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Introduction:
« Sarcopenia, age-induced muscle weakness, is caused by reduced muscle

» Caused by reduction In muscle quality

guality and muscle qguantity and disproportionally affects fast-twitch muscle. (intrinSiC f()rce generating CapaCity ()f
muscle) and muscle quantity

* Muscle force and rate of contraction are reduced In sarcopenia.

* Improving quality of fast-twitch muscle in aging Is a strategy to enhance
strength and offset progression of sarcopenia.

« Prostaglandin E2 (PGE2) improves muscle function in aged micel=?. _ M F'BOO _

 MF-300, an oral inhibitor of the enzyme, 15-hydroxyprostaglandin
dehydrogenase (15-PGDH), increases levels of PGE2 in muscle and improves
muscle quality and force in aged mice.

* QOral Inhibitor of the enzyme, 15-PGDH

Methods:
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« MF-300 or vehicle was administered orally, every other day for 12 weeks
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o MF-300 increased specific force and contraction rate in clinically relevant fast-
twitch muscle of the EDL, ex vivo
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Discussion:

« Oral administration of MF-300 reversed age-induced reduction of absolute
and specific muscle force, as well as contraction rate, in clinically relevant
fast-twitch muscle.

 MF-300 increased force without increasing muscle mass, suggesting that
MF-300 improved the quality of aged muscle.

 Pharmacodynamic biomarkers including PGE2 and a PGE2 metabolite
support in vivo target engagement of MF-300 with 15-PGDH In the target
tissue, skeletal muscle (see Supporting Information, below).

Supporting Information:
o MF-300 inhibits 15-PGDH and increases levels of PGE2
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o 15-PGDH gene expression iIs elevated in muscle with aging in mouse and
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