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HDACG inhibition by TN-301 demonstrates superiority over pan-HDAC inhibition in preclinical models of DMD
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TN-301 was discovered by Tenaya Therapeutics and exhibits a multi-modal mechanism of action,
iINncluding reducing inflammation, fibrosis, and mitochondrial dysregulation and improving autophagy.
In @ Phase 1 study In healthy adults, TN-301 did not demonstrate serious adverse events or dose-
limiting toxicities over a wide dose range. HDACG6 specific inhibition in vivo was demonstrated in
peripheral blood mononuclear cells by increases in acetylated tubulin, with no changes in histone
acetylation. Plasma half-life supports once daily oral dosing.

Figure 2. Gene Sets Underlying Key Drivers of Muscular Dystrophy Are Dysregulated in mdx Mice
and Improved by TN-301. A) Gene Set Enrichment Analysis (GSEA) highlights key cellular functions
associated with response to TN-301 treatment. B) Key regulators of cell cycle progression are
normalized following TN-301 treatment. C) TN-301 restores key apoptotic markers toward control
levels in skeletal muscle . D) Representative TUNEL staining images from soleus muscle sections of

WT or mdx mice treated with vehicle or TN-301. Coloring reflects a heat map of TUNEL+ areas. E)

The pan HDAC inhibitor givinostat has been shown to increase muscle tissue, reduce fatty infiltration, | Quantification of TUNEL staining from images in D. WT, wildtype: Error bars, SEM: Scale bars, 400 ym
and slow the decline in motor function, in DMD patients; however, its use is limited by side effects
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Figure 1. TN-301 Supports Greater Grip Strength Improvements than Givinostat in mdx Mice at |nh|b|F|on may be dr!vmg critical aqvapt.ages on skeletal muscle function that underlie the

Clinically Relevant Doses. A) Rationale for dose levels used in study. Male WT or mdx mice received benefits czbserved with pan-HDAC |nh|b|t|.on . o o

drug or vehicle via daily oral dosing for 5 weeks starting at 7 weeks of age. B) Weekly and (C) 5-week > In mdx mice, TN-301 reduced serum creatine kinase activity and muscle apoptosis without

forelimb grip strength measurements show mdx groups receiving either dose level of TN-301 reducing platelets

reached WT grip strength levels at 5 weeks of dosing, as did those receiving the high dose, not low » TN-301 improved several clinically relevant drivers of DMD cardiomyopathy, including

dose, of givinostat. D) Creatine kinase (CK) activity in serum — a clinically-relevant marker of skeletal calcium handling and mitochondrial respiration
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