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Targeting the Wnt Pathway in Myeloma

The Wnt/β-catenin pathway has been shown to play an
important role in the regulation of cell proliferation,
differentiation and apoptosis (8-10). Lymphomas may show
aberrant activation of the pathway (20), which therefore
represents an attractive candidate for targeted therapeutic
intervention in these tumors. More recently, a study investigated
the apoptotic effects of ethacrynic acid (EA) and the antifungal
agent ciclopiroxolamine (CIC), another drug that inhibits
Wnt/β-catenin signaling, on the myeloma cell line OPM-2 (23).
EA is already used clinically as a diuretic agent. Glutathione-S-
transferase (GST), which is overexpressed in human tumors in
the form of GST-P, couples glutathione (GSH) with electrophilic
compounds and detoxifies the cell (38). GSH acts as a reducing
agent and antioxidant. The binding of EA to GSH can enhance
the cytotoxicity of chemotherapeutic agents (39). CIC is used
topically for the treatment of yeast infections in humans and is
degraded by glucoronidation (40). It acts as a chelator of
polyvalent metal cations (e.g. Fe3+ and Al3+), resulting in the
inhibition of the metal-dependent enzymes in the metabolism
of the cell. Furthermore, it blocks the cell cycle near the G1/S
phase boundary (40).
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