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Development of a new drug for treating osteoarthritis caused by increased
expression of Dkkl molecule
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We could not find a compound with an enhancing effect on Dkkl expression. As

a cause, we considered the possibility that B - catenin mutation induces the increasing of Wnt
signal. DKkl is a target gene of Wnt signal, and Dkkl production is enhanced in cells that are
enhanced. Considering the possibility that the enhancing action of the drug is difficult to detect
in such Dkkl producing cells, two kinds of compounds were obtained by changing the cells. These
drugs were able to confirm Dkkl expression enhancing action even at the level of mRNA. However, in
the luciferase assay by TOP flash, the Wnt signal activity increased and the opposite result was
obtained. The goal of the research was changed to a new development of a drug having a Dkkl
expression lowering action. At present, one kind of drug is selected to confirm the reduction of
Dkkl expression at the mRNA level and the activity of decreasing the activity of Wnt signal. We are
continuing the examination.
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