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Abstract: Objective To investigate the effect and mechanism of indirubin on intestinal flora of mice with ulcerative colitis (UC)
induced by dextran sulfate sodium (DSS). Methods Male kunming mice were randomly divided into control group, model group,
salazosulfapyridine (125 mg/kg) group, and low-, medium-, high-dose (7.5, 15.0, 30.0 mg/kg) indirubin groups, UC model was induced
by free drinking 3% DSS for 7 d. On 8th day, mice were ig drugs, after continuous intervention for 7 d, signs of mice were observed for
disease activity index (DAI) score; Hematoxylin-eosin (HE) staining was used to observe the pathological changes of colon tissue;
ELISA method was used to detect levels of interleukin-6 (IL-6), 1L-8, IL-10, IL-1p and tumor necrosis factor-o. (TNF-0) in serum of
mice. Five samples of intestinal contents in each group were collected, and bacterial 16S rRNA gene V4—V5 regions high-throughput
sequencing were used to analyze the flora of intestinal contents variety. Results Compared with model group, DAI score in indirubin
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group was significantly reduced (P < 0.05), colon tissue damage was reduced, inflammatory cell infiltration was decreased, levels of
pro-inflammatory cytokines such as IL-6, IL-8, IL-1p and TNF-a in serum were significantly decreased (P < 0.05), level of
anti-inflammatory cytokine IL-10 showed an increasing trend. 16S rRNA gene sequencing results showed intestinal flora diversity of

mice in model group was decreased, and intestinal flora diversity in indirubin group was increased; Ratio of Bacteroides/Firmicutes was

increased at phylum level, seven genus such as Lachnospiraceae_FCS020_group, Ruminiclostridium_9, Eubacterium_brachy group,
Allobaculum, Streptococcus, Erysipelotrichaceae_ UCG_003 and Tyzzerella may be related to the therapeutic effect of indirubin on UC.
Conclusion Indirubin can treat UC by regulating intestinal flora of UC mice and inhibiting intestinal inflammation.
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Fig. 8 LEfSe analysis of intestinal microflora in each group
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FRERA, i TE DA AT LA S R R, JiE
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T\ WEEANGME, Wi R S50 1BD B T 48
Mot . BREZmadfmERE. AT,
WA SR E G EM YRR, 1BIT RYEHREL,
rhZEARYE UC 5 . IEIR R BRI, Lz RALE |
WA SHUAIEIT RN, IR B SR TE
BRI I AL T 2 B 7 B R Ay, I
A i R HLIR TS B0W B SR BUR TR IEAEAS,
T8 3 i T A % RS, TR YT UCES-26,

HEWE, RAENERE. BB AR IR
(RZEIR) id#k “HE, B, JHk, HBiR
BRIV Ja AR R E 7, #t RLAEEE N uC
KR4 1 8 40 A K B 7 -B1 - (transforming
growth factor-pl , TGF-pl ). # it & L ¥ i
(myeloperoxidase, MPO) kK-, iR 4f
e E K A7 (basic fibroblast growth factor,
bFGF). =mX¥ (intestinal trefoil factor, ITF)
MRNA Lk K, WS 22 2505 1 & B s

( mitogen-activated extracellular signal-regulated

kinase, MEK) /4H}a4 M1 & HEE (extracellular
regulated protein kinases, ERK) {55, #EARHL
JILE%-3-1% M (phosphoinositide 3-kinase, PI3K) /&
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T 100 1) i 30 0 ) O RN i T 8 MR R, ek T A
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(mitogen-activated protein kinase, MAPK) 155 & 4%
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