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T2o EI-ZFOMREIETIE Typel IFN 2 L IMSZ L7 b D TH o7,

HCV-Tg OAFFE#LFED & . AFP (51, Alb BtE DR~ v 2 itz flakk (MHCES) 28tz L7z,
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- MPRBRFEREE (@ THE—)

We demonstrated that miR-214, which significantly increases during the hepatic fibrosis,
targets Semaphorin 6A. Expression of Semaphorin 6A in chronic hepatitis decreased compared
with that in normal liver, while other Semaphorins in the family did not. Administration of
Semaphorin 6A inhibited fibrosis and the development of hepatocellular carcinoma of a PDGF-C
mouse model. Also, Semaphorin 6A is expressed in endothelial cells in sinusoid.

- FEBRFE S L E (1A B fTS)

We identified CD4+ T cells and pDCs as targets of anti-CD4 depleting antibody in the liver.
Depletion of these cells by administrating anti-CD4 depleting antibody decreased the infiltration
of inflammatory cells and ameliorated liver injury in an acute hepatitis model.

- WFAEBAR A EE (N EZ)

To clarify the mechanism underlying the activation of AMPK by ribavirin, we carried out the
various experiments and obtained the following findings. (1) The depletion of cellular GTP by
ribavirin induced the suppression of lipogenic gene expression. (2) Its suppression was caused
through the activation of MARK4, one of AMPK-related kinases, by ribavirin. (3) The activation
of MARK4 induced the suppression of RXRa, one of retinoid X receptors, and then led to the
suppression of lipogenic gene expression.

- WFFEBRFE S L () [ L)

When compared the expression pattern of monomeric laminin-y2 (Ln-y2) and other tumor
markers in HCC-derived cell lines and primary cells, we found different expression pattern of
monomeric Ln-y2 compared with that of conventional tumor markers.

- FREBRFE S HE (B )

We confirmed the link between expression level of TERT enzyme complex, RNA dependent
RNA polymerase activity and stem cell factors in liver cancer cells derived from HCC patients.

- PR HE (B AR —)

Development of hepatocellular carcinoma (HCC) is influenced by microenvironmental
conditions around tumor cells. To understand the cancer microenvironment, we performed
single-cell transcriptome analysis for cells from HCV-related human HCC tissues. This analysis
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could identify each of infiltrating T cells, macrophages and cancer cells in the tissues. The data
showed that tumor cells in a tissue were classified into several clusters with the different gene
expression patterns. Such clustering of tumor cells should be helpful for characterizing cancer
stem cells and understanding cancer development.

- FRBRFE S HE (R L BR)

We investigated the dendritic cell function and tumor immunity in IL28B knockout (KO) mice.
The functions of bone-marrow derived dendritic cells (BM-DC) of IL28 KO mice were impaired
compared with those of WT mice, and impairment of BM-DC might be independent of type 1 IFN
induction.

We established a new mouse HCC cell line (MHCF5) that was positive for the expression of
AFP and albumin. Syngeneic tumor transplant model of MHCF5 showed that MHCF5 developed
significantly larger tumor in IL28B KO mice than the WT mice. The number of tumor infiltrated
CD4, CD8, Granzyme B and PD-1 positive T cells was significantly lower than in the tumor of
1L28B KO mice than the tumor of WT mice. The results indicate that IL28B might enhance the
efficacy of immune-checkpoint antibody such as PD-1 antibody.

- FEBRFE S L E CRAZKRIR)

To clarify the role of Mint3 in hepatic fibrosis and liver cancer, we first confirmed the
expression of Mint3 and its related molecules in the hepatic stellate cells and hepatoma cells,
and then established Mint3 knockdown hepatic stellate cells and hepatoma cells. In addition, we
crossed Mint3 KO mice with HCV-tg mice.

- WFFEBRFE S L (1L R KER)

We evaluated the expression of FOXMI1 in hepatocellular carcinoma tissues obtained from
surgically resected specimens by immunohistochemistry and microarray analysis. FOXM1 high
expression correlated with activated cell cycle, high serum AFP, poorly differentiated histology,

microscopic portal vein invasion, and poor prognosis.
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