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15-PGDH Inhibition - Unifying Biology Addressing Unmet Need in Aging &
Inflammatory Disease

C Epirium Bio

Inhibiting 15-PGDH to leverage PGE2 signaling for resolution of inflammation and tissue repair
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PGE2-EP4 Signaling Elevates cAMP to Promote Muscle Function
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15-PGDH, an Enzyme that Degrades PGE2, is Upregulated in Aged Muscle
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MF-300, an Oral 15-PGDH Inhibitor for Restoring PGE2 Signaling in Aged Muscle o .
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Based on crystallography
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MF-300, an Oral 15-PGDH Inhibitor for Restoring PGE2 Signaling in Aged Muscle
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The Aged Mouse as a Model to Study MF-300’s Effect on Muscle Quality
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Modeling age-induced muscle weakness with isometric Muscle 15-PGDH gene expression (Hpgd) increases
plantar flexion in mice during age-related muscle weakness in mice*:2
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MF-300 Increases Muscle Force in Aged Mice
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MF-300 increased maximal force of isometric plantar flexion in aged mice
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MF-300 Improves Muscle Quality in Aged Mice
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MF-300 Improves Muscle Quality in Clinically Relevant Fast-Twitch Muscle
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Discovery Proteomics Identifies Molecular Effects of MF-300 on Muscle Quality C Epirium Bio
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Whole Genome Linkage and Association Analyses Identify
DLG Associated Protein-1 as a Novel Positional and
Biological Candidate Gene for Muscle Strength: The Long
Life Family Study
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Positive Effect on Aged Bone Micro-Architecture, Consistent with PGE2 Biology
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Urinary PGE2 Metabolite Biomarker Correlates with Efficacy C Eoirium B
pirium Bio

Reduced PGE2 metabolite is evidence of in vivo MF-300 increased isometric force in aged animals
target engagement correlated with efficacy
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Biomarker Data Support Translation of MF-300 Efficacious Exposure in Humans o .
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Phase 1 Study Evaluating the Safety,
Pharmacokinetics and Pharmacodynamics of MF-300

Multiple Ascending Dose (> 18 - < 65 years)

* N=10 per cohort (2 pbo, 8 MF-300)
* Daily dosing for 5 days to achieve steady state PK
* Doses: 75mg, 125mg, 200mg

Magnitude of PGE-MUM reduction in human is comparable to reduction coincident with efficacy in aged mice
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Summary - :
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* MF-300is an orally bioavailable small molecule inhibitor of 15-PGDH enzyme activity that restores
physiological levels of PGE2 in muscle tissue (preclinical).

* Oral administration of MF-300 improves muscle quality in aged mice.
— Increased force and contraction rate of fast-twitch muscle.
— Increased abundance of ribosome subunit proteins as well as scaffold proteins linked to improved muscle function in
human aging.

* Reduction of the target engagement biomarker, PGE-MUM, correlates with efficacy in aged mice. A similar
magnitude of reduction in PGE-MUM in healthy volunteers administered MF-300 supports translation of
efficacious exposure to the clinic.
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