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Abstract:

Acinar cell necrosis is the crucial factor result in the poor prognosis of acute
pancreatitis (AP). We previously found that: MThe level of circulating total bile acid
in patients was positively correlated with the poor prognosis of AP;@Screening of bile
acid components showed that the level of serum CDCA in AP mice and patients decreased
significantly;@CDCA effectively protected acinar cell necrosis;@NLRP3/GSDMD-mediated
cell pyroptosis is one of the primary ways of acinar cell death. Therefore, we speculated
that the metabolism of CDCA “hepatointestinal axis” regulates acinar cell necrosis
through NLRP3/GSDMD-mediated cell pyroptosis pathway. This project will: (MConfirm the
regulatory effect of CDCA and its receptor FXR on acinar cell necrosis by using a variety
of in vivo and in vitro models at the three levels of cell, animal and clinical
research;@Clarify the molecular mechanism of CDCA protecting acinar cell necrosis by
using NLRP3 or GSDMD pancreas specific knockout mice;®@Observe the effect of regulating
the metabolism of CDCA “hepatointestinal axis” on acinar cell necrosis by using
liver—specific CYP7Al or CYP8B1 deficiency / overexpression mice or aseptic mice
intestinal supplement of Clostridium and Eubacterium. The study will clarify the
protective effect of CDCA on AP from the point of view of “hepatointestinal axis”
metabolism, and provide a new target and theoretical basis for treatment

RegHE (HA52T0) . SRR, ROAIRR, IHmEAQs IR g, M

Keywords (FHH4r54FF) : acute pancreatitis; chenodeoxycholic acid; hepatic—
intestinal axis metabolism; acinar cell necrosis; pyroptosis
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CFER (AXEARFELTETERRFRA) FWERER, NEMLUHETRERRMNEES, UREMF
R F S, ENZ107 THRERFAEZHATLERHA.D

BMLAAFIT (BRARE LB HRETASE), R, BEAERAXE
KERARBEF, HABRERESZEFNNEFEEZRERAFALSITF T, BF.
A B PiFAELE55.005 L, EARAHL 4T :

1. &&%: 0.00%

2. MHe: 42.00% T
2RI F . #MF: 29.127 T
a. AR IE SRR F : 11.407 T

g | KA M/ FAL | HKE B/ T
@ m AR A 0.03 100 3.00
@) Ra 4 o i 0.50 10 5. 00
©) Tk B 0. 02 20 0.40
@ 1X PBS 0. 03 100 3.00
b. A& K2 4% BX A : 2.307 T
Be | KA M/ FAL | HKE B/ T
Q) DNA#Z B X 7] & 0.10 6 0. 60
@ RNAZ 50X 7| & 0.20 4 0. 80
© PCR mix 0.05 8 0. 40
@ SYBY Green qPCR master mix 0.25 2 0.50
c. BAIKF & 6.697 L
BE | XA B/ | #HE BN/ T
@ R B R & 0.10 8 0. 80
) P& R B 3K, 50 & 0.08 8 0. 64
© CCK—84m it & 7y 43X 7| & 0.15 5 0.75
@ LDHAE A% ) 3K, 7] & 0.10 5 0.50
® % J% B -F4=CDCA ELISA#MXF & | 0.20 20 4. 00
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d. WBFe it XAutk: 2. 707 L

B2 | RF M/ FL | KE B/ T T
@ CD45 4tk 0.10 1 0.10
@ CD11bdutk 0.10 1 0.10
© GAPDHAL AR 0.20 1 0.20
@ B —actinditk 0.20 1 0. 20
®) FXRALAR 0.20 1 0.20
® F4/80 404k 0. 20 1 0.20
@ GSDMD 47 44 0. 30 1 0. 30
NLRP3 44k 0. 20 1 0.20
© CYP7A1Futk 0.20 2 0. 40
CYP8B1 4tk 0.20 2 0. 40
® LY6GH A4 0.10 2 0.20
® I Ay B FUAK 0.20 1 0.20
e. &APh4p: 2.957 T
B2 | R BH/ T | K= B/ 77 T
©) 0 A2 & OCA 0. 20 2 0. 40
@) RIRF I A AATHA LA R 0. 40 2 0.80
©) FkE 0.10 10 1. 00
@ 2 12 BR A 0.02 5 0.10
® N 0.03 5 0.15
® A2 % 04 %8 % cck 0.10 5 0.50

f. #4F: 0.587% T
ISR km, P | 3R, 6 LAk, 12 FLA. 96 FLAk. 15ml A= 50ml FHo F
v BREPERAMK, WBIATE & KXF. gPCR FTE & KX F, 4t 0.58 77 o

g. fH: 2.507 T

A8 % BUAK AT & K Jm F R k2 A s iRNAG Al 3E, F390. 307 T/ A*54=1.507% ;

B 4F - PEAAV R B AR, 1.007 L/AN/mI*¥ml=1.007 T, t2.507% o
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2.2#54%%: 12.88 7 L
a. S E K : 8.00 77 T

C57BL/6 ‘N5, 35 7T/ A*100 R ; ARIER R I, KAV E K FHIZE @ IRE FXR loxp
ISR, BRI B AAV A5 22 R 44 5P CYP7A1 A= CYPSB1 i1k 4% /s R Fo ) I IR BZ 4% 71 FXR
SRR, VAR E GermFree )R, H11%H A £ 8.00 A L.

b. #4343 : 4.38 7 L

C57BL/6 B 4 B &k &, 200 R*0.2 7T/ K*365 X*3 #=4.38 7 1, it 4.38 7 7,
c. FREM. XA, £40.50 7 T

3. MXAKA LT : 3.00 F L

MR e TR 045 FNBEAN (REFEERFE), EAELREIMER VLY A E
, £253.00 7,

4. BA#HH%: 0.30 5L

FRITE B X REMEAAFREEHT KT, €, BRAFH 03071

5. 2@/ P/ BRAEEAF: 1.60 F 4

B A T&F 2 Ak, :£0.205 T, £111.60 5 L. £t 1.60 7 o

6. R/ BR/E BB/ iR EREST: 0.50 F A

AT A XHF, L RER@E . LREGARF A FIFR A AR BRAT 4 4,
HAF T RAHKE 4 /K SCl L, BMSHP 4 K. AMXeBm, ke B3 .8 £
. IR ERFE SRR AL 0.50 7 o

7. 3% %:6.40 7

A HEFTEBAR, 4% K 0.05 75 T*8 f*4 5%3 A=4.80 7 T. ME+AHFT
E10/MNA, 4% K 0.02 7 T*10 A*4 %2 A=1.60 # T. it 6.40 7 7T,
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8. +X%M%F: 1.20F %L
ATEANERIGF51, BIFFEREF1 AKX, #K0.207 71, £+ 0.80 7 1T;
NEREF1AK, #4010 75T, 4 0.40 7T, it 1.20 7 T,

9. H4xth: 0.00 7T
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