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Table S1. Clinical trials of lenvatinib for HCC.

A: Phase III clinical trials.

Protocol Identifier Study Title Interventions Number anar}f Com-
Enrolled pletion
Lenvatinib as adjuvant
therapy for patients who Drug: lenvatinib
NCT04227808 underwent radical resec- Procedure: 50 Dec 2022
tion of HCC with a high Surgery
risk of recurrence.
Lenvatinib combined
Lenvatinib as Adju- NCT03838796 11 TACE forprevent- - Drug: lenvatinib 482 Dec 2021
ing recurrence in high- Procedure: TACE
vant (Stage A) . .
risk patients
The impact on recurrence
rl,SIf of ad]uv.ant lenj Drug: lenvatinib
NCT0405397p *2tinib for patients with Procedure: 377 Dec 2022
HCC and microvascular Surgery
invasion (MVI) after
hepatectomy.
Lenvatinib combined
NCT03838796 With TACE for Prev'ent— Drug: lenvatinib 480 Dec 2021
ing recurrence in high- Procedure: TACE
risk patients
Lenvatinib (E7080/MK-
7902) with pembroli- Drug: lenvatinib
zumab (MK-3475) in com- pembrolizumab
NCT04246177  bination with TACE vs. Drug: oral placebo 950 Apr 2025
TACE in participants Drug: IV placebo
Lenvatinib and Lo- with incurable/non-meta- Procedure: TACE
coregional treatment static HCC (LEAP-012).
(Stage B or C) Sorafenib combined with
hepatic arterial infusion Drug: lenvatinib
chemotherapy (HAIC) Drug: sorafenib
NCT03775395 compared with lenvatinib Procedure: Hepatic arte- 250 Dec 2021
combined with HAIC in rial infusion chemother-
patients with advanced apy
HCC.
Lenvatinib plus TACE vs.
NCT03905967 lenvatinibI;IOIle forad- L rocedure: TACE 336 Apr 2023

vanced HCC patients.

Drug: lenvatinib
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Lenvatinib plus hepatic
artery infusion of 130

2 1 1 -
mg/m oxaliplatin, leu(?o Drug: HAIC of oxali-
vorin, and fluorouracil

latin, and 5-FU hepatic
vs. sorafenib or lenvatinib pa 1.n a}n . pa 1,
arterial infusion of oxali-

NCTO4687163 FLushepaticarteryinfu- 5 icovorinand 5= 400 Dec 2022
sion of 85 mg/m? oxali- FU
platin, leucovorin, and ..
., Drug: lenvatinib or soraf-
1200 mg/m? fluorouracil .
enib
for unresectable ad-
vanced HCC: a random-
ised phase 3 trial.
Transarterial chemoinfu-
sion (TAI) combined with Drug: lenvatinib
NCT04058985 lenvatinib in advanced Procedure: TAI 206 Dec 2022
HCC.
CS51003 in combination
th 1 .
::)lt laszg(??rrlucz:x?;lr?aatlirce)i Drug: CS1003+ lenvatinib
NCT04194775 P . . Drug: CS1003 placebo+ 525 Jun 2023
with lenvatinib as first- L
) . . lenvatinib
line therapy in subjects
with advanced HCC.
Nivolumab plus ipili-
. mumab vs. standard of
Lenvatinib and sys- . .
. care (sorafenib or len- Drug: nivolumab
temic treatment vatinib) in all randomised = Drug: ipilimumab
(Stage C) NCT04039607 [ . &P . 650 Mar 2023
Firstline participants with ad- Drug: sorafenib
vanced HCC who have Drug: lenvatinib
not received prior sys-
temic therapy.
Toripalimab combined
with lenvatinib vs. pla- Combination drug: tori-
NCT04523493 cebo combined with len- palimab combined with May 2024
vatinib as 1st-line therapy lenvatinib
for advanced HCC.
B: Phase II clinical trials.
Protocol Identifier Study Title Interventions  Number Enrolled Prlmart};;omple-
Lenvatinib as a
preoperative con-
NCT04241523 Verglon the'rapy in Drug: lenvatinib 4 50 Oct 2021
patients with po- mg oral
tentially resectable
HCC.
Lenvatinib as Neo- S
adjuvant (Stage A) PD-1 mAb com-
J & bined with len- Combination prod-
vatinib and TACE  uct: PD-1 mAb
NCT04273100  in the treatment of combined with 56 Dec 2020
BCLC B/C HCC: TACE and len-
single arm, single vatinib

centre, non-
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randomised, open

label study.

Lenvatinib + lo-
coregional treat- NCT04531228
ment

(Stage B or C)

TACE-HAIC plus
lenvatinib for pa-
tients with unresec-
table HCC.

Procedure: TACE-
HAIC plus len-
vatinib

60

Apr 2021

NCT04368078

A phase IIB clinical
study. Lenvatinib
plus toripalimab in
patients with ad-
vanced HCC and
to analyse potential
biomarkers of ther-
apeutic response.

Drug: lenvatinib
Drug: toripalimab

76

April 2022

NCT04444167

An open-label
multi-centre phase
Ib/II study. Anti-
PD-1/CTLA-4
bispecific antibody
AK104 plus len-
vatinib as first-line
therapy for pa-
tients with ad-
vanced HCC.

Biological: AK104
Drug: lenvatinib

30

Jan 2022

Lenvatinib and sys-
temic treatment
(Stage C)

First-line

NCT03841201

Immunotherapy
with nivolumab in
combination with
lenvatinib for pa-

tients with mul-

tinodular, ad-

vanced stage HCC

in first-line ther-

apy.

Drug: lenvatinib
Drug: nivolumab

50

Jul 2021

NCT04401800

Tislelizumab in
combination with
lenvatinib in unre-
sectable locally ad-
vanced or meta-
static HCC.

Drug: lenvatinib
Drug: tislelizumab

66

Sep 2022

NCT04443309

Lenvatinib in com-
bination with
camrelizumab as
first-line therapy in
patients with ad-
vanced HCC.

Drug: camreli-
zumab
Drug: lenvatinib

53

Aug 2022

NCT04170179

Systemic chemo-
therapy of oxali-
platin, 5-fluoroura-
cil, and leucovorin
plus lenvatinib and
toripalimab in

Procedure: Sys-
temic chemother-
apy
Drug: lenvatinib
Drug: toripalimab

25

Nov 2020
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patients with HCC
with extrahepatic
metastases.
Immune check-
point therapy vs.
target therapy in Drug: durvalumab
reducing serum  Drug: sorafenib
NCT03899428 HBsAglevelsin  Drug: lenvatinib 30 Dec 2021
patients with  Drug: regorafenib
HBeAg-positive Drug: cabozantinib
advanced HCC
(VICIL-5).
C: Phase I clinical trials.
Protocol Identifier Study Title Interventions  Number Enrolled Prlmart)ir:;omple-
Phase 2 dose
Lenvatinib and sys- .
tomic treatment  NCTodogroy  (RP2D)Of E7386 i Drug: E7386 42 Mar 2022
combination with Drug: lenvatinib

(Stage C)

lenvatinib.




