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We attempted to elucidate the molecular mechanisms of fatty liver using a
diet-induced fatty liver pregnant mouse model, and investigated Vizantin which is a potential drug
for treatment of fatty liver and obesity. When pregnant mice were fed a fatty liver-induced diet
(CDAA), marked fatty liver and liver fibrosis were observed. Further, we used a ER stress inhibitor
4-phenylbutyrate (PBA) to test whether fatty liver induced by a CDAA diet was mediated by ER stress
in pregnant mice. The results showed that PBA ameliorated fatty liver development in CDAA-fed
pregnant mice, suggesting that ER stress is, at least in part, responsible for diet-induced fatty
liver during pregnancy. Metabolomic analysis revealed that acylcarnitines were significantly reduced

in plasma of CDAA-fed pregnant mice compared to control mice. Vizantin suppressed fatty liver and
improved adipocyte function. The results of this study suggested that Vizantin could be a candidate
for a new drug for fatty liver.
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Fig. 1 Table 1

T T

otk CDAA

Il (mg/d1) 110.319.4 125.245.2 95.6+3.4 67.814.17
4.0£0.5 5.140.2 6.6+13 46.6+7.3"
25.8+2.4 26.0+2.4 28.9+4.2 190.7 +11.3"

103.0£23.0  118.6+28.5 162.6£23.6  463%0.7"

1.01+0.07 1.12+0.09 0.60 +0.09 0.44 +0.06

181.6+14.8 156.946.7 24.4+7.8 4.8+0.6"

141.7+14.4 111.546.0 32.5#4.5 10.840.9"
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Data represent means = SE. (n = 4-6) , Different letters mean statistically significant differences at p < 0.05.
TGF-B; Transforming growth factor beta 1, TIMP1; Tissue inhibitor of metalloproteinase 1, Mmp2; Matrix metalloproteinase-2
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Data represent means * SE. (n =3-5) , *p <0.01 compared to 0 + STD.
TNF-o; Tumor necrosis factor, IL-6; Interleukin-6, Srebp1c; Sterol regulatory element-binding protein-1c,
ACC-1; acetyl-CoA carboxylase-1, Fasn; Fatty acid synthase
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Data represent means = SD. (n =3), *p < 0.05,*p<0.01 compared to vehicle-treated-differentiated 3T3-L1 cells, #p < 0.01, compared no-treated 3T3-L1 cells.
PPARy:peroxisome proliferator activated receptor gamma,C/EBPa:CCAAT/enhancer binding protein alpha,C/EBP5: CCAAT/enhancer binding protein delta,
Fabp4: Fabp4 fatty acid binding protein 4,adipog:Adiponectin,Lep:leptin
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