EDG-7500, a First-in-Class Cardiac Sarcomere Modulator, Demonstrates
Favorable Tolerability, Safety, and Pharmacokinetics in Healthy Adults
and Patients with Hypertrophic Cardiomyopathy
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Background Single Dose PK in Healthy Subjects

EDG-7500 is a novel, orally bioavailable, first- - Exposures were generally dose proportional
in-class cardiac sarcomere modulator (CSM) between 5-200 mg.
being developed for the treatment of Terminal half-life was ~ 30 hours (range: 25 — 39 hours).

hypertrpphlc Ca r@omyopathy (HCM) and PK of EDG-7500 in oHCM patients was similar to
other diseases of diastolic dysfunction.

Adverse Events

In healthy subjects, nearly all AEs were mild and
all resolved by end of study. No dose-response
for AEs was observed (data not shown).

1 moderate AE (medical device site reaction) in

Preclinical models demonstrate that EDG- In oHCM patients, all AEs were mild and
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« Exposures were generally dose proportional between
25-100 mg QD.

« Terminal half-life was ~ 30 hours (range: 23 - 34 hours).

LVOT Peak Gradient and NT-proBNP

« EDG-7500 led to a meaningful reduction in
resting LVOT-G of 67% for the combined
100/200 mg cohorts.

Study Design

. . « ~2-fold accumulation was observed after 14 days of
Phase 1 First-in-Human Healthy Adult Study

administration.

« Placebo-controlled, single ascending dose - Steady-state was achieved in ~4 days with once-daily

(SAD) and multiple ascending dose (MAD) dosing.
cohort design

« EDG-7500 led to a meaningful reduction of
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Baseline Characteristics
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 Mean age: 36-42 years; mean weight: 75-83 kg;
mean BMI: 27-28 kg/m2 mean LVEF: 61-64%
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Left Ventricular Ejection Fraction

* No healthy subjects in the SAD or MAD studies had a
post-dose LVEF value < 50% or an LVEF absolute
decrease from baseline = 10%.

- Baseline characteristics for oHCM study
are shown below.
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Baseline NT-proBNP levels ranged from 279-11,408 pg/ml
for the efficacy evaluable population

No oHCM patients had a post-dose LVEF value < 50% 1@ 50 mg (n-2) ® 100 Mg (n=3) @ 200mg (n-2)
or an absolute decrease from baseline in LVEF = 10%.
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Baseline Characteristics of oHCM Patients
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Age, years 59 +15 Efficacy Evaluable Population (N=7).
Female (%) 73 « There was no correlation between EDG-7500 plasma
Race — Black / White (%) 9 /9] concentration and LVEF change in healthy adults
NYHA Class — | /11 / Il (%) 27/ 45/27 . .
MG e HEM CEeesa vesle £0+EL LVEF Exposure-Response (Healthy Subjects) « Once-daily EDG—7SOO was V\(ell—tolerated for
Max End-Diastolic LV Wall Thickness, mm 20+6.2 7 T T T u'p to 14 day; N healthy §UbJeCtS and as a
LVOT-G (rest). mmHg p———— o S single dose in oHCM patients.
LVOT-G (Valsalva), mmHg 88 + 32 R - &xt:'--;:ﬁ;;-'..:g._::“ __________ e .+ The PK of EDG-7500 supports once-daily dosing
LVEF (%) 68 +3.38 o AR o ' with steady-state plasma levels achieved in
Background Beta Blocker (%) 64 = § ] ~4 days,
Mean + STD unless specified otherwise. 20
+ Pooled Placebo  + Pooled SAD/MAD « No meaningful reductions in LVEF were observed
* : ' ' ' B ' ' T oo IN healthy subjects receiving once-daily EDG-
EDC-7500 Plasma Concentration (ng/mi) 7500 up to 14 days and in oHCM patients
Acknowle dgements LVEF Group Mean Values (0HCM patients) receiving a single dose of EDG-7500.
] « No correlation between the LVEF change from
* We thank the patients and their families for ZZ: — °84ﬁ* ———§ baseline and EDG-7500 plasma concentration
participation in the study. o was observed in healthy subjects over a wide
+ ol e range of exposures.
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