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The majority of primary intracranial tumors in human are gliomas. Tumor cell hyperproliferation and invasiveness are key features of
glioma. Glioblastoma multiforme (GM) is the most common form of astrocytomas in adults. Despite radical surgery, radiation therapy



and conventional chemotherapy prognosis remains poor and is associated with low survival rate. Matrix metalloproteinases (MMPs)
have been implicated as important factors in the control of the invasive capability of glioma cells. Induction of MMPs is known to
mediate through many signaling pathways including MAPK (MAP kinase) dependent pathways. MKP-1 (MAP kinase phosphatase
1), which is a member of the dual specificity MAPK phosphatases (DS-MKPs), inactive MAPK activity. We found that
Dexamethasone, an anti-inflammatory agent and Rosilitazone, an agonist of peroxisome proliferator activated
receptor-gamma(PPAR-gamma have been shown to inhibit MMP-2 activity via induction of MAPK phosphatase -1 (MKP-1). Thus,
we propose to explore the possibility of whether dexamethasone and Rosiglitazones can be used as a therapeutic agent to treat
malignant glioma invasiveness and cell growth. In addition, iNOS only expressed in high grade of malignant glioma cells. Treatment
of glioma cells with I-NAME (NOS inhibitor) or Sodium nitroprusside (Nitric Oxide donor), We found that Nitric Oxide regulate
MMP-2 activity. By using siRNA to knockdown MKP-1 also reversed Dexamethasone- and Rosiglitazones-reduced MMP-2 activity.
These data suggesting NO is the positive regulator of MMP-2 in malignant glioma cells and dexamethasone and
Rosiglitazone-induced MKP-1 which regulates MMP-2 activity and invasiveness in human malignant glioma cells via iNOS.



