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Antitumor effect of HCC and exosome microRNA by angiotensin Il receptor blockers
and molecular target drugs
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Telmisartan showed a strong cell proliferation inhibitory effect when used
in combination with molecular-targeted drugs (sorafenib, lenvatinib), and array analysis of
angiogenic molecules showed that telmisartan increased FGF expression, but the change was canceled
in combination with molecular-targeted drugs. In hepatocellular carcinoma tumor xenograft model
mice, telmisartan + lenvatinib significantly changed 4 molecules of microRNA (miR-571, miR-655-5p,

miR-2681-5p, MiR-3122).
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(a) HepG2 miRNeasy Mini Kit (Qiagen )
miRNA Agilent 2100 bioanalyzer (Agilent technologies)
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Chip (v.21; Toray Industries ) hybridization 3D-Gene Scanner 3000 (Toray
Industries ) 2555 miRNA

ARB telmisartan,losartan, irubesartan, valsartan, azilsartan HCC HepG2,



HuH-7, PLC/PRF/5, HLE, HLF
HCC

telmisartan
ARB HCC

Telmisartan0 10pM

sorafenib, lenvatinib 0 10pM telmisartan ,
, telmisartan+
telmisartan+ Gl
telmisartan ErbB3
telmisartan FGF
FGF
HepG2 telmisartan+lenvatinib
control 1 2555
microRNA control
telmisartan+lenvatinib microRNA 4 miR-571, miR-655-5p,
miR-2681-5p, miR-3122 2
1
20001 - Control

-4~ Telmisartan2.5ug/kg

Telmisartan+lenvatinib10mg/k
P RS g/kg

=k

Tumor volume (mm?)
o
o
=
1

*E

500
o i
day26
Days after drugs injection *#p<0.01
2 microRNA
m 1.TvsC 1.5 0.05
-15 1
5 e ——1 |

—— |

c4
C6
c3
T6

hsa-miR-2681-5p

hsa-miR-655-5p

hsa-miR-571

hsa-miR-3122

CA1



circulating microRNA

2019




