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	Supplementary Material 1
Table S1 Contingency table used for disproportionality analysis.

	
	AF events
	All other events
	Total

	Mavacamten
	a
	b
	a+b

	Control group
	c
	d
	c+d

	Total
	a+c
	b+d
	N=a+b+c+d


Note: AF:atrial fibrillation. "a" represents the number of AF reports for mavacamten, "b" represents the reports for mavacamten without AF-relate AEs, "c" represents the number of AF reports for the control groups, and "d" represents the reports for the control groups without AF-related AEs.
    The formula for calculating the crude ROR is as follows: and 95% CI=exp. 
   The formula for calculating the EBGM is as follows: EBGM=  and 95% CI=exp. 
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Table 2 The search terms employed in the meta-analysis.
	
	Search terms

	Drug
	Mavacamten,Camzyos, cardiac myosin inhibitor, myosin inhibitor, MYK-461

	Disease
	Hypertrophic cardiomyopathy, hypertrophic obstructive cardiomyopathy, hypertrophic non-obstructive cardiomyopathy, HCM, HOCM









Supplementary Material 3
Table 3 Characteristics of reports on mavacamten in relation to AF adverse events based on the FAERS.† 

	
	Mavacamten groups
	Control groups

	
	Model 1*
	Model 2*
	Model 1*
	Model 2*

	Number
	107
	85
	20531
	7

	Gender

	Female
	31(28.97%)
	27(31.76%)
	7893(38.44%)
	2(28.57%)

	Male
	28(26.17%)
	22(25.88%)
	9240(45.01%)
	3(42.86%)

	Unspecified
	48(44.86%)
	36(42.35%)
	3398(16.55%)
	2(28.57%)

	 Age(y)

	Median(IQR)
	66(59-80)
	66(59-80)
	69(59-77)
	77(68-84)

	18≤and<25
	0(0.00%)
	0(0.00%)
	222(1.08%)
	0(0.00%)

	25≤and<65
	14(13.08%)
	13(15.29%)
	4933(24.03%)
	0(0.00%)

	65≤and<75
	8(7.48%)
	7(8.24%)
	4193(20.42%)
	2(28.57%)

	≥75
	11(10.28%)
	10(11.76%)
	4304(20.96%)
	3(42.86%)

	Unspecified
	74(69.16%)
	55(64.71%)
	8117(39.54%)
	3(42.86%)

	Reporting sources (Health-care professional)

	Physician
	79(73.83%)
	60(70.59%)
	9802(47.74%)
	2(28.57%)

	Pharmacist
	28(26.17%)
	25(29.41%)
	6906(33.64%)
	5(71.43%)

	Other
	0(0.00%)
	(0.00%)
	3823(18.62%)
	(0.00%)

	Reporting countries (TOP 5)

	
	United States (74)
	United States (67)
	United States (9734)
	United States (5)

	
	Australia (8)
	Australia (5)
	Germany (1227)
	Poland(1)

	
	France (4)
	France (2)
	France (1030)
	Romania(1)

	
	England (3)
	Hong Kong(2)
	England (982)
	

	
	Switzerland (3)
	Austria(2)
	Japan (931)
	

	Reporting year

	14Q1-14Q4
	0(0.00%)
	0(0.00%)
	1486(7.24%)
	0(0.00%)

	15Q1-15Q4
	0(0.00%)
	0(0.00%)
	1505(7.33%)
	0(0.00%)

	16Q1-16Q4
	0(0.00%)
	0(0.00%)
	1353(6.59%)
	0(0.00%)

	17Q1-17Q4
	0(0.00%)
	0(0.00%)
	1725(8.40%)
	0(0.00%)

	18Q1-18Q4
	0(0.00%)
	0(0.00%)
	1923(9.37%)
	0(0.00%)

	19Q1-19Q4
	0(0.00%)
	0(0.00%)
	2168(10.56%)
	0(0.00%)

	20Q1-20Q4
	0(0.00%)
	0(0.00%)
	1922(9.36%)
	0(0.00%)

	21Q1-21Q4
	0(0.00%)
	0(0.00%)
	2077(10.12%)
	1(14.29%)

	22Q1-22Q4
	14(13.08%)
	11(12.94%)
	1943(9.46%)
	0(0.00%)

	23Q1-23Q4
	30(28.04%)
	25(29.41%)
	1476(7.19%)
	0(0.00%)

	24Q1-24Q4
	47(43.93%)
	35(41.18%)
	1948(9.49%)
	3(42.86%)

	25Q1-25Q2
	16(14.95%)
	14(16.47%)
	1005(4.90%)
	3(42.86%)

	Outcome‡

	   DE#
	1(0.95%)
	1(1.19%)
	2607(13.42%)
	1(14.29%)

	LT#
	1(0.95%)
	1(1.19%)
	1662(8.56%)
	0(0.00%)

	HO#
	13(12.38%)
	13(15.48%)
	7835(40.35%)
	3(42.86%)

	DS#
	0(0.00%)
	0(0.00%)
	72(0.37%)
	0(0.00%)

	CA#
	0(0.00%)
	0(0.00%)
	4(0.02%)
	0(0.00%)

	RI#
	0(0.00%)
	0(0.00%)
	24(0.12%)
	0(0.00%)

	OT#
	90(85.71%)
	69(82.14%)
	7216(37.16%)
	3(42.86%)


