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Supplementary Table 1. Search strategy.

Pubmed

(cardiac myosin inhibitor OR Aficamten OR CK-274 OR Mavacamten
OR MYK-461 OR Camzyos) AND (HCM OR oHCM OR
HOCM  Hypertrophic cardiomyopathy” OR  Cardiomyopathy,
hypertrophic”  OR Cardiomyopathy, hypertrophic”  [mh]
OR cardiomyopathies, hypertrophic® OR Hypertrophic

Cardiomyopathies)

Embase

(€ardiac myosin inhibitor OR Aficamten OR CK-274 OR Mavacamten
OR MYK-461 OR Camzyos) AND (HCM OR oHCM OR
HOCM  Hypertrophic cardiomyopathy” OR  Cardiomyopathy,
hypertrophic’ OR Cardiomyopathy, hypertrophic’
OR cardiomyopathies, hypertrophic’ OR Hypertrophic

Cardiomyopathies)

Cochrane

(cardiac myosin inhibitor OR Aficamten OR CK-274 OR Mavacamten
OR MYK-461 OR Camzyos) AND (HCM OR oHCM OR
HOCM  Hypertrophic cardiomyopathy” OR  Cardiomyopathy,
hypertrophic” OR Cardiomyopathy, hypertrophic’
OR cardiomyopathies, hypertrophic’ OR Hypertrophic

Cardiomyopathies)




Supplementary Table 2.

Study Randomization Deviations Missing | Measurament | Selection of | Overall risk
process from intended | outcome of the the reported of bias
interventions data outcomes results
EXPLORER- Some concerns Some
CN 2023 concerns
EXPLORER-

HCM 2020

MAVERICK-
HCM 2020

REDWOOD-
HCM 2023

Some concerns Some
concerns

SEQUOIA-
HCM 2024

VALOR-HCM
2022

Supplementary Table 2. Critical appraisal of individual studies according to the Cochrane

Collaboration’s tool for assessing risk of bias in randomized trials.



Supplementary Figure 1.

Odds Ratio

Study Omitted P-value T2 T 2 OR[95% CI] MH, Random, 95% ClI
EXPLORER-CN 2023 <0.01 <0.0001 0.0007 27% 3.96[2.35; 6.67] B
EXPLORERHCM 2020 <0.01  0.1468 0.3831 42% 4.02[1.76;9.18] R
MAVERICK-HCM 2020 < 0.01 0 0 0% 4.57[3.26;6.39] =
REDWQOD-HCM 2023  <0.01 <0.0001 0.0024 38% 4.26 [2.44;7.45] —f—
SEQUOIA-HCM 2024 0.01  0.1440 0.3795 42% 3.92[1.72; 8.95] —H—
VALOR-HCM 2022 <0.01 <0.0001 0.0016 33% 3.93[2.23;6.89] —&—
Total <0.01 <0.0001 0.0007 28% 4.16[2.61; 6.64] -
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Supplementary Figure 1. Sensitivity analysis of Improvement of at least one NYHA functional class to

identify sources of heterogeneity. Cl, confidence interval; CMI, cardiac myosin inhibitor



Supplementary Figure 2.

Mean Difference

Study Omitted P-value T2 T 12 MD [95% Cl] IV, Random, 95% CI
EXPLORER-CN 2023 0.04 4.0477 2.0119 50% 6.69[0.76; 12.61] —E—
EXPLORER HCM 2020 0.04 28172 1.6784 45% 6.42[0.33;12.51] —E—
MAVERICK-HCM 2020 <0.01 0.4846 0.6961 0% 7.87[4.74; 10.99] ——
SEQUOIA-HCM 2024 0.05 7.8639 28043 50% 7.53[0.24; 14.83] ——
VALOR-HCM 2022 0.05 7.1516 2.6743 55% 6.75[-0.05; 13.55] —E—
Total <0.01 2.2702 1.5067 42% 7.19[2.90; 11.48] —"-
— 1
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Supplementary Figure 2. Sensitivity analysis of Change from baseline in KCCQ-CSS to identify sources of

heterogeneity. MD, mean difference; SE, standard error; Cl, confidence interval; CMI, cardiac myosin inhibitor



Supplementary Figure 3.

