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[Abstract]  Objective To observe the effect of agmatine (AGM) on lipopolysaccharide (LPS)-induced acute
hepatic injury in mice, and to explore its related mechanism. Methods ~ Sixty C57BL/6 mice were randomly divided into
control group (n=20, with intra—peritoneal injection of phosphate buffer saline 10 mg/kg), model group (n=20, with
intra—peritoneal injection of LPS 10 mg/kg), and AGM group (n=20, with intra—peritoneal injection of LPS 10 mg/kg
and AGM 200 mg/kg). Ten mice in each group were sacrificed at 6 hours and 24 hours, respectively, after modeling,
blood samples were collected for the determination of tumor necrosis factor—-a  (TNF-a) and interleukin  (IL-18 and
IL-6) by enzyme linked immunosorbent assay (ELISA) at 6 hours after modeling, and for determination of alanine
aminotransferase (ALT), aspartate transaminase (AST) and total hilirubin (TBil) by automatic biochemistry analyzer at
24 hours after modeling. Hepatic homogenate was also collected for determining the endonuclear nuclear factor-kB
(NF-kB) p65 by Western blotting at 6 hours after modeling, and for observation of pathological changes at 24 hours
after modeling. Results At 6 hours after modeling, the mice in model group became lethargic and quiet, and their food
and water assumption was reduced, but AGM was found to be able to greatly improve the general status of animals in
AGM group. AGM was found to lower the contents of serum TNF-a  (ug/L: 296.3 +42.5 vs. 627.2 + 81.3, t=7.327,
P=0.002), IL-1B (pg/L: 109.1 £ 12.3 vs. 264.2 + 18.8, t=11.958, P=0.001), 1L-6 (mg/L: 11.4 + 1.9 vs. 23.6 +
2.5, t=6.729, P=0.003), ALT (U/L: 107.9 + 8.5 vs. 189.9 + 13.6, t=8.856, P=0.001), AST (U/L: 347.4 +24.9
vs. 716.8 £ 60.4, 1=9.793, P=0.001) and TBil (umol/L: 8.3 £0.9 vs. 10.6 0.5, 1=3.869, P=0.018) in mice with
acute hepatic injury induced by LPS. AGM also depressed TNF-a (ng/g: 287.4 +32.5 vs. 461.5 £ 31.4, 1=6.673, P=
0.003), 1L-18 (pglg: 146.7 £13.5 vs. 351.6 £28.7, t=11.190, P=0.001) and intranuclear NF-kB p63 level
(NF-kBp65/TBP: 0.515 +0.060 vs. 0.853 +0.080, t=5.849, P=0.004) in liver tissue. Histological examination
demonstrated that AGM significantly reduced liver injury caused by LPS, as manifested in amelioration of hepatocytes
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swelling, necrosis and neutrophil infiltration. Conclusion Agmatine can reduce LPS—induced acute hepatic injury in

mice via suppressing NF—kB translocation and reduction of the synthesis and release of cytokines.
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(Wsck A 481:2013-10-23)
(AR SC Gt - ZRARF)

A G
AT R E B kR b S AR RS (—)

20 UEAE (acute myocardial infarction, AMI)
Za VB IKEE S AE (acute coronary syndrome , ACS )
273 (acute lung injury, ALI)
APERFI A LR AR

(acute respiratory distress syndrome, ARDS )
LB RAE N ER AR

(systemic inflammatory response syndrome, SIRS )
FAZEGTRAE SV E B AR

(compensatory anti-inflammatory response syndrome, CARS)
POEMS ZE&1E (polyneuropathy , organomegaly , endocrinopathy ,

M protein and skin changes)
Z A H DR LR G

(multiple organ dysfunction syndrome , MODS )
Z 4B e (multiple organ failure , MOF)
18 PR B ZE R i

(chronic obstructive pulmonary disease, COPD)
HAE 2 PERAR 2 (severe acute pancreatitis , SAP)
HOE WA 9P B (intensive care unit, ICU)
SR ARSI RS

(global registry of acute coronary events score, GRACE)
AMEA B SRR R ST

(acute physiology and chronic health evaluation, APACHE )
202 NEHT( emergency internal medicine score, REMS )

&R RF B3 T43 ( Glasgow coma score, GCS)
&R R UG P43 ( Glasgow outcome score, GOS)
7 A B W TT4) (sequential organ failure assessment, SOFA )
fAyfb 2PE A B 22 PE 5 (simplified acute physiology score, SAPS)
Ll F5 (cardiopulmonary resuscitation, CPR)
B A0 P2 452 (out—of—hospital cardiac arrest, OHCA )
5% 1 HLA5] ( chest compression fraction, CCF)
PAAFE Ol 5 (chest compression only cardiopulmonary
resuscitation, CC—CPR)
F Bl A 2 95 A (active compression decomptission
cardiopulmonary resuscitation, ACD-CPR)
YW HARS 109677 (early goal-directed therapy, EGDT)
FEHLXT RE I RIZ 4 (randomized controlled trial, RCT)
e SRAE R - (tumor necrosis factor, TNF)
F1 44 & (interleukin, IL)
%5 5 T —kB(nuclear factor-kB, NF-kB)
C— Jz W % H (C- reactive protein, CRP)
=LA R % H B1(high mobility group protein B1, HMGB1 )
sh ik 4873 1 Carterial partial pressure of oxygen, PaO,)
Sk i AR T
(arterial partial pressure of carbon dioxide, PaC0,)
PR Aoy T
(end tidal carbon dioxide partial pressure, P CO,)



