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ABSTRACT Objective: To investigate the effect of fibroblast growth factor 21 (FGF-21) on non-alcoholic steatohepatitis(NASH)
and the mechanism of its action. Methods: Culturing HepG2 cells with DMEM medium supplemented with 10% fetal bovine serum.
HepG2 cells were randomly divided into five groups: control group, model group (500 wmol/L FFA), low dose FGF-21 (LFGF-21, 0.5
pmol/L), middle dose FGF-21 (MFGF-21, 1.0 wmol/L) and high dose FGF-21 (HFGF-21, 2.0 wmol/L). Observing intracellular lipid
droplets by oil red O staining, the levels of AST, ALT, TC and TG were measured by automatic chemistry analyzer. The mRNA contents
and protein levels of Nrf-2 and NLRP3 were determined by Real-time PCR and Western blot. The protein levels of IL-18 and TNF-«
were measured by ELISA kit. Results: The NASH cell model was established. The oil red O staining showed that no lipid droplets were
found in the control group, and there were mass lipid droplets in the model group, and some were fused, and those in the treatment groups
decreased significantly compared with the model group on dose-dependent. The levels of AST, ALT, TC, TG, IL-1B8, TNF-a and NLRP3
in the model group were significantly higher than those in the control group (P<0.05), and those in the treatment group decreased
significantly compared with the model group (P<0.05). The levels of Nrf-2 in the model group were significantly lower than those in the
control group (P<0.05), and that in the treatment group increased significantly compared with the model group (P<0.05). Conclusion:
FGF-21 can reduce lipid deposition and inhibit inflammation through activating Nrf-2 and inhibiting NLRP3 to attenuate steatohepatitis.
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Fig.1 Oil red O method for lipofuscin to observe lipid deposition(* 200 )

Note: the arrow point to lipid droplets.

R | BAMP IR ALT.AST,.TC. TG Hy7kF
Table 1 The levels of ALT, AST, TC and TG in five groups

Groups ALT(U/L) AST(U/L) TC(mmol/L) TG(mmol/L)
Control group 8.80+ 2.36 130.73% 26.70 0.036% 0.005 0.027+ 0.006
Model group 79.23% 5.49%* 450.73+ 23.79** 0.057% 0.006** 0.060+ 0.017**
LFGF-21 group 65.67+ 2.30" 313.90 7.46" 0.043+ 0.006" 0.057+ 0.006

MFGF-21 group 29.06+ 1.10* 267.77+ 15.58" 0.037+ 0.005* 0.063+ 0.015
HFGF-21 group 13.23+ 1.21% 156.00+ 4.62° 0.033+ 0.005 0.033+ 0.006"

Note: **P<0.05, compared with control group; “P<0.05, compared with model group.
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Fig.2 The protein levels ofIL-18, TNF-« in five groups.

Note: **P<0.05, compared with control group; *P<0.01, compared with model group; *P<0.05, compared with model group;
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Fig. 3 The levels of NLRP3 and Nrf2 in five groups
A.The transcription level of NLRP3 in five groups. B.The transcription level of Nrf2 in five groups. C. The western blot of NLRP3 and Nrf2 in five groups.

Note: **P<(0.05, compared with control group; #*P<0.01, compared with model group.
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