Mean Difference

Study Omitted P-value T? T 1P MD [95% Cl] IV, Random, 95% Cl
EXPLORER-CN 2023 <0.01 15.7982 3.9747 34% -43.34[-52.07;-34.60] ++

EXPLORER HCM 2020 <0.01 <0.0001 0.0010 43% -48.85[-61.67;-36.03] ——

REDWOOD-HCM 2023 <0.01 83.7971 9.1541 73% -48.02[-67.16;-28.89] —FH+—

SEQUOIA-HCM 2024 <0.01 91.3208 9.5562 67% -46.39[-66.84;-2593] —fF—

VALOR-HCM 2022 <0.01 98.2461 99119 73% -47.59[-68.02;-27.17] —E—

Total <0.01 48.4678 6.9619 64% -46.41[-59.27; -33.55] -
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Supplementary Figure 3. Sensitivity analysis of change from baseline in LVOT after Valsalva maneuver to

identify sources of heterogeneity. MD, mean difference; SE, standard error; Cl, confidence interval; CMI, cardiac

myosin inhibitor



Supplementary Figure 4.

Mean Difference
Study Omitted P-value T? T 12 MD [95% CI] IV, Random, 95% ClI

EXPLORER-CN 2023 <0.01 20.7170  4.5516 59% -35.07 [-49.06; -21.08] —f4—
EXPLORER HCM 2020 0.02 76.8121 8.7642 63% -41.54[-70.12;-12.97] —H——
REDWOOD-HCM 2023 0.02 874583 9.3519 80% -40.75[-68.00;-13.51] —FHF+—
SEQUOIA-HCM 2024 0.04 130.1079 11.4065 75% -38.05[-71.30; -4.81] —H——

Total <0.01 62.6267 7.9137 72% -38.40 [-54.70; -22.10] o
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Supplementary Figure 4. Sensitivity analysis of change from baseline in LVOT at rest to identify sources of

heterogeneity. MD, mean difference; SE, standard error; Cl, confidence interval; CMI, cardiac myosin inhibitor



Supplementary Figure 5.

Cardiac Myosin Inhibitor Placebo Odds ratio Qdds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
EXPLORER-CN 2023 32 54 4 27 7.0% 8.36 [2.54 , 27.56] —
EXPLORER-HCM 2020 80 123 40 128  35.8% 4.09[2.42,6.93] -
REDWOOD-HCM 2023 15 28 4 13 51% 2.60[0.65, 10.45] S
SEQUOIA-HCM 2024 83 142 34 140 38.0% 4.39[2.63,7.31] o
VALOR-HCM 2022 35 56 12 56 14.2% 6.11[2.65, 14.11] e
Total (95% CI) 403 364 100.0% 4.57 [3.33, 6.26] ’
Total events: 245 94
Heterogeneity: Tau? = 0.00; Chi® = 2.28, df = 4 (P = 0.68); I* = 0% 05 o2 0
Test for overall effect: Z = 9.46 (P < 0.00001) Favors Placebo Favors CMI

Test for subaroup differences: Not applicable
Supplementary Figure 5. Subgroup analysis of including only patients with symptomatic obstructive HCM.

Improvement of at least one NYHA classification in oHCM. Cl, confidence interval; CMI, cardiac myosin inhibitor



Supplementary Figure 6.

Mean difference Mean difference
Study or Subgroup MD SE Weight [V, Random, 95% ClI IV, Random, 95% CI
EXPLORER-CN 2023 10.24 3.436001 10.2% 10.24 [3.51, 16.97] S
EXPLORER-HCM 2020 9.4 2.094458 27.5% 9.40[5.29, 13.51] I
SEQUOIA-HCM 2024 6 1.61901 46.0% 6.00[2.83, 9.17] .
VALOR-HCM 2022 8.6 2.722321 16.3% 8.60 [3.26 , 13.94] - =
Total (95% CI) 100.0% 7.79 [5.64 ,9.94] ’
Heterogeneity: Tau? = 0.00; Chi* = 2.41,df =3 (P = 0.49); I = 0%
Test for overall effect: Z = 7.09 (P < 0.00001) 20 10 0 T 20
Test for subgroup differences: Not applicable Placebo CMI

Supplementary Figure 6. Subgroup analysis of including only patients with symptomatic obstructive HCM.
Change from baseline in KCCQ-CCS in oHCM. MD, mean difference; SE, standard error; Cl, confidence interval;

CMI, cardiac myosin inhibitor



