Supplementary Table SI. Search strategies for databases

Database

Search strategy

Number of
received

articles

PubMed

(("Cardiac Myosin Inhibitors"[Title/Abstract] OR "Mavacamten"[Title/Abstract]
OR "Aficamten"[Title/Abstract]) AND ("Hypertrophic Cardiomyopathy"[MeSH
Terms] OR "HCM"[Title/Abstract] OR  "Non-obstructive Hypertrophic
Cardiomyopathy"[Title/Abstract] OR "Obstructive Hypertrophic
Cardiomyopathy"[Title/Abstract]) AND ("Randomized Controlled Trials as
Topic"[MeSH Terms] OR "RCT"[Title/Abstract])) AND ("Randomized Controlled
Trials as Topic"[MeSH Terms] OR "RCT"[Title/Abstract]))

232

Cochrane

(("Cardiac Myosin Inhibitors" OR "Mavacamten" OR "Aficamten") AND
("Hypertrophic Cardiomyopathy" OR "Obstructive Hypertrophic Cardiomyopathy"
OR "Non-obstructive Hypertrophic Cardiomyopathy") AND ("Left Ventricular
Outflow Tract Obstruction" OR "Functional Capacity"))

14

Google
Scholar

"Cardiac Myosin Inhibitors" OR "Mavacamten" OR "Aficamten" AND
"Hypertrophic Cardiomyopathy" OR "HCM" AND "LVOT Obstruction” OR
"Functional Capacity" AND "Randomized Controlled Trials"

136




Supplementary Figure S1. Evaluation of risk of bias in included studies

Study

Risk of bias domains

Domains: Judgement

D1: Bias arising from the randomization process.

D2: Bias due to deviations from intended intervention. = Some concerns
D3: Bias due to missing outcome data. . Low

D4: Bias in measurement of the outcome.
D5: Bias in selection of the reported result.



Supplementary Figure S2. Forest plot showing the mean difference of NT-proBNP in patients with HCM

treated with a myosin inhibitor versus placebo

Myosin Inhibitor Placebo Mean Difference Weight
Study N Mean SD N Mean SD with 95% CI (%)
aficamten
REDWOOD-HCM 2023 28 -605 54 13 -18 .1 || -58.70 [ -60.70, -56.70] 24.96
Heterogeneity: 12 =0.00, I’ =.%, H* =. L -58.70 [ -60.70, -56.70]

Test of 8, = 6;: Q(0) = 0.00, p=.
Testof 8 =0:z =-57.50, p =0.00

mavacamten

EXPLORER-HCM 2020 123 -79.1 56 128 49 .9 M -84.00 [ -85.00, -83.00] 25.02
MAVERICK-HCM 2020 40 -53 31 19 -1 A1 =] -52.00 [ -52.96, -51.04] 25.02
VALOR-HCM 2022 56 -659 42 56 17 16 M -82.90 [ -84.08, -81.72] 25.01
Heterogeneity: 12 = 358.52, I? = 99.92%, H2 = 1268.67 - -72.97 [ -94.40, -51.53]

Test of 8, = 8 Q(2) = 2537.33, p = 0.00
Test of 8 =0:z =-6.67, p =0.00

Overall S -69.41 [ -87.06, -51.75]
Heterogeneity: 1> = 324.14, |I> = 99.89%, H? = 892.81
Test of 6, = 6 Q(3) = 2678.44, p = 0.00

Favors Myosin Inhibitor | Favors Placebo
Testof 8 =0:z =-7.70, p = 0.00

Test of group differences: Q,(1) = 1.69, p =0.19
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Forest plot showing the mean difference of NT-prgBNP in patients with HCM from baseline

Supplementary Figure S3. Forest plot showing the mean difference of NT-proBNP in patients with HCM

treated with a myosin inhibitor versus placebo

Myosin Inhibitor Placebo Mean Difference Weight
Study N Mean SD N Mean SD with 95% CI (%)
aficamten |
REDWOOD-HCM 2023 28 -225 3 13 31 39l -53.50 [ -55.89, -51.11] 20.29
Heterogeneity: T2 = 0.00, I = .%, H* =. L -53.50 [ -55.89, -51.11]

Testof 8 =6:Q(0)=0.00,p=.
Testof 8 =0:z=-43.81, p=0.00

mavacamten

EXPLORER-HCM 2020 123 -40.8 4.6 128 .8 2 N -41.60 [ -42.41, -40.79] 20.93
MAVERICK-HCM 2020 40 -34 38 19 4 A 1 &) -34.40[ -35.58, -33.22] 20.84
VALOR-HCM 2022 56 -50.2 48 56 -27 3 H -47.50 [ -48.76, -46.24] 20.81
EXPLORER-CN 2023 54 -40.54 8.04 27 -5.26 14.96 ‘.' -35.28 [ -41.32, -20.24] 17.13
Heterogeneity: 12 = 32.95, 12 = 98.69%, H? = 76.10 > -39.95[ -45.76, -34.13]

Test of 8, = 6;: Q(3) =228.30, p = 0.00 |

Test of 8 = 0: z =-13.47, p = 0.00 |

Overall < -42.66 [ -48.47, -36.85]
Heterogeneity: 12 = 41.83, 12 = 98.78%, H? = 81.65
Test of 8 = 6;: Q(4) =326.59, p = 0.00

Favors Myosin Inhibitor | Favors Placebo
Testof 8 =0:z=-14.39, p=0.00 T
|

Test of group differences: Q,(1) = 17.87, p = 0.00
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Forest plot showing the mean difference of ¢Tnl in patients with HCM from baseline



