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Background

Atrial Fibrillation (AF):

Aficamten:
« Common in obstructive hypertrophic cardiomyopath
(OHCM)' e £ yopaty @ A next-in-class oral, selective CMI
 Pre-CMI Era: ~2% per year and associated with morbidity’ o Improvements in8:
+ SEQUOIA-HCM?: AF incidence — 2.9% placebo vs 2.8% Exercise LVOT Symptoms and
aficamten capacity gradients quality of life

« Mavacamten: rates of 2—4.55%

— EXPLORER-HCM?,VALOR-HCM# ,MAVA-LTES © Modest decrease of LVEF

° Stable, predictable PK/PD relationship

Cardiac Myosin Inhibitors (CMis): @ Multiple CYP pathway metabolism >
« Target the hypercontractility underlying HCM minimal DDI
* Relieve outflow obstruction and improve symptoms g Half-life of ~3.5 days

in oHCM

— Dose adjustment without interruption
— Rapid titration to clinical response?
— Rapid reversibility

» Higher than anticipated rates of new-onset AF over
extended periods of mavacamten drug exposure*-’

LVEF, left ventricular ejection fraction; LVOT, Left ventricular outflow tract obstruction.
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Background

« CMis have distinct characteristics, binding sites, pharmacology,
metabolism, and PK/PD relationship

« Efficacy and safety should be studied at the individual CMI level

OBJECTIVE

To analyze rates of new-onset AF and the impact of AF on the efficacy and safety
of aficamten over an extended period in patients with oHCM receiving 248 weeks
aficamten treatment in FOREST-HCM (following participation in the parent trial)
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Methods

o QO  STUDY DESIGN
@ Patients with oHCM were treated with aficamten (5—20 mg) for 248 weeks

in FOREST-HCM (global multicenter open-label extension study)
N=173  following participation in REDWOOD-HCM or SEQUOIA-HCM

OBSERVATION ANALYSIS

No AF History: History of AF at the time The following outcomes for patients
of aficamten initiation: with AF events were compared with
D Followed for new-onset AF P Followed for recurrence those without AF events throughout
Rate of new-onset AF was compared with the the follow-up period:
individual predicted risk of AF from*2: ° Mortality
OHCM-AF score. 9 CHARGE-AF score: @ systolic dysfunction (LVEF <50%)
HCM-specific validated Validated predictive model .
prediction model to quantify risk  to quantify risk for AF in the ° Acuts heartfallure
for new-onset AF over a 2-year  general population based 0 Efficacy at the latest follow up
period and also quantifying risk  on comorbidities and gives 248 weeks (reduction in outflow
as low (<1%/year), intermediate  a risk for AF development gradients, improvement in NYHA
(1-2%lyear) or high (>2%l/year)  over a 5-year period class and KCCQ-CSS)

TOGETHER WITH

Esc conqress World Conqress 1. Carrick RT, et al. Circ Arrhythm Electrophysiol. 2021;14(6):e009796.; 2. Alonso A, et al. J Am Heart Assoc. 2013;2(2):e000102.

: A L
2025 Madrid of Cardloloqy AF, atrial fibrillation; KCCQ-CSS, Kansas City Cardiomyopathy Questionnaire — Clinical Summary Score; LVEF, left ventricular ejection fraction; NYHA,
New York Heart Association



New Onset AF
4/136 (2.9%)
o 9O : :
Q {F LVEF <50% event
N=173
1/4
participants

with oHCM

AF History Recurrent AF
37 (21.4%) 10/37 (27.0%)

During 269 participant-years of follow-up with aficamten (median 1.7 years):

* 4/136 (2.9%) participants developed new-onset AF at a median of 32 weeks
with no new onset after 64 weeks (Range: 0.1-63 weeks; Incidence rate: 1.5%l/yr)
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Results: Observed vs Predicted New-Onset AF Rates

1.5%l/year
The observed rate
) Observed Rate? - [ |
of new-onset AF in
aficamten studies was 3.6%lyear,
similar or lower than that Lt [
. - H b .
predicted by HCM-AF or HCM-AF Risk S
CHARGE-AF risk 1.4%]year,
calculators for the same CHARGE-AF interaction p=0.8
study population Riskb | A
0 1 2 3 4 5 6
% Riskl/year (95% ClI)
TOGETHER WITH 2 Calculated based on the number of new onset AF cases occurring over 48 weeks of follow up

ESC conq ress World Conqress b Calculated risk is the mean per year risk for each score +95% Cl of patients without a history of AF at the time of study entry into FOREST-HCM
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Results: Clinical outcomes and AEs by on-treatment occurrences
of AF from baseline to Week 48

New-onset or recurrent
AF episodes on
aficamten (n=14)

New-onset or recurrent
AF episodes vs no AF
on aficamten

No AF history or
new-onset AF during
treatment (n=132)

Efficacy (change from baseline) G?g:";eg;;f p-value
KCCQ-CSS, mean (SE) 11.1 (3.3) 15.5 (1.1) -4.3 (3.5) 0.2
Improvement in 21 NYHA functional class, n (%) 11 (78.6) 96 (72.7) 5.82 0.6
LVOT at rest, mmHg, mean (SE) -47.6 (4.0) -42.2 (1.3) -5.5(4.2) 0.19
LVOT gradient with Valsalva, mmHg, mean (SE) -76.0 (7.2) -58.4 (2.3) -17.5(7.5) 0.02
LV ejection fraction (%) -4.4 (1.5) -4.0 (0.5) -0.3(1.6) 0.8
NT-proBNP, geometric mean (95% CI) of prop. change 0.4 (0.2-0.5) 0.2 (0.2-0.3) 1.5 0.07
Troponin |, geometric mean (95% CI) of prop. change 0.4 (0.3-0.5) 0.6 (0.5-0.6) 0.7° 0.04

Events of Interest, per 100 patient-years (EAIR)

Mortality 0 0
LVEF <50% 3.8 3.2
LVEF <30% 0 0
Acute HF hospitalization 0 0.4¢
Ventricular arrhythmia requiring treatment 0 04
Embolic stroke 3.8d 0.4

» Patients with any AF episode experienced similar degrees of symptom and outflow gradient improvement
* There was no difference in rates of serious adverse cardiac events through latest follow up compared with the 132
patients without AF history who did not experience an AF event

aRate difference. PRatio of geometric least squares means. 1 patient with acute HFH, no systolic dysfunction. ®Embolic stroke occurred in 1 of the 14
JIOGETHERIWITH patients with new-onset or recurrent AF on direct oral anticoagulant and was considered secondary to previously undiagnosed atrial septal defect.
ESC Conqress World Conqress AE, adverse event; AF, atrial fibrillation; HF, heart failure; KCCQ-CSS, Kansas City Cardiomyopathy Questionnaire Clinical Summary Score; LVEF, PS .
2025 Madrid of Cardio[oqy left ventricular ejection fraction; LVOT, left ventricular outflow tract; NT-proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart
Association; EAIR, Event Adjusted Incidence Rate.



Conclusions
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AF, atrial fibrillation

* The annualized risk for new-onset AF during aficamten
treatment was low (1.5%/year), occurring in just 4
participants

* The observed incidence of new-onset AF was numerically
lower than predicted rates based on the HCM-AF risk
score, and similar to the rate by CHARGE-AF

» There was no evidence AF (new onset or recurrent)
impacted safety or efficacy of aficamten in oHCM patients
& Prolonged treatment with aficamten for

248 weeks did not lead to increased AF risk

& Aficamten is effective in oHCM patients
studied regardless of AF history
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