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Figure S1. Lenvatinib inhibits the proliferation of wild-type human hepatocellular carcinoma
(HCC) cells. Anti-proliferative effect of lenvatinib measured by cell viability assay: Huh-7 and
Hep-3B cells were treated for 96 h with the indicated concentrations of lenvatinib or DMSO. The
relative cell number was normalized with the control, *** p <0.001.

L
hsa-miR-4521
hsa-miR-4632-5p
hsa-miR-6880-5p
f— hsa-miR-4448

- hsa-miR-10524-5p
hsa-miR-3907
- hsa-miR-3665
hsa-miR-6774-5p
hsa-miR-3652
I hsa-miR-491-5p
hsa-miR-1237-5p
_i j hsa-miR-6768-5p
hsa-miR-4465
hsa-miR-6501-3p
hsa-miR-6816-5p
hsa-miR-4257
hsa-miR-642b-3p
hsa-miR-513a-5p
hsa-miR-1247-3p
hsa-miR-3158-5p
hsa-miR-6765-5p
hsa-miR-6780b—-5p

Crce.2
Crce.1
Crce.3
Crce.d
Lrced
Lrce.
Lrce.3
Lrce.2

Lenvatinib (-) Lenvatinib (+)



Figure S2. Lenvatinib affects microRNA expression in Huh-7SR cells. Hierarchical clustering of

differentially expressed miRNAs from Huh-75R cells incubated with 10 uM lenvatinib or DMSO for 24 h.
Fold Change >1.5 or <0.67, FDR<0.001.
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Figure S3. Schematic diagram of three-dimensional tumor spheroid assay by liquid overlay technique.

Table S1. Kinase inhibition profile.

TKR Lenvatinib IC50 (uM) Sorafenib IC50 (uM)

FGFR1 0.061 0.34

FGFR2 0.027 0.15

FGFR3 0.052 0.34

FGFR4 0.043 34
VEGFR1 0.0047 0.021
VEGEFR2 0.003 0.021
VEGFR3 0.0023 0.016

RET 0.0064 0.015




