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Abstract: Objective To study the hepatoprotective effect and mechanism of Hedyotidis diffusae herba (HHD) on
a—naphthyl isothiocyanate (ANIT) induced cholestatic liver injury in rats. Methods The cholestatic liver injury rat

model was induced by intragastric administration of ANIT (65 mg - kg '). Rats were randomly divided into control

group, ANIT group, HHD high, medium and low dose groups(1, 0.5, 0.25 g-kg™') and UDCA group(100 mg-kg™").
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The serum liver function indexes (ALT, AST and ALP), serum jaundice indexes(TBA, TBIL) and liver antioxidant
stress factors (GSH, SOD) were detected. The bile flow and the contents of bilirubin (TBIL) and bile acid (TBA) in
bile were determined. The pathological changes of liver were detected by HE staining. The mRNA expression of
genes involved in bile acid synthesis, transport, excretion and reabsorption were detected by real-time PCR. Result
Compared with the control group, the serum levels of ALT, AST, ALP, TBA and TBIL of rats in ANIT group were
significantly increased, while the bile flow and the excretion of TBA and TBIL in bile were significantly
decreased (P <0.01) ; the mRNA expression levels of the main nuclear receptors associated with bile acid synthesis
and transport (FXR, SHP) , bile acid apical membrane transporters (BSEP, MRP2, MDR2) , bile acid
synthase (CYP7A1, CYP8B1, CYP27A1) and bile acid reabsorption transporters (NTCP, OATP 1A1, OATP1A2)
were significantly decreased, while the mRNA expression levels of bile acid basolateral membrane
transporters (MRP3, MRP4, OSTa, OSTB) were significantly increased (P <0.05, P <0.01). Compared with ANIT
group, the levels of ALT, AST, ALP, TBA and TBIL in serum of rats in Hedyotidis diffusae herba treated group
were significantly decreased (P<0.01) , while the bile flow and the excretion of TBA and TBIL in bile were
significantly increased (P <0.01). The pathological damage of liver tissue was significantly improved; the mRNA
expression levels of bile acid nuclear receptor(FXR, SHP), bile acid apical membrane transporter (BSEP, MRP2,
MDR2) and bile acid basolateral membrane transporters (MRP3, MRP4, OSTa, OSTB) were significantly
increased (P <0.05, P<0.01), while the mRNA expression levels of bile acid synthase (CYP7A1) and bile acid
OATP1A1) were significantly decreased (P<0.05, P<0.01). Conclusion

Hedyotidis diffusae herba can improve cholestatic liver injury, and its mechanism may be related to the activation of

reabsorption transporters (NTCP,

FXR-SHP axis gene expression, thus promoting bile acid efflux and reducing synthesis and reabsorption.
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Figure 1 The effect of Hedyotidis diffusae herba on serum biochemical indexes in ANIT—induced cholestatic liver injury (x s, n=8)
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Figure 2 The effect of Hedyotidis diffusae herba on ANIT-induced cholestatic bile flow and bile ingredients of total bile acid and total

bilirubin levels(x + s, n=8)
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Figure 3 The effect of Hedyotidis diffusae herba on ANIT—induced cholestatic pathological changes of liver tissue (HE staining, x400)
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