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Study on Expression M echanisns of MM P-2 Gene Induced by
Cytokines in Vascular SnoothM uscle Cells

HAN M ei,W EN Jin-kun
(Degarment o B iochemistry, Institute d B asicM edicine, H ebei M edical U niversity, Shijiazhuang 050017, China)

Abstract M atrix metalloproteinase-2 (MM P-2) is a key enzyme for degradation of extracellular
matrix components To study on expression mechanisn sof MM P-2 gene induced by cytokines, the
5'-flanking region(- 679 19)of ratMM P-2 genew as anplificated and then inserted into pSv 0-
CA T plasnids The activity of MM P-2, level of MM P-2mRNA and ecific transcription factors
interaction w ith cis-acting elementsw ere observed by zymographic analysis, Northern blotting,
gel shift assay, reporter gene assay and Southw estern blotting The results indicated that expres
sion and secretion of MM P-2w ere significantly enhanced by bFGF, TN F-ocand L -1f8in vascular
snooth muscle cells (V 9V C). Similar stimulatory effectsw ere observed by CA T assay inV SV C
transfected w ith the recombinant reporter plasnids The CA T activities induced by bFGF, TN F-&
and L-1Bwere 2 18,1 78 and 1 43 times as high as that of the control, repectively. Further
study confirmed that the nuclear extracts from V 9 C stimulated w ith the cytokines had binding
activities to the - 679 19 bp region of MM P-2 gene The 76 kD and/or 47 kD binding factors
— were detected by Southw estern blot T he binding activity of these transcription factorsw as coinci-
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dent w ith the level of MM P-2 expression inV 9V C. These observations suggested that the tran-
scription factor could be activated by the mitogen bFGF or the inflanmatory TNF-aand L -1
The induction and binding to cis-acting elanent of these factorsmight play an mportant role in

regulation of MM P-2 gene expression

Key words M atrix metalloproteinase-2 (MM P-2), Expression regulation,V ascular snooth mus-

cle cell, Cytokine
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Fig 1 Construction and identification of pMM P-CA T
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Fig 2 Effect of cytokinesonV SM CMM P-2 expression
(A)Northern blot; (B)Densitometric scanning
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