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 MAPLE-HCM is a phase 3 head-to-head comparative efficacy - 13% CCB use
and safety study of monotherapy with aficamten vs metoprolol in
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Aficamten [l Metoprolol
*Metoprolol doses were uptitrated in 50 mg increments from 50 to 200 mg. Aficamten doses were uptitrated in 5 mg increments from 5 to 20 mg.

CCB, calcium channel blocker; CMI, cardiac myosin inhibitor; D, day; echo, echocardiogram; KCCQ, Kansas City Cardiomyopathy Questionnaire; LSM, least squared mean; LVEF, left ventricular ejection fraction; LVOT, left ventricular outflow tract;;

NT-proBNP, N-terminal pro—B-type natriuretic peptide; NYHA, New York Heart Association; oHCM, obstructive hypertrophic cardiomyopathy; pVO,, peak oxygen uptake; SoC, standard of care; W, week.
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Systolic Function and Gradients
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Treatment-corrected difference (95% Cl) is adjusted for baseline echo measure, treatment, exercise mode (bicycle vs treadmill) and stratification by time of
diagnosis (recent [Group 1] vs chronic [Group 2]) with corresponding P values at 24 weeks.
Horizontal dashed lines represent thresholds for gradients and normal values for LVEF.

GCS, global circumferential strain; GLS, global longitudinal strain; LV, left ventricular; LVEF, left ventricular ejection fraction; LVOT-G, left ventricular outflow tract gradient.



Cardiac Structure MApLHEMs%
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Treatment-corrected difference (95% Cl) is adjusted for baseline echo measure, treatment, exercise mode (bicycle vs treadmill) and stratification by time of diagnosis (recent [Group 1] vs chronic [Group 2]) with

corresponding P values at 24 weeks.

LV, left ventricular; LV; ESVi, left ventricular end systolic volume index.
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Diastolic Function

LAVi

Lateral E/e’

Septal E/e’

A
[9)]
——

P <0.001

I
o

©
<o

Left Atrial Volume Index (mm?)

w
K

=

Washout
—

0 12
Weeks

24 28

Lateral E/e’

P <0.001
201
181
167
141
127
101 \J\/ashout
0 12 24 28

Weeks

Septal E/e’

P <0.001
207
181
167
141 l l
121
101 Washout
0 12 24 28

Weeks

-7.0 mL/m2 (-9.1, -4.8)

-2.8 (-4.0, -1.6)

-3.1 (-4.5, -1.7)

—e&— Metoprolol —e— Aficamten

Treatment-corrected difference (95% Cl) is adjusted for baseline echo measure, treatment, exercise mode (bicycle vs treadmill) and stratification by time of diagnosis (recent [Group 1] vs chronic [Group 2]) with

corresponding P values at 24 weeks.

Horizontal dashed lines represent normal values left atrial volume index, lateral E/e’, and septal E/e’.
LAVi, left atrial volume index; €', mitral annular early diastolic velocity; E/e’, ratio between early mitral inflow velocity and septal and lateral mitral annular early diastolic velocity
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Results: Change in Mitral Valve Function

Systolic Anterior Motion Mitral Regurgitation
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Aficamten decreased SAM with and without contact Metoprolol Aficamten
+ SAM: OR 0.20[0.08, 0.52], P =0.001

«  SAM + contact: OR 0.09 [0.04, 0.24], P < 0.001 Aficamten improved MR severity

+ OR249][1.38,4.51], P=0.002

MR, mitral regurgitation; OR, odds ratio; SAM, systolic anterior motion.
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Conclusions MAPL@%‘%
« Compared with metoprolol, aficamten demonstrated significant

improvement in multiple measures of cardiac structure and function Aficamten vs
Metoprolol
* A modest decline in measures of LV systolic function occurred HeaHmans et
(LVEF, LV GCS), yet they remained within normal range, reflecting Ecracsad 5 parcaractiny
g 4 LVEF
less hypercontractility FAbsolte LV GCS

Improved Hemodynamics

 Surprisingly, LVOT gradients were not effectively lowered with
metoprolol despite physiologic evidence of adequate beta-blockade

Improved LV Structure
4 LV Wall Thickness
t LV End Systolic Volume

These findings further support the overall superiority of therapy with L AT
aficamten over metoprolol demonstrated in MAPLE-HCM with evidence LAV tel HEr
of favorable changes in multiple echocardiographic measures of ——
cardiac structure and function in patients with symptomatic oHCM ot

GCS, global circumferential strain; LAVI, left atrial volume index; LV, left ventricular; LVEF, left ventricular ejection fraction; LVOT, left ventricular outflow tract; MR, mitral regurgitation; oHCM, obstructive hypertrophic
cardiomyopathy; SAM, systolic anterior motion; e’, mitral annular early diastolic velocity; E/e’, ratio between early mitral inflow velocity and septal and lateral mitral annular early diastolic velocity.
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