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Devglopment of a therapy for immobilization induced muscle atrophy by targeting
Smads
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Muscle atroph¥ is a risk for fall leading to fragility fractures in elderly.
Thus, inhibiting muscle atrophy in elderly is mandatory. We have previously demonstrated that Smad?2
and Smad3 proteins accumulated in atrophic muscles in an immobilization induced muscle atrophy

model in mice. Muscle specific targeting Smad2 and Smad3 resulted in significant inhibition of the
immobilization induced muscle atrophy in mice. To determine if Smad2 and Smad3 could be inhibited

globally in adults, we tried to establish Smad3 flox mice. We successfully established the Smad3
flox mice. Smad2 flox mice were already gifted by a collaborator. Now we successfully generated
inducible Smad2 and Smad3 doubly deficient mice in adults. We found that Smad2 and Smad3 could be
targeted in adult mice. We also screened Smad3 inhibitors by a drug repositioning screen, and
identified some agents as Smad3 inhibiting chemical compounds.
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