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Heart failure with preserved ejection fraction (HFpEF) is a major health problem associated with ) — g
high morbidity and mortality, yet there are few effective therapies. Previously, we demonstrated A | *2:35*001 | B C o
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inflammation. Empagliflozin, a selective inhibitor of sodium-glucose cotransporter protein-2 = ° ° 3

(SGLT2), was recently approved in the U.S. as a therapy for patients with HFpEF, based upon % %0 3 100+ 510009 | ° :

clinical trials showing it reduces the risk of cardiovascular death and hospitalization in this - N 0 S o
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 established mouse model of diastolic dysfunction with preserved ejection fraction. ) Control HF pEF Minutes Post Injection Control HF pEF

(A) Single oral dose of TYA-018 significantly reduced fasting glucose and improved glucose tolerance (B and C)
in HFpEF mice, to levels similar to empagliflozin.

All data are presented as the mean = SEM. N=6-12 mice per group. **P <0.01 and ***P < 0.001 by unpaired t-test. Historical data was
used as vehicle control group.
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To recapitulate systemic and cardiovascular features of HFpEF in humans, we induced diastolic 1 -

dysfunction in mice using a combination of high fat diet (60%) and Nw-nitrol-arginine methyl ester TYA-018 Corrects Dysreqgulated Fibrosis and Oxidative
(L-NAME, 0.5 g/L)"). After the HFpEF phenotype was established, mice were orally dosed daily Ph - - - -
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for 9 weeks with either 15 mg/kg TYA-018 (TN-301-like HDACG6-specific inhibitor),10 mg/kg -
empaglifiozin (SGLTZ2 selective inhibitor), or vehicle. In previous studies, these doses were 4 A B Zscore )
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(A) Ejection fraction was preserved in treated and untreated HFpEF mice. (B-D) Daily oral dosing of TYA- (A) RNA sequencing analysis shows enrichment of gene sets associated with inflammation, fibrosis, and
018 for 9 weeks, normalized cardiac structure and function as measured by left ventricular (LV) mass (B), oxidative stress in vehicle-treated HFpEF animals relative to control (shown in blue bars) which were all reversed
E/e’ ratio (C), and end diastolic pressure (D) in HFpEF mice. These effects were comparable to with TYA-018 (red bars) or empagliflozin (bars in purple) treatments. Gene sets associated with mitochondrial
empagliflozin. function including oxidative phosphorylation, mitochondrial biogenesis, and different metabolic pathways were
All data are presented as the mean = SEM. N=8-12 mice per group. n.s. not significant, *P < 0.05, and **P < 0.01 by unpaired t- significantly depleted in HFpEF mice treated with vehicle relative to healthy control animals. These mitochondrial
| test. ) and metabolic gene sets were significantly enriched in both treatment groups. (B) Heatmap shows TYA-018
s - — - ~ reduced the expression of inflammatory and fibrotic genes in vehicle treated HFpEF hearts while mitochondrial
TYA-018 Slgnlflcantly Reduced BNP Gene Expressmn energy production genes were upregulated in response to TYA-018 treatment, superior to empagliflozin.
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Sontrol "e"""eT:’*F'°:E'"pag""°z'" NPPB mRNA expression NPPB mRNA expression NPPB mRNA expression NPPB mRNA expression both of which contribute to HFpEF pathogenesis®®. The comparable efficacy seen in this HFpEF model
(A) The mRNA expression of brain natriuretic peptide (BNP, encoded by the NPPB gene) was increased with TYA-(_)18 and gmpagllflozm provides early but encouraging evidence o_f the potent_lal translatability qf
in mouse HFpEF hearts and was significantly decreased by both TYA-018 and empagliflozin treatment. these fln.dlng_s. tO_C“_n'C_a|_ developmenj[. We are develo_plng TN-301 for trealtlng HFpEF in humans and will
Compared to empagliflozin, TYA-018 reduced NPPB to a greater extent. (B-E) Reduced expression  explore its utility in individuals both with and without diabetes and metabolic syndrome. |
of NPPB in response to both. treatments was correlatgd wﬂh improved diastolic function in HFpEF mice as Disclosures: All authors are shareholders and/or employees of Tenaya Therapeutics, Inc.
shown by decreased E/e' ratio and isovolumic relaxation time (IVRT). References
Data in A panel is presented as the mean = SEM. *P <0.05 and ***P <0.001 by unpaired t-test. R values are Pearson .
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