EDG-7500, a First-in-Class Cardiac Sarcomere Modulator, Demonstrates Favorable Tolerability, Safety, and Pharmacokinetics in Healthy Adults
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EDG-7500 is a novel, orally bioavailable, first-in-class cardiac Exposures were generally dose proportional between 5-200 mg. In healthy subjects, nearly all AEs were mild and all resolved by end - EDG-7500 led to a meaningful reduction in resting LVOT-G of 67%
sarcomere modulator (CSM) being developed for the Terminal half-life was ~ 30 hours (range: 25 - 39 hours). of study. No dose-response for AEs was observed (data not shown). for the combined 100/200 mg cohorts.
treatment Of hypgrtrophic Ca rdiomyopathy (HCM) and other PK of EDG-7500 in oHCM patients was similar to healthy subjects. - 1 moderate AE (medical device site reaction) in SAD 100 mg cohort. » EDG-7500 led to a meaningful reduction of Valsalva LVOT-G of 55%
diseases of diastolic dysfunction. In oHCM patients, all AEs were mild and considered unrelated to drug. for the combined 100/200 mg cohorts.
. : SAD: EDG-7500 P C tration Over Ti + SD
Preclinical models demonstrate that EDG-7500 improves left asma Concentration Over Time (mean % 5D} - Parasomnia (50 mg), hypokalemia (50 mg), hypotension (100 mg),  LVOT-G (Rest Derceny OTG(Resy)
ventricular (LV) compliance and distensibility and ameliorates 7007 5 mg 15 mg 50 mg and paroxysmal AF (200 mg). . rotip Mean vaiues L CreentEaange rom Baseline
LV outflow tract (LVOT) pressure gradient, with minimal 17 - 100mg  ~® 200mg -0~ 300 Mg . -
. . : : 600 TEAEs by body system and treatment after 0100+ =S
impact on LV ejection fraction (LVEF). (Kaplan et al. JACC 2023, - single ascending doses of EDG-7500 (n=6 per cohort on active) = .\ 2 40-
Del Rio et al. Circ 2023) © £ 500 1 Pooled EDG-7500 = 997 3 20-
. . E \6‘7 | oole @) 8

.. : : : : v il Dyl Ll (S CE Aol B C U e B e | Sote) | 1o | 20 e | ceeie . _
Based on preclinical data, Edgewise plans to investigate fixed- == ol M — e iese — : g 5 ZZ-
dose reglmens Of EDG_7SOO to determlne Whether eChO_ § "("90 Il (Ejséit?ciasizgg?naldisorders o ' . - 1(3%) ;((36(;/2))) 8 g ? (13 8 2) g :g:------------------ ettt %_40_
med!ate.d dose titration a pd frequent Iong—ter.m echo B g 300 ﬁ??f&i'ni'Zii?‘?é?i?i%‘i?'”'S”at'on t cf»ndmons1 IOl - 2 0 0 & 20- S o
monitoring for adverse reductions in LVEF can be avoided. alye g i. e eocedural complications 0 sem o o s ° : ’ 0 , , , 0 , | |

. . - O 2007 ”'l‘a Respiratory, thoracic and mediastinal disorders 0 1(3%) @) 0 1 O 0] 0 Pre 2 hr. 24 hr. Pre 2 hr. 24 hr.

Safety, tolerability, pharmacodynamic (PD) response by O e — ~ Efficacy Evaluable Population (N=7). ® 50 mg (n-2) ® 100 mg (n=3) @ 200mg (n=2)|
echocardiography, and pharmaco-kinetics (PK) of EDG-7500 100~ | _ TEAEs by body system and treatment after
were assessed In a Phase 1 study of healthy adults and in a o ——— daily EDG-7500 for 14 days(n— per cohort on a: LVOT-G (Valsalva) LVOT-G (Valsalva)
Phase 2 study of patients with obstructive HCM (oHCM). , , , , , AT EEENE Placebo  Overall : Group Mean Values Percent Change from Baseline

