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BACKGROUND

Aficamten is a next-in-class cardiac myosin inhibitor, a small-molecule selective inhibitor of the cardiac
myosin ATPase, which reduces hypercontractility by reversibly binding to cardiac myosin and reducing
excessive myosin-actin cross-bridges.

HCM Sarcomere HCM Sarcomere with Aficamten

WITH
Aficamten

HCM, hypertrophic cardiomyopathy
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LV — left ventricle, LVOT — LV outflow tract, LAVI — left atrial volume index, LVEF — LV ejection fraction

Research Question
Does longer-term treatment with
aficamten over 48 weeks result

in further cardiac remodeling?
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Visit2  Visit3  Visit4 W24 W36 Q24w Q24w T
Phone Check-in Phone Check-in

IP Dosing
PK A A A A
Echocardiogram A A A A A A A A
Ambulatory Cardiac Monitoring A A A
Cardiac Magnetic A A A

Resonance

A Focused Echo A Occurs at Weeks 48, 96, 144, 192 and 240 A Occurs at Weeks 48,144 and 240

EOT, end of treatment; IP, investigational product; PK, pharmacokinetics; Q24W, every 24 weeks; SoC, standard of care.

*Current data includes only patients from REDWOOD-HCM and SEQUOIA-HCM. No patients from MAPLE-HCM had reached 48 weeks.




BASELINE CHARACTERISTICS FOREST,

60 £ 13

Female, n (% 77 (46)

162 (96)

—leckor Alican Amerioan S From May 2021 through August 2024,
1(1) 169 patients completed 48 weeks of aficamten
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o (01 * Age: mean age 60 + 13 years

0 - Female: 46%

35 (21) . Race: 96% White
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67 (40)
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38 (23)

75 (44)

48 (28)

38 (23)

Values represent mean + SD or n (%)

BB - beta-blocker, CCB - calcium channel blocker, BMI- body mass index
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Valsalva LVOT Resting LVOT
W48 LSM A: W48 LSM A: W48 LSM A:
-44 mmHg (-48, -41) -33 mmHg (-35, -31) -7% (-7, -5)

*** 5<0.0001

LV — left ventricle; LVOT — LV outflow tract, W48 - week 48, LSM — least square mean, A - change
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Maximum LV Interventricular Inferolateral
Wall Thickness Septal Wall Thickness  Wall Thickness
W48 LSM A: W48 LSM A: W48 LSM A:
-1 mm (-2, 1) -2 mm (-3, -2) -0.3 mm (-0.7, 0.1)

* p<0.05, *** p<0.0001

LV — left ventricle, W48 — week 48, LSM — least square mean, A - change
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LV Diastolic Function

60 *%k%*
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A 50% reduction of NT-proBNP was
xx associated with T:
kol -ml \ V¥ LAVI (ml/m?): -1.6 (-2.6, -0.6), p=0.002
'_II*** | Vv Lateral E/e’: -1.1 (-1.6, -0.5), p=0.0001
Iﬁ V Septal E/e’: -1.1 (-1.6, -0.6), p<0.0001
0 24 48 0 24 48 0 24 48
Study Week Study Week Study Week
LAVI (mlim?) Lateral Efe’ Septal Ele’
W48 LSM A: W48 LSM A: W48 LSM A:
-5 ml/m2 (-6, -4) -2 (-3, -2) -4 (-5, -3)

*** 5<0.0001

LAVI — left atrial volume index, W48 — week 48, LSM — least square mean, A - change

TValues represent beta coefficient (95%Cl) from a linear aggression model adjusted for baseline echo value and baseline NT-proBNP
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CONCLUSION

» Treatment with aficamten for 48 weeks in patients with obstructive HCM resulted in
significant improvement in important measures of cardiac structure and function

* Improvement in cardiac structure and function appeared sustained over extended
exposure in measures of LVOT gradients and diastolic function while there was evidence
of progressive changes in wall thickness

« There were no meaningful adverse effects on LV systolic function

* These findings extend the findings from SEQUOIA-HCM and MAPLE-HCM in supporting
the potential remodeling benefit of aficamten in chronic treatment of symptomatic oHCM
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