Supplementary Figure S4. Forest plot showing the mean difference of LVEF in patients with HCM treated

with a myosin inhibitor versus placebo

Myosin Inhibitor Placebo Mean Difference Weight
Study N Mean SD N Mean SD with 95% CI (%)
aficamten
REDWOOD-HCM 2023 28 -115 8 13 5 21k -12.00[ -13.13, -10.87] 19.56
SEQUOIA-HCM 2024 142 6.8 .66 140 2 53 i} -8.80[ -8.94, -8.66] 20.22
Heterogeneity: 1% = 4.95, I? = 96.72%, H? = 30.51 i -10.35[ -13.48, -7.21)

Testof 8, = ;: Q(1) = 30.51, p=0.00
Testof 8 =0:z=-6.47, p=0.00

mavacamten

EXPLORER-HCM 2020 123 53 4 128 -1 .05 | -5.20[ -5.27, -5.13] 20.23
MAVERICK-HCM 2020 40 41 4 19 231 2 ] -1.79[ -2.70, -0.88] 19.79
EXPLORER-CN 2023 54 15 5 27 - m -0.50( -0.73, -0.27] 20.20
Heterogeneity: 12 = 10.66, I? = 99.87%, H? = 747.09 =TT -250[ -6.21, 1.20]

Testof 8, = 8 Q(2) = 1494.18, p = 0.00
Testof 8=0:2=-1.32, p=0.19

Overall ~- -5.63[ -8.37, -2.90]
Heterogeneity: 1% = 9.61, I? = 99.90%, H? = 1050.55
Test of 8, = 6: Q(4) = 4202.21, p = 0.00

Favors Myosin |Inhibitor | Favors Placebo
Testof 8 =0:z=-4.04, p=0.00

Test of group differences: Q,(1) = 10.04, p = 0.00
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Forest plot showing the mean difference of LVEF in patients with HCM from baseline

Supplementary Figure S5. Forest plot showing the risk of TEAs in patients with HCM treated with a myosin

inhibitor versus placebo

Myosin Inhibitor ~ Placebo Risk Ratio Weight
Study Event Total Event Total with 95% CI (%)
aficamten
REDWOOD-HCM 2023 21 28 11 13 L 0.89[ 065 1.21] 9.66
SEQUOIA-HCM 2024 T 141 13 140 0.53[ 0.22, 1.29] 1.42
Heterogeneity: 12 = 0.02, I2 = 11.90%, H2 = 1.14 e 0.82[ 0.57, 1.18]

Testof 8, =6;:Q(1) =1.14,p=0.29
Testof8=0:z=-1.08,p=0.28

mavacamten

EXPLORER-HCM 2020 108 128 101 123 1.11[ 1.00, 1.24] 35.98
MAVERICK-HCM 2020 16 18 19 21 098[ 079, 1.22] 17.55
VALOR-HCM 2022 41 56 34 56 1.18[ 0.91, 1.54] 13.10
EXPLORER-CN 2023 45 54 24 27 0.94[ 0.78, 1.12] 22.29
Heterogeneity: T2 = 0.00, I> = 19.33%, H*=1.24 1.05[ 0.96, 1.16]

Testof 6, = 6: Q(3) =3.72, p = 0.29
Testof 8 =0:2=1.06, p=0.29

Overall @ 1.02[ 0.92, 1.14]
Heterogeneity: 12 = 0.01, I? = 29.75%, H? = 1.42
Testof 8, = 6: Q(5) =7.12, p=0.21

Favors Placebo |Favors Myosin Inhibitor
Testof 8 =0:z2=0.41,p=0.68

Test of group differences: Q,(1) =1.73, p=0.19

0.50 1.50

| Patients with any Treatment emergent adverse events (TAEs)




Supplementary Figure S6. Forest plot showing the risk of SAEs in patients with HCM treated with a myosin

inhibitor versus placebo

Mvosin Inhibitor ~ Placebo Risk Ratio Weiaht
Myosin Inhibitor Placebo Risk Ratio Weight
Study Event Total Event Total with 95% CI (%)
aficamten
REDWOOD-HCM 2023 2 28 5 13 —B— 0.19[0.04, 0.83] 13.37
SEQUOIA-HCM 2024 8 142 13 140 0.61[0.26, 1.42] 28.60
Heterogeneity: 12 = 0.31, I = 44.70%, H? = 1.81 : 0.40[0.13, 1.21]

Testof 6,=6,:Q(1)=1.81,p=0.18
Testof 6 =0:z=-1.63,p=0.10

mavacamten

EXPLORER-HCM 2020 10 123 11 128 —- 0.95[0.42, 2.15] 29.68
MAVERICK-HCM 2020 4 39 4 19 —— 0.49[0.14, 1.74] 17.16
VALOR-HCM 2022 3 56 1 56 B 2.95[0.32, 27.47] 6.87
EXPLORER-CN 2023 4 54 0 24 % ——-4,09[0.23, 73.11] 4.31
Heterogeneity: 12 = 0.01, I? = 0.99%, H? = 1.01 S 0.95[0.49, 1.81]

Testof 8,=6,:Q(3) =3.03, p=0.39
Testof8=0:z2=-0.17, p=0.87

Overall A g 0.69[0.37, 1.28]
Heterogeneity: 12 = 0.16, I> = 28.22%, H> = 1.39
Testof 6, = 8;: Q(5) =6.97, p = 0.22

Favors Placebg | Favors Myosin Inhibitor
Testof 6=0:z=-1.18,p=0.24

Test of group differences: Q (1) =1.74, p=0.19

010  1.050
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Patients with any Serious adverse events (SAEs)




