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Abstract: Objective To verify the pharmacodynamic effect of paeoniflorin on a-isothiocyanate (ANIT)-induced cholestasis in rats,
and explore the regulatory mechanism of paeoniflorin on intestinal flora by 16S rRNA technology. Methods SD rats were randomly
divided into control group, model group, paeoniflorin high-, medium-and low-dose (200, 100, 50 mg/kg) groups and ursodeoxycholic
acid (60 mg/kg) group, with 10 rats in each group. After 7 d of drug intervention, model of cholestasis was induced by ig ANIT (60
mg/kg) on 4th day. Bile volume flow was measured; Activities of aspartate aminotransferase (AST), alanine aminotransferase (ALT),
y-glutamyl transpeptidase (y-GT) and levels of total bilirubin (TBIL), direct bilirubin (DBIL), total bile acid (TBA) in serum were
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detected; Hematoxylin eosin (HE) staining was used to observe the pathological changes of liver tissue; Intestinal contents of rats was

collected for intestinal flora sequencing to explore the effect of paconiflorin on intestinal flora. Results Compared with model group,

paeoniflorin effectively improved bile volume flow (P < 0.05), significantly down-regulated liver function index AST, ALT, y-GT

activities and cholestatic index TBIL, DBIL and TBA levels (P < 0.01), improved the damage of liver cells. The sequencing results of

intestinal flora showed that paeoniflorin significantly increased the ratio of Firmicutes/Bacteroides and abundance of Allobaculum and

Blautia (P < 0.05), and decreased the abundance of Oscillospira and Ruminococcus (P < 0.05, 0.01). Conclusion Paeoniflorin may

improve the liver injury of cholestasis by improving the imbalance of intestinal flora in ANIT-induced cholestasis rats.
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AT DA 2 1 0 R X
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Xosht R R AT 2 R R AR AT 16S
tRNA Kl 3 4R RRE R P25 58, S a7
FIECH A 2377872, BEFEECH A 1005993 655, “F3)
KRN 418 bp, JPHIK AR AE 400~440 bp (] 3-
A), FF& 16S rRNA V3~4 BR, W H1JG 40 M
NRTEE, W2 SRR S WA AR I LS L. R
SRR ERAGEER S IEB L] A H.
B B, MKSER ASV/OTU %t (K 3-B). 4iit)E
13, WTHRZH. ATZE IR AL B TTKE A DA
T ASV/OTU #7358 2204, 2223, 2413, J&/KF
ASV/OTU %53 714 623, 632, 659

#z1 BHEMERAARMES AST. ALT. y-GT 5&M£ X DBIL. TBIL. TBA KFRIFMNE (X+s,n=10)
Table 1 Effect of paeoniflorin on AST, ALT, y-GT activities and DBIL, TBIL, TBA levels in serum of rats with cholestasis

(X£s,n=10)

HAHl FE/(mgkg) ALT/(U-L)  ASTAU-L™") y-GT/(U-L)) DBIL/(umol-L™") TBIL/(umol-L™") TBA/(umol-L ")
pagit — 16.44+6.67 26.75+8.18 0.34%0.17 6.17+2.23 2.4010.63 10.4642.20
e — 182.134+58.08" 160.85429.39" 10.67+£6.97" 110.53+34.79™  69.70+16.71"  140.39+24.62"
AT 200 48.67+£12.32% 72,61 £13.16" 1.45+£0.37% 14.73+2.44% 6.18+£1.39% 29.29+7.69%

100 76.66+10.13* 110.36£8.94"  239+0.26" 25.68+£7.14%  12.9142.03* 50.69+12.45%
50 113.76+10.27% 134.04+11.56% 3.82+0.46" 49.91+£727%  2775+11.60"  81.53+9.88%
UDCA 60 17.41£5.08"  55.08+£10.84* 0.532+0.43*  7.23+4.50* 2.7140.94% 38.96£10.26*

XA P<0.01; SEMALLE: *P<0.01
**P <0.01 vs control group; #P < 0.01 vs model group

kg!

%éﬁ 200 m-

FE7
“M7 ORI E R FE ML AL 17 RORMRAEERE SR “O7 R RIERIE

“11” means cell proliferation or cell fibrosis; “1” means cell vacuole atrophy and morphological degeneration; “C)” indicates inflammatory infiltration

AjZ5F 100 mg-kg ! AjZ5F 50 mg-kg!

= X200

AT < 400

i

& S

UDCA

B2 AAHEIAETRIAA R AT B A A RIE L (L AR

Fig. 2 Effect of paeoniflorin on pathological changes of liver tissue in rats with cholestasis
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Fig. 4 o Diversity analysis of intestinal flora in rats
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Fig. 7 Species LEfSe analysis of intestinal flora in rats
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