ewise

THERAPEUTICS

Chronic EDG-7500 treatment prevents left atrial metabolic dysfunctionina -,
Yucatan mini-pig model of genetic non-obstructive hypertrophic * 'Edg
cardiomyopathy

Ben Barthel!, Luuli Tran?, Alexa A. Krause?, Taylor J. Kelty?, Grace M. Meers?, R. Scott. Rector?, Alan Russell’, & Craig A. Emter’
'Edgewise Therapeutics, Boulder, CO, USA; “University of Missouri- Columbia; Columbia, MO, USA

To determine if EDG-7500 can prevent left atrial EDG-7500 decreases enrichment of left atrial protein networks associated with heart failure & activates antioxidant and
(LA) metabolic dysregulation in a mini-pig mitogenesis sighatures. *Comparison - EDG-7500 vs. placebo; P < 0.05
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Conclusions

1. Placebo-treated wild-type control (CON; n=11: 6 o _
— female, 5 male) In a mini-pig model of non-obstructive HCM (nHCM) caused by
2. Placebo-treated R403Q (R403Q+P; n=11: 6 female, heterozygous MYH7 R403Q mutation, proteomic analysis indicates
N=7-11 > male) chronic EDG-7500 treatment:

EDG-7500 treated R403Q (R403Q+7500; n=10: 5
) . I . ::.  Provents metabolic mpairment in the let atra
N=5-9 Left atrial samples were homogenized and proteomic

orofiling performed on N=3 animals in each group . Enriche_s prote_in signat_ures _associated with inc_:reased Iipid and carbohydrate

Helgle Hemodynamics with SOMAscan 7K assay. metabolism, while preventing shifts towards glycolytic metabolism
Validation of specific metabolic protein targets were . _ : : : T )
Echo CMR  Hermodvhamics assessed by Western blot. Inhibits proteomic networks reflective of general heart failure, indicating EDG

Animals were randomly assigned into 3 groups:

7500 may benefit HCM patients in part by preventing left atrial energetic impairment

= Statistical significance was set at P<0.05 using one-
e ? X ¢ > ° way ANOVA or Ingenuity Pathway Analysis (IPA) and These findings support the ongoing development of EDG-7500 in nHCM
or s . | | u | \"/ - |
_Additional Endpoints gene set enrichment analysis (GSEA) to infer d PP going P
Terminal: Biomarkers, Hypertrophy proteomic pathway perturbations, with data reported Disclosures: BB, LT,, AR, CAE are all employees and stockholders of Edgewise Therapeutics; AAK, TIK, GMM, RSR have no
disclosures.

as mean * SE.
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