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EDG-7500, a novel cardiac sarcomere modulator, normalizes left ventricular pre-ejection period in 'HEdggm&g
obstructive hypertrophic cardiomyopathy patients through selective reduction of myosin step-size g S/RRYS ‘\\\ 3z
Michael Ayers’, Craig A. Emter?, Lina Greenberg?, Brent Scott?, Sachiyo Hang?, Sarah Lehman?, Marcus Henze', Lindsey Lee', Mike Duvall', Alan Russell', Michael Greenberg?, Theodore Abraham? o (RS

'Edgewise Therapeutics, Boulder, CO; ?Washington University, St. Louis, MO; SUniversity of California, San Francisco, San Francisco, CA.

Study Aims Results: In vitro myosin Step Size and ATPase Results: Clinical Echocardiography il
EDG-7500 is an investigational cardiac sarcomere modulator targeting A B :
the regulatory light chain and is currently under development for 6- 1.50- "
symptomatic HCM. Following administration of EDG-7500 in - | - 52
participants with oHCM, reduction of LVOT gradient (PG\,o7), _ 5j 1.25 o |
preservation of systolic function, and a generally well tolerated safety £ 4 ‘-’; ]
profile was observed’.To better understand the enzymatic and Z *50 o/ol o 1.00
mechanical reasons behind these unique observations, this preclinical e 31 © ET 330 ms
study was designed to determine if EDG-7500 decreases myosin step g, » 0.75- i .
size while preserving key enzymatic transitions of the myosin s . DMSO 2 0.50 =
ATPase. Furthermore, a clinical HFR echocardiographic sub-study = 1- — 10uM EDG-7500 -
sought to support these preclinical observations by measuring early oM. T 0.25
systolic pressure generation. .
............................. —— 0.00 , e — | PEP 134 ms
0.0 0.1 0.2 0.3 DMSO  10uM | oyt
BaCkg round Time (sec) EDGEI7500 | PEP/ET 0.51
Inhibition of myosin ATPase enzymatic activity with CMIs = R S AR
reduces LVOT gradients at net systolic cost. Table 1: ATPase Kinetics C o
Mvosin sten sive is hvoothesived to b o determinant of ATPase Cycle Kinetic Parameter 10uM EDG-7500 ' '% 0.55 *
yosin step size is hypothesized to be a principal determinant o . .. o 050 v
early systolic pressure generation. Early systolic force generation ADP B!nd!ng Affinity (uM) 179295.7 19.7£6.9 5 v S 045 v
initiates systolic anterior motion and LVOT obstruction. ADP Binding Rate (UM s') 0.2%1.38 3.9%0.7 = 100_’ 66 v S 040 v
| | | ADP Release Rate (s 76.8 + 3.6 73427 S 00 = 035 OOO y
Hypot.heS|s: EDG-7500 alters myosin lever arm c_:ompllance ATP Hydrolysis Rate (s) 677 +4.9 597 + 0.0 S o 30-_ — o= .y S 0.30 :
potentially reflected as reduced myosin step size independent of key — — P = g 'GUC‘) 2 025 i v
enzymatic transitions of the myosin ATPase. This unique mechanism ATP Binding (2"¢ order, uM™" s™') 3.7+0.3 4117 3 = 60- 050 v S 020 50 'v'
will attenuate early systolic pressure generation to normalize LV pre- ATP Induced Dissociation Max. Rate (s) 922 + 38 1012 + 34 3 40- © c 015 580
ejection period (PEP) and reduce LVOT obstruction. Single Turnover Detachment Rate (M- s°) 3.6+0.5 5105 o 20- '% 0.10
Method Single Turnover Attachment Rate (uM-'s') | 0.0074 + 0.0002 | 0.0080 + 0.0003 - -g,—’- 0.05
€ 0dsS Values are means * S.D.; N=3 for all experiments 0 T ' Qo 0.00 . '
.. Y . Baseline 12 weeks o Baseline 12 weeks
* Preclinically, stopped-flow kinetics were used to determine the |
ff f EDG-7 K f th in ATP e. ' D. 140
effects o G-7500 on key steps of the myosin ase cycle ’ % Conclusions _ ]
» Optical trapping was used to measure the myosin step size. T : 120+
P bping was ¢ - y | P | ¥ r These findings support the hypothesis that EDG-7500 . °
* In CIRR_US-HCM (NCTOE_53471§9), partlc:lpant_s with oHCM received % potentially alters myosin lever arm compliance, 2 100- {OE) *
once-daily EDG-7500 using a fixed-dose titration (25-150 mg) Detached m e o powersioe ) _ _ E oo v
based on clinical target parameters for 12 weeks. . H\ reflected as a decrease in step size, independent of % o vy Safoty Effiaacy
substep 1 P . = m - i ESC 2026
» High-frame-rate echocardiographic images were acquired at enzymatic activity of the myosin ATPase. S 60 o v
baseline and week 12 at dose trough to assess LV PEP, PEP/ET, AL S 40'_ o ° -
and LVOT gradients (N=14). =) 2 This may explain how administration of EDG-7500 has 20- o v
Bound n n . v
» Statistical significance was set at P < 0.05 (*denotes vs. baseline) % been Observe_d to rel_'eve_ LV(_)-I: ObStruc_t'on and 0 — e - e
using independent/paired samples t-tests with data reported as preserve systolic function in clinical studies to date. Baseline 12 weeks AHAZO2S
mean + SE. e e e Sercomere EDG-7500 is an investigational agent that is not approved for use by any regulatory authority in any territory and its safety and efficacy have not been established.

Heart J [supplement pending]

Disclosures: This study is funded by Edgewise Therapeutics. MA, CAE, SL, MD, AR are employees of Edgewise Therapeutics; MH was
employee of Edgewise Therapeutics at the time of the study.
Acknowledgments: The authors are grateful to all study sites, site personnel, and participants who enrolled in the CIRRUS-HCM trial.

ADP, adenosine diphosphate; ATP, adenosine triphosphate; DMSO, dimethyl sulfoxide; HFR, high frame rate echocardiography; ET, ejection time; LV, left
ventricle; LVOT, left ventricular outflow tract; oHCM, obstructive hypertrophic cardiomyopathy; PEP, pre-ejection period; SE, standard error.
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