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[ KEY WORDS]
[ ABSTRACT ] Aim To explore whether atorvastatin inhibits HMGB1-induced vascular endothelial activation, and
clarify the underlying molecular mechanism. Methods The cultured endothelial cells (EC) of rats were treated by
Atorvastatin, HMGB1 , TLR4-specific inhibitor CLI-095 with different concentrations.
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Leukocyte-endothelial adhesion was
RT-PCR and
Western blot method were used to assay the expression of Toll like receptor 4 (TLR4 ), ICAM-1 , E-selectin mRNA and
DNA binding activity of NF-kB was measured by EMSA.

calculated as the proportion of the adherent neutrophils fluorescence intensity among the total added cells.
protein. Results  Atorvastatin, at concentrations ranging
from 0. 1 to 10 pmol/L, effectively and in a dose-dependent manner inhibited HMGB1-induced ECs activation.  Atorvas-
tatin markedly suppressed TLR4 expression (P <0.05) in ECs;Incubation of ECs with atorvastatin and CLI-095 reduced
HMGBI -induced NF-kB p65 DNA binding activity and adhesion molecules (ICAM-1 and E-selectin) expression (P <
0.05).

mechanism may be connected with inhibition of TLR4/NF-kB-dependent signaling pathway induced leukocyte-endothelial

Conclusion  Atorvastatin can attenuate HMGBI-induced vascular endothelial activation.  The underlying

adhesion.
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Table 1. The primers used for real-time RT-PCR

Product  Accession
Gene  Sequence

Size(bp)  NO.
TLR4  5'-AGCCATTGCTGCCAACATCA-3’ 148 NM_019178
5'-GCCAGAGCTACTCAGAAAC-3'
ICAM-1 5'-CAAACGGGAGATGAATGGTA-3' 176 NM_012967
5'-AATAGGTGTAAATGGACGCC-3'
E-BE# % 5'-GTCTGCGATGCTGCCTACTTG-3’ 73 NM_138879
5'-CTGCCACAGAAAGTGCCACTAC-3'
GAPDH 5'-GACAACTTTGGCTCGTGGA-3’ 133 NM_017008

5'-ATGCAGGGGTTCTGG-3'
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Figure 1. Atorvastatin prevented HMGBI1-induced PMNs
adhesion to ECs
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Figure 2. Effect of atorvastatin on TLR4 expression in ECs
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Figure 3. Pretreatment with atorvastatin or CLI-095 inhibi-
ted HMGBI1-induced NF-kB nuclear translocation and DNA
binding in ECs
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Figure 4. Effect of atorvastatin and CLI-095 on HMGBI1-

stimulated adhesion molecules production
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