
007

GNRH SYSTEM IN PROSTATE CANCER AND MELANOMA
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Gonadotropin-Releasing Hormone (GNRH)  is the hypophysiotropic hormone which plays a pivotal  role in the control of reproductive functions. By binding to pituitary receptors, which are coupled to the Gq/PLC signal transduction pathway, GNRH stimulates gonadotropin synthesis and secretion. LHRH agonists, when given continuously, suppress the pituitary-gonadal function, through the down-regulation of GNRH receptors: this is the basis of their successful utilization in the treatment of hormone-dependent pathologies, such as prostate cancer (CaP).  In my laboratory, it has been  reported that GNRH receptors are expressed in CaP cells where they are coupled to the Gi/adenylcyclase intracellular signaling pathway. The activation of GNRH receptors by means of potent GNRH agonists brings about a significant decrease of cell proliferation. Moreover, GNRH agonists  are able to reduce the metastatic potential of CaP cells, by reducting their migratory and invasive properties, possibly through the modulation of integrin expression. It is therefore suggested that GNRH agonists, by activating tumor GNRH receptors, exert a direct antimitogenic and antimetastatic activity on CaP. More recently, and unespectedly, it has been observed in my laboratory that GNRH receptors, endowed with inhibitory activity on tumor growth and progression, is expressed also in melanoma cells. This observation seems to suggest a possible clinical utility of GNRH analogs also for tumors that are not related to the reproductive system.



















