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Identification of novel therapeutic target for liver fibrosis and elucidation of
the mechanism

Tanaka, Yasuhito

13,400,000
C HCv
TGFR  TLL1
miR-6133-5p miR-6133-5p
INK hTLLL
iLiNP SiRNA
LNP LNP
HCv
Hev
miR-6133-5p TGFBR2 INK
hTLLL
LNP

Liver fibrosis is an important risk factor for the development of
hepatocellular carcinoma (HCC) in patients with after hepatitis C virus (HCV) eradication or with
steatohepatitis. In this study, we investigated the mechanisms of liver fibrosis and
hepatocarcinogenesis by TGF3 and TLL1, as well as by miR-6133-5p, which suppresses collagen gene
expression. MiR-6133-5p was found to inhibit phosphorylation of major intracellular signal
transduction pathways and act upstream of JNK. In addition, we have established lines of transgenic
mice with the hepatocyte-specific overexpression of hTLL1. For siRNA-loaded lipid nanoparticles
(LNP) by iLiINP microfluidic device, we identified the optimal LNPs and verified the safety in mouse
liver.
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