Note: †FAERS: the FDA Adverse Event Reporting System database. *Model 1 included overall patients. Model 2 restricted patients with HCM.‡The percentage of individual income is calculated based on the available data.Since a single report may contain multiple seriousness outcomes, the final level of seriousness for each report was ranked in the following order: death> life-threatening > hospitalization > disability > congenital anomaly > required intervention> other serious. The percentage for each individual outcome was calculated based on the available data. #DE: death; LT: life-threatening; HO: required hospitalization or prolongation of existing hospitalization; DS: disability; CA: congenital anomaly or birth defect; RI: required intervention to prevent permanent impairment/damage; OT: other serious medical events.
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Table 4. PRISMA-S Checklist 

	Section and Topic 
	Item #
	Checklist item 
	Location where item is reported 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review.
	Page 1

	ABSTRACT 
	

	Abstract 
	2
	See the PRISMA 2020 for Abstracts checklist.
	N/A

	INTRODUCTION 
	

	Rationale 
	3
	Describe the rationale for the review in the context of existing knowledge.
	Page 5

	Objectives 
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	Page 5-6

	METHODS 
	

	Eligibility criteria 
	5
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	Page 10-11

	Information sources 
	6
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	Page 10-11

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	Supplementary Table 2.

	Selection process
	8
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
	Page 10 and Figure 1

	Data collection process 
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
	Page 10-11

	Data items 
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	Page 11

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	Page 11

	Study risk of bias assessment
	11
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	Page 11  and Supplementary Material 5 and Supplementary Material 6 

	Effect measures 
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	Page 11-12

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	Page 11

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	N/A

	
	13c
	Describe any methods used to tabulate or visually display results of individual studies and syntheses.
	N/A

	
	13d
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	Page 11-12

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	Page 11-12

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	N/A

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	Page 11  and Supplementary Material 5 and Supplementary Material 6 

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	N/A

	RESULTS 
	

	Study selection 
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	Page 15 and Figure 1

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	N/A

	Study characteristics 
	17
	Cite each included study and present its characteristics.
	Table 4

	Risk of bias in studies 
	18
	Present assessments of risk of bias for each included study.
	Page 11  and Supplementary Material 5 and Supplementary Material 6

	Results of individual studies 
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	Figure 3 and Figure 4

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	N/A

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	Page 16 and Figure 3

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	N/A

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.
	Figure 4

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	N/A

	Certainty of evidence 
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	Supplementary Material 5 and Supplementary Material 6

	DISCUSSION 
	

	Discussion 
	23a
	Provide a general interpretation of the results in the context of other evidence.
	Page 19

	
	23b
	Discuss any limitations of the evidence included in the review.
	Page 21

	
	23c
	Discuss any limitations of the review processes used.
	N/A

	
	23d
	Discuss implications of the results for practice, policy, and future research.
	N/A

	OTHER INFORMATION
	

	Registration and protocol
	24a
	Provide registration information for the review, including register name and registration number, or state that the review was not registered.
	Page 10

	
	24b
	Indicate where the review protocol can be accessed, or state that a protocol was not prepared.
	N/A

	
	24c
	Describe and explain any amendments to information provided at registration or in the protocol.
	N/A

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	Page 24

	Competing interests
	26
	Declare any competing interests of review authors.
	Page 24

	Availability of data, code and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	Page 24
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Figure 1 A figure displaying the risk of bias for each of the included RCTs using ROBINS-II. 
[image: rob2(1)]
[image: ROB2_IRPG_beta_v9 (1)_Figure (ITT)(1)]
Note: Colors indicate the risk of bias in each domain, with red denoting high risk, yellow indicating uncertainty, and green reflecting low risk. RCT: randomized controlled trial. ROBINS-II: Revised Cochrane risk-of-bias tool for randomized trials (RoB 2).
Supplementary Material 6
The risk of bias in the included real-world study was assessed using the Newcastle –Ottawa Scale (NOS), with a final score of 7, indicating high methodological quality.
	
NEWCASTLE - OTTAWA QUALITY ASSESSMENT SCALE
	COHORT STUDIES
 
Note: A study can be awarded a maximum of one star for each numbered item within the Selection and Outcome categories. A maximum of two stars can be given for Comparability
 
Selection
1) Representativeness of the exposed cohort
a) truly representative of the average ______________ (describe) in the community ¯ 
b) somewhat representative of the average ______________ in the community 
c) selected group of users eg nurses, volunteers
d) no description of the derivation of the cohort
2) Selection of the non exposed cohort
a) drawn from the same community as the exposed cohort ¯
b) drawn from a different source
c) no description of the derivation of the non exposed cohort	
3) Ascertainment of exposure
a) secure record (eg surgical records) ¯
b) structured interview
c) written self report
d) no description
4) Demonstration that outcome of interest was not present at start of study
a) yes 
b) no¯
Comparability
1) Comparability of cohorts on the basis of the design or analysis
a) study controls for _____________ (select the most important factor) 
b) study controls for any additional factor ¯  (This criteria could be modified to indicate specific control for a second important factor.)	
Outcome
1) Assessment of outcome 
a) independent blind assessment 
b) record linkage ¯
c) self report	
d) no description
2) Was follow-up long enough for outcomes to occur
a) yes (select an adequate follow up period for outcome of interest) ¯
b) no
3) Adequacy of follow up of cohorts
a) complete follow up - all subjects accounted for 
b) subjects lost to follow up unlikely to introduce bias - small number lost - > ____ % (select an adequate %) follow up, or description provided of those lost) 
c) follow up rate < ____% (select an adequate %) and no description of those lost
d) no statement
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