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ABSTRACT Objective: To investigate the effect of high mobility group box-1 protein on a2A-adrenaline receptors-mediated acute
lung injury in a rat model of sepsis. Methods: In a sepsis model by cecal ligation and puncture (CLP), sixty-four SD rats were randomly
divided into the following groups: CLP group and CLP + maleate group. Plasma levels of TNF-o, HMGBI and IL-10 were determined at
the following time points: 2 (T,), 6 (T,), 12 (T;) and 24 h (T,) after CLP. Lung was removed for the determinations of pulmonary
wet-to-dry ratio (W/D), myeloperoxidase activity (MPO), total histological scores and HMGB1 immunohistochemistry analysis 24 h after
CLP. Results: Plasma levels of TNF-a at T, and HMGBI1 at T,, T; and T, were significantly lower in CLP + maleate group than CLP
group (P<0.05). There was no difference in IL-10 over time between groups (P>0.05). Pulmonary levels of W/D, MPO, total histological
scores and HMGBI expression were significantly lower than those in CLP group (P<0.05). Conclusions: HMGBI plays a key role in the
pathophysiology of ALI, and antagonism of a2A-adrenoceptors improves pulmonary function by inhibiting HMGBI.
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Table 1 Comparison of plasma levels of TNF-o, HMGBI and IL-10 in both groups after CLP
Group/Time T, T, T, T,
TNF-« CLP group 116+ 15 306+ 51 78+ 20 59+ 14
(pg/mL) CLP+ maleate group 123+ 17 225+ 42° 67+ 17 51+ 13
HMGBI1 CLP group 3+ 1 9+ 3 19+ 6 13+ 3
(g/L) CLP+ mal eate group 3t 1 5% 2a 10+ 4 6+ 2°
IL-10 CLP+ maleate group 6% 2 12+ 3 15+ 4 13+ 4
(pg/mL) CLP + maleate group 5+ 2 13+ 4 17+ 6 12+ 3
aP<0.05 CLP
Note: a P<0.05 vs CLP group at the same time point
2 W/D MPO xt s

Table 2 Comparison of lung W/D, MPO and histological scores 24 h after CLP in both groups

Group W/D MPO(U/g) Total histological scores
CLP group 54+ 03 12+ 4 126+ 1.4
CLP + maleate group 49+ 0.2° 7+ 2 102+ 1.1°
aP<0.05 CLP
Note: a P<0.05 vs CLP group
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Fig. 1 Pulmonary HMGBI stained by immunohistochemistry 24 h after CLP in both groups
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