25 mg QD 50 mg QD 100 mg QD

0 48 20 e 192 ey TEAE gy egm) 3 3o 7 7
StUd DeSi n . Time Post-Dose (h) Geeral disorders and administration site conditions 1(17%) 1(6%) 1 o) 0 — 1607 S 60"
y g N=6 subjects for all dose levels. Injury, poisoning and procedural complications 0 1(6%) 1 o) 0 % 140 9&)’
Musculoskeletal and connective tissue disorders 0 3 (17%) 3 0 0 % o— C 407
Phase 1 First-in-Human Healthy Adult Study A Nervous system disorders . 107 1(6%) ! 0 0 < 1207 3 201
° ° Reproduct t d breast disord 0 1(6%) 1 0 0 ©
. . Stea dy State P K In Hea Ithy Su bjeCts Rgsgﬁ'aﬁgr;/\,/?hsgfagircnaannd‘m:e(eciaiZ§ti:§Irdi(es§rders 0 1(6%) 1 0 0 g 1007 2 0-
° P|aCGbO—COﬂtrO||ed, S”"]gl@ ascend”"]g dose (SAD) L Skin and subcutaneous tissue disorders o) 3 (17%) 0 3 0] > 80" §
and multiple ascending dose (MAD) cohort design Exposures were generally dose proportional between 25-100 mg QD. £ o0 @ 207
o ® o e 8 : ----------------- C -IirTic-aﬂ;sTg-nﬁ‘i;a-nE % 40
: Terminal half-life was ~ 30 hours (range: 23 - 34 hours). g “© gradient c
- 8 subjects per cohort (6 EDG-7500, 2 placebo), LVEF > 60%. : (rang oo Left Ventricular Ejection Fraction > 2o- 5 60-
, ~2-fold accumulation was observed after 14 days of administration. : : : o | | . 80 | | |
« SAD: single-dose, 8 days post-dose follow-up Stead hieved in ~4 d - dailv dosi * No healthy subjects in the SAD or MAD studies had a post-dose re 2hr 24 hr. Pre 2hr 24 br.
MAD dailv 4 d ad - ol teady-state was achieved Iin ays with once-daily dosing. LVEF value < 50% or an LVEF absolute decrease from baseline = 10%. Efficacy Evaluable Population (N=7). (@ 50mg n2) ® 100 mg (n=3) ® 200mg (172
° . OoNnce-aally dose X adys, adysS POSt-aose 101HOW-UpPp .
i : * No oHCM patients had a post-dose LVEF value < 50% or an absolute « EDG-7500 led to a robust reduction in mean NT-proBNP of up to 64%
. . . o MAD: EDG-7500 Plasma Concentration Over Time (mean * SD) X -
Phase 2 First-in-Patient oHCM Single Dose Study — decrease from baseline in LVEF = 10%. In the 200 mg cohort.
: : T 800" . .
« Open-label, single dose, cohort design 25mgQDb & 50mgQD -® 100mgQD  There was no correlation between EDG-7500 plasma concentration NT-proBNP
: 700~ and LVEF change in healthy subjects (p=0.199). Percent Change from Baseline
¢« 3-5 0HCM patients per cohort, LVEF > 60%. _
1 o
. . 600~ _ : <
 Single-dose, 24-hour post-dose follow-up with a e £ LVEF Exposure-Response (Healthy Subjects) o
final end of study safety visit ~7 days post-dose @ £ 500" . N o T 8 201 \4‘ .
Cre . Qg @ 0 -31%
« Efficacy Evaluable Population: LVOT-G (rest) = 30 mmHg S % 400~ g
. g w = 4= -40
and LVOT-G (Valsalva) = 50 mmHg at baseline (Day 1). N o £ : o
8 8 200~ % .GE) ............................................................................. C 59 assine NT-proBNP levesrange rom 275,408 pg
QO 9 c for the efficacy evaluable population
~ ~ ~ L - O % O -607 50 mg (n=2 100 mg (n=3) ® 200mg (n=2 - %
Baseline Characteristics S 200- ;8 e e e e S
. —1 0 Pre 8 hr. 24 hr.
« In healthy subjects, baseline characteristics were generally well 100 ¢ ” Efficacy Evaluable Population (N=7).
balanced between the EDG-7500 and placebo cohorts. 207 .
e Mean age: i {- WAy years; mean Weight: 75-83 kg; 0~ I I | | I - MMRM rlegression flope per1f)0 ng/mL: -.0.184,p=(l).199 : Pooledlplacebo | o Poolled SAD/N.IAD | ConCI USIons
mean BMI: 27-28 kg/m?2 mean LVEF: 61-64% 0 48 96 144 192 0 500 1000 :
. ! g ’ s sunjteor stsoscions. Time Post-Dose (h) £DG-7500 Plasma Concentration (ng/mi) « Once-daily EDG-7500 was well-tolerated for up to 14 days
- Baseline characteristics for oHCM study are shown below. ' Data presented as mean absolute change from baseline. in healthy subjects and as a single dose in oHCM patients.
Baseline Characteristics of oHCM Patients . ) LVEF Group Mean Values (oHCM patients) « The PK of EDG-7500 su pport; once-dailly dosing with steady-
pY—— —— 400 EDG-7500 Trough Plasma Concentrations (mean * SD) . state p|asma levels achieved in ~4 days.
Female (%) | 73 . o I . 70 - SE = 24 « NO meaningful red uc.ti.ons INn LVEF < 50% were observed In
Race - Black / White (%) 9/91 2 £ 0 32% @ L healthy subjects receiving once-daily EDG-7500 up to 14 days
+ 4. r_ur} L ‘W . . N .
BMI (kg/M?) 28 Lo S < S B and in oHCM patients receiving a single dose of EDG-7500.
NYHA Class — | / |1 / |1 (%) 27/45/27 § 2 200~ 1 1 1 < X Safety threshold . '
Time from HCM diagnosis, years E0+5EL g : T = T - B § 40- * No correlation between the LVEF change from baseline and
Max End-Diastolic LV Wall Thickness, mm 20+ 62 Y& o H—N—H ~ 30- EDG-7500 plasma concentration was observed in healthy
LVOT-G (rest), mmHg 60 + 28 1 I 20- subjects over a wide range of exposures.
LVOT-G (Valsalva), mmHg 88 + 32 i . . .
LVEF (%) E—— e s e e s e s S e — 17 [@ 50 ms (n=3) @ 100 ms (n=4) ® 200mg (n=4] * In patients with oHCM, a single dose of EDG-7500 led to
- 9. O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 . . . .
Background Beta Blocker (%) 6 Days Post-Dose 0 - . o meaningful reductions in LVOT peak gradient and NT-proBNP

Mean + STD unless specified otherwise. N=6 subjects for all dose levels. 25mg QD =@ 50 mg QD =@= 100 mg QD Safety Population (N=11); Data presented as mean absolute change from baseline. W|t h ou t red U Ct IONS IN L\/ E F



	Slide 1

