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Investigation of the immunological function of the NASH-inducing transplanted NKT,
and drug discovery
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NASH (nonalcoholic steatohepatitis) is a serious disease, which goes to liver

cirrhosis and liver cancer. However, NASH progression mechanism is still unknown. Recently, we

interesting

purpose of

found a NASH-inducing transplanted NKT into the recipient of NKT cell-deficient mice. The
s study is following two; 1.Analysis of the immunological function of the NKT cells.

2_Development of the new drug against NASH. As a result of our investigation, initial condition of NASH
was observed by taking of CDAA diet for 2-weeks in CXCL16-deficient mice. Furthermore, it was clear that

IFN-y and TNF-a produced from hepatic mononuclear cells by the NKT cells is a effector molecule for
lipid accumulation in liver cells.
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Figure 2. lllistration of*Tw o-hittheory™ i pathogenesis ofnonakoho I steathepatitis.
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Figure 3-1. Relative liver weight is increased in CDAA diet-fed CXCL16 KO mice.
(A) Morphology of freshly isolated liver specimens. Scale bar=1 cm. (B) RaL o of liver weight/body weight (%).
Data are represented as mean + SD of fiT een mice in each group; **p<0.01.
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b " proteins oo o rog proteins proten exression o
Serenium binding protein 1 -3.99 Serum albumin precursor 2.03
Serenium binding protein 2 -372 Protein disulfide-isomerase precursor 2.01
Major urinary protein 2 precursor 278 ydrorymethylutaryl-Con synthase,
187
mitochondrial precursor
Carbamoyl-phosphate synthase 195
[ammonia], mitochondrial precursor "
Protein disulfide-isomerase A6 precursor .59
Lipoamide acyltransferase component of
branched-chain alpha-keto acid 168
dehydrogenase complex, mitoch Rho guanine nucleotide exchange factor
i i 154
10-lke protein
Regucalcin -1.58
Apolipoprotein A-IV precursor - 154
Mus musculus
Sulfite oxidase, mitochondrial precursor  -1.52
ATP synthase subunit d, mitochondrial -1.52 Table 2. Proteomic analysis of liver samples of
regular diet- vs CDAA diet-fed CXCL16 KO mice.
3-hydroxyisobutyrate dehydrogenase, a5 Whole liver lysate was deployed by 2D-DIGE and each

protein expression level were assessed by
fluorescence intensity. Mitochondria related proteins
are shown in green color.
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& Fatty liver 1 Deficiency or down-regulation of CXCL16,
S A" 2. Alternation of phenotypes and functions in hepatic iNKTcells,
it 3. Activation of kupffer cells and NK cells by changed iNKT cells,
Mobfcencyordown. 4. Accumulation of hepatic TG induced by TNF-a and IFN-g

ci jown-
regulation of CXCL16. produced by hepatic MNCs activated by iNKT cells.
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