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1. Introduction

* Progressive muscle denervation that occurs with aging contributes to
sarcopenia.

« Slowing denervation or enhancing re-innervation may be strategies to mitigate
progression of sarcopenia.

* In mice, inhibiting 15-hydroxyprostaglandin dehydrogenase (15-PGDH), the
enzyme that metabolizes prostaglandin E2 (PGE2), improves structure of the
neuromuscular junction in aged muscle and accelerates recovery of muscle
force following nerve injury.t?

« MF-300 is an orally administered inhibitor of 15-PGDH that increases PGEZ2 In
muscle. MF-300 Is being studied in a Phase 1 clinical trial in healthy human
volunteers for safety, pharmacokinetics, and pharmacodynamic target

engagement.

2. Therapeutic strategy: Inhibit 15-PGDH with MF-300 to
Increase PGE2/EP4 signaling and cAMP activity in muscle
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« Improved mitochondrial function (aging)*
« Improved neuromuscular junction integrity (aging, nerve injury)?
« Enhanced muscle progenitor proliferation (muscle repair)3
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3. 15-PGDH gene expression is elevated in muscle during

aging and following nerve injury Sciatic nerve injury in
healthy mice

15-PGDH gene expression 15-PGDH gene expression
elevated in aged mice elevated in aged humans

Model for restorative
reinnervation
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» Statistical analyses: One-Way ANOVA with a Holm-Sidak post-hoc or a

5. Results: MF-300 accelerated recovery of muscle force
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6. Discussion

Please contact Micah Webster, PhD (mwebster@epirium.com), visit

MF-300 is an investigational product candidate being evaluated for safety in healthy volunteers. MF-300 has not been approved by any regulatory authority and its safety and efficacy have not been established. © Epirium Bio, Inc. All rights reserved

4. Methods & Study Design
« C57BIl/6J male mice, 14-16 weeks old

* Nerve crush N=11, sham control N=10

* MF-300 or vehicle administered PO

* Muscle force was measured in vivo (Isometric plantar flexion) with a 305C

L ICFSR

Frailty and Sarcopenia Research

muscle lever system (Aurora Scientific Inc., Aurora, CAN)

Two-Way Repeated Measures ANOVA with a Holm-Sidak post-hoc

Efficacy study to test effect of MF-300 on muscle force following nerve injury
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Accelerated recovery of absolute Recovery of muscle specific force at

Sciatic nerve crush caused substantial atrophy and loss of iIsometric plantar
flexor force.

In Veh and MF-300 groups, recovery of muscle force started at Day 21 post
Injury and continued to end of study Day 35.

Oral administration of MF-300, which increases PGEZ2 levels In
gastrocnemius muscle, accelerated recovery of muscle force compared to
Venh.

MF-300 improved specific muscle force (i.e., increased absolute force
without changing muscle mass) at Day 35 post injury.

These data suggest that MF-300 accelerated nerve reinnervation following
crush injury.
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