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Development of a selective inhibitor of Activin and its application in a
cancer-bearing mouse model
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In this research, I have developed a ligand trap against activin and its
relatives in the transforming growth factor beta (TGF- ) family, and have evaluated the therapeutic
effects in mouse models. | focused on follistatin-like 3 (FSTL3), one of endogenous antagonists
against activin, which mainly binds and neutralizes activin and myostatin (also known as GDF8).
Using the knobs-into-holes technology, | developed monovalent FSTL3-Fc (mono-FSTL3-Fc) with longer
serum half-life. I confirmed that systemic administration of mono-FSTL3-Fc induced muscle fiber
hypertrophy and increased muscle mass in young wild-type mice and C57BL/10-mdx mice (a model mouse
for human Duchenne muscular dystrophy). Targeting the signaling pathway of myostatin has been
regarded as a promising strategy to increase muscle mass in the elderly and in patients. We thus
reported that the mono-FSTL3-Fc can be a novel anti-myostatin agent.
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