017

Yasunari 1 1 1 1 1 1 1 1 8

Hiramine
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2011

Jungang 1 1 1 1
Hu 2020

Hideki 1 1 1 1
Iwamoto2

021

Soung 1 1 1 1
Won

JEONG20

12

Min Kyu 1 1 1 1
Kang2018

Tomokaz 1 1 1 1
u

KAWAO

KA2015

Hee Yeon 1 1 1 1
Kim2010

Kenichiro 1 1 1 1
Kodamal2

018

Kenichiro 1 1 1 1
Kodama?2

018

Shaolong 1 1 1 1
Li 2018

Bao-Jiang 1 1 1 1
Liu2021

Yulong Li 1 1 1 1
u2023

Fang 1 1 1 1
Long 202
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3

Ning 1 1 1 1
Lyu2018

Jie 1 1 1 1
Mei2021

Michihisa 1 1 1 1
Moriguchi

2017

HIDENA 1 1 1 1
RI

NAGAI12

015

MASAHI 1 1 1 1
TO

NAKANO

2017

TOMOYU 1 1 1 1
KI

NEMOTO

2014

TOMOYU 1 1 1 1
KI

NEMOTO

2014

Do Seon 1 1 1 1
Song 2015

Shuji 1 1 1 1
Sumie200

3

Wei-Lun 1 1 1 1
Tsai2014

Wei-Lun 1 1 1 1
Tsai2020
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Zhigiang 1 1 1 1
Wu2022

Hyun 1 1 1 1
Yang2017

Huimin 1 1 1 1
You2022

Wei 1 1 1 1
Yuan2023

Yuki 1 1 1 1
Zaizen202

1
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Supplementary Table 3 Results of heterogeneity analysis and the effects model adopted

"2 Effects model
oS 82.90% Random
PFS 81.90% Random
CR 0 Fixed
PR 49.80% Fixed
ORR 53% Random
DCR 53.70% Random
Any grades AEs 37.40% Fixed
3-4 grades AEs 68.20% Random
3-4 grades AEs for .
thrombocytopenia ° Fixed
3-4 grades AEs for elevated

0 Fixed

total bilirubin
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Random sequence generation (selection bias) _

Allocation concealment (selection bias) _:l

Blinding of participants and personnel (performance bias) | |
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

Other bias | |

0% 25% 50% 75% 100%

| [ Low risk of bias [ unciear risk of bias [ High risk of bias |

Supplementary Figure 1 Quality assessment of RCTs.
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(A) (B) (©)
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Supplementary Figure 2 Node-splitting method for assessing consistency between direct and
indirect evidence. (A) Forest plot of node-splitting for OS; (B) Forest plot of node-splitting for CR; (C)
Forest plot of node-splitting for PR; (D) Forest plot of node-splitting for ORR; (E) Forest plot of node-
splitting for DCR.
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Supplementary Figure 3 Results of publication bias (the Funnel Plot of Enrolled Trials). (A) funnel
plot of OS; (B) funnel plot of PFS; (C) funnel plot of CR; (D) funnel plot of PR; (E) funnel plot of ORR;
(F) funnel plot of DCR; (G) funnel plot of any grades AEs; (H) funnel plot of 3-4 grades AEs; (I)
funnel plot of 3-4 grades AEs for thrombocytopenia; (J) funnel plot of 3-4 grades AEs for elevated

total bilirubin.
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