Co-administration of inhibitors of HDAC6 and SGLT2 in murine HFpEF models results in additive
improvements in cardiac structural and functional measures
Charles Mackay', Xiaomei Song’, T E NAYA

Farshad Farshidfar’, Aliya Zeng!, Reva Shenwai!, Matthew Kozubov', Iris Wu', Sara Ranjbarvaziri', Amara Greer-Short!, Ana Budan', Emma Xu', Cindy Li', Melissa Van Pell,
James Priest!, Gretchen Argast’, Jin Yang', Timothy Hoey’ "Tenaya Therapeutics, South San Francisco, CA THERAPEUTICS

Combination of HDACG6 and SGLT2 Inhibitors Provides Additive Benefit vs Either Alone, Improves Diastolic Dysfunction without Reducing Ejection Fraction
Gene Expression Analysis Shows Differentiated Profile for HDACG6 Inhibitor; Highlights Orthogonal Mechanism of Action
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AND PRO-INFLAMMATORY PATHWAYS AS SEEN IN GENE SET ENRICHMENT ANALYSES
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terminal PV loop at endpoint (9 weeks), with cardiac tissue harvested and used for ~ HFpEF+SGLT2, " In our comprehensive research on TN-301, a highly selective HDACG inhibitor for HFpEF treatment, we observed significant benefits. Both in vivo
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B. Treatment doses are selected empirically and in the lower treatment dose range to allow for o — ; . o — ; : s0l— . . pharmacology and whole transcriptome RNA-seq analyses revealed additive and synergistic benefits of HDAC6 and SGLT2 inhibition. These effects
comparing partial efficacy of each agent, as well as broader safety margin in clinical settings Post-dosing weeks Post-dosing weeks Post-dosing weeks significantly improved diastolic function and gene expression in the HFpEF heart. Further analysis emphasized distinct and complementary mechanisms
and increased patient accessibility and tolerability. i inhihiti i i i i i i i i i inhibhi ' '
G opro gvaluations includi%’g hody measu?’ements o dimstolic function indicatore Substantial improvement of diastolic function indicators E/A and E/e’ in the combined of actllon frqm HDACG |nh|b|t|9n, .rellnforc!ng its potential as a standalone therapeutic and in .conjunctlon with SGLT2 |nh|b|tor_s. (_3(_)rroborat|ng previous
were comparable across disease groups HDACG6- and SGLT2-inhibitors treatment group, as compared to vehicle or each treatment data, it's evident that HDACG6 inhibitors, like TN-301, are potent treatments for HFpEF, and in select cases, surpass SGLTZ2 inhibitors. The synthesis of
alone. At endpoint, both measurements were very close to Control group levels. Ejection these findings underscores the potential of TN-301 for HFpEF treatment, both as a singular or combined approach.
Fraction (EF) did not show any marked change in any treatment group.
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