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The expression of HMGB1 and TLR4 in pancreatic tissue of rats with severe acute pancreatitis
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Abstract: Objective To explore the mechanism of HMGBI and TLLR4 in pancreatic tissue of rats with severe acute pancreatitis
and the intervention effect of Ulinastatin. Methods The 54 SD rats were completely random divided into control group,SAP group
and Ulinastatin treatment group,and each group was divided into three groups:6,12 h and 24 h groups (each group n=26). In con-
trol group,we turned the pancreatic tissue,in SAP group,the SAP model was made with 5% taurocholic acid;and in the treatment
group,and intravenous injection of ulinastatin was conducted after the SAP model was successfully made. Then we observed the
pancreatic tissue pathology in the three groups. The amylase in serum was detected by EPS-G7 assay, the HMGBI in serum and
pancreatic tissue was detected by ELISA assay, the expression levels of HMGBI and TLR4 in pancreatic tissue were detected by
Envision two-step immunoassay. Results Compared with control group,the amylase of each time point in SAP group and treatment
group were significantly higher,and the pathology changed obviously (P<C0. 05),and the SAP model was successfully made. The
HMGBI expression in pancreatic tissue and serum started increase at 6 h,increased quickly at 12 h and maintained the increasing
trend to 24 h in SAP group and it was significantly higher at the same time point compared with that of control group (P<C0.05) ;
at the same time point,the HMGBI in treatment group was significantly lower than that of SAP group (P<C0. 05) ;in SAP group,
the expression of TLLR4 in pancreatic tissue started increasing at 6 h.reached its peak at 12 h and started decreasing at 24 h,it was
significantly higher than the control group at the same time point (P<C0. 05). At the same time point,the TLR4 was significantly
lower in the treatment group than SAP group (P<C0. 05). Conclusion The proinflammatory effect of HMGBI in SAP rats pancre-
atic could be partly combine its receptor TLLR4 and MyD88-dependent pathway through implementation,and the protecting mecha-
nism of Ulinastatin could be interrupt the HMGBI1 and TLLR4 signaling pathway in SAP rats pancreatic tissue.

Key words: pancreatitis; high mobility group box 1 protein; Toll-like receptors 4 ; Ulinastatin

HRE 21 JE IR 48 (severe acute pancreatitis, SAP) 3 #44% , MRS w5t T 10, 3837 HMGBI, TLR-4 7& SAP K BB IR
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BITAL.3 AL 4R 6,12 h il 24 h 3 /N (R /NAL n=6),
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WHRILA K, HHLH T g & TLR4 7 fE K HMGBI1 %Z (& 5
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FTREF 201552 A% 44 5% 44

HZ Pk TLRA Jpia 7 #8051 o By HMGB1 . TLR4 3 #, 7]
A TIRIT SAP,

£ % 30k

(1] ToCR.PEFE 2%, 5. 5wl fih T % 55 i 200 AR 4 28
& AN A% A Toll B2 4k 4 Rakmyszmi )] &R
KR R 2012,31(1) £ 97-100.

[2] Wang H,Li W,Goldstein R,et al. HMGBI as a potential
therapeutic target[ J]. Novartis Found Symp, 2007, 280
(1):73-85.

[3] Zhang JX,Dang SC,Qu JG,et al. Preventive effect of tet-
ramethylpyrazine on intestinal mucosal injury in rats with
acute necrotizing pancreatitis[ J ]. World J Gastroenterol,
2006,12(39) :6386-6390.

[4] Schmidt J,Rattner DW, Lewandrowski K, et al. A better
model of acute pancreatitis for evaluating therapy[J]. Ann
Surg,1992,215(1) :44-56.

[5] Yan Y,Min X,Rui K,et al. HMGBI is a therapeutic tar-
get for leukemia[ J]. Am ] Blood Res,2012,2(1) :36-43.

[6] Mouri F, Tsukada J, Mizobe T, et al. Intracellular HMGB1
transactivates the human IL1B gene promoter through as-
sociation with an Ets transcription factor PU. 1. [J]. Eur
J Haematol,2008,80(1) ;10-19.

L7] XURE4R, 246, SIE B R A E B-1 5 508 ¢ R i AF 58
JELT . b G B A # 2% 7, 2008, 24(8) 1 1656-1660.

[8] Nogueira-Machado JA, Volpe CM, Veloso CA, et al. HMGBI,
TLR and RAGE:a functional tripod that leads to diabetic in-
flammation[ J ]. Expert Opin Ther Targets,2011,15(8):1023-
1035.

[9] Park JS,Gamboni-Robertson F, He Q,et al. High mobili-
ty group box 1 protein interacts with multiple Toll-like
receptors[J]. Am J Physiol Cell Physiol, 2006, 290 (3):
917-924.

[10] Zhang X,Zhu C,Wu D,et al. Possible role of toll-like re-
ceptor 4 in acute pancreatitis[ J |. Pancreas,2010,39(6)
819-824.

[11] Park WY, Goodman RB, Steinberg KP, et al. Cytokine
balance in the lungs of patients with acute respiratory
distress syndrome[ J]. Am J Respir Crit Care Med, 2001,

164(10 Pt 1):1896-1903.

L12] XV A% S8 205 . HMGB1/TLR/NF-«B 7E /R %5 7 B
RN B AR ik KE SCLTD v H S 2 4 3
2009,5(25) :450-453.

[13] KHE, 4 W6 wf - #0 A F. HMGB1 }& TLR2.TLR4 72§
DRI 56 7 48 v 1 983K b 7 SCLT . il B2 2 5 I IR . 2013,
33(4).:476-479.

[14] 4% %, 25 1E WL 3810 5. & A 2 M IR R K B 41 41
HMGBI £k 5FDge s E e RT]. o E BB K%
4 ,2008.,37(6) :343-345.

L15] m B0, AL % Wik, 5. NF-B #l TLR4 7£ 8 0E 2 1
KRB WRER LM T ERERGEmI] T RE
2,2010,31(24).:3168-3170.

SRS H 1 :2014-07-03 &[] H 1 :2014-09-18)



