[bookmark: _Hlk233802978]Table S1 Two-by-two contingency table for disproportionality analyses. 
	
	Target AEs
	Other AEs
	Total

	sacubitril/valsartan
	a
	b
	a+b

	Other drugs 
	c
	d
	c+d

	Total
	a+c
	b+d
	a+b+c+d


Abbreviation: AEs, adverse events; a, number of reports containing both the target drug and target adverse drug reaction; b, number of reports containing other adverse drug reaction of the target drug; c, number of reports containing the target adverse drug reaction of other drugs; d, number of reports containing other drugs and other adverse drug reactions. 


[bookmark: _Hlk229233118][bookmark: _Hlk233803003]Table S2 Four major algorithms used for signal detection. 
	Algorithms
	Equation
	Criteria

	ROR
	ROR=ad/b/c
	lower limit of 95% CI>1, N≥3

	
	95%CI=eln(ROR)±1.96(1/a+1/b+1/c+1/d)^0.5
	

	PRR
	PRR=a(c+d)/c/(a+b)
	PRR≥2, χ2≥4, N≥3

	
	χ2=[(ad-bc)^2](a+b+c+d)/[(a+b)(c+d)(a+c)(b+d)]
	

	BCPNN
	IC=log2a(a+b+c+d)(a+c)(a+b)
	IC025>0

	
	95%CI= E(IC) ± 2V(IC)^0.5
	

	MGPS
	EBGM=a(a+b+c+d)/(a+c)/(a+b)
	EBGM05>2

	
	95%CI=eln(EBGM)±1.96(1/a+1/b+1/c+1/d)^0.5
	


Abbreviation: a, number of reports containing both the target drug and target adverse drug reaction; b, number of reports containing other adverse drug reaction of the target drug; c, number of reports containing the target adverse drug reaction of other drugs; d, number of reports containing other drugs and other adverse drug reactions. 95%CI, 95% confidence interval; N, the number of reports; χ2, chi-squared; IC, information component; IC025, the lower limit of 95% CI of the IC; E(IC), the IC expectations; V(IC), the variance of IC; EBGM, empirical Bayesian geometric mean; EBGM05, the lower limit of 95% CI of EBGM. 


	SOC
	n
	ROR(95%Cl)
	PRR (X2)
	EBGM(EBGM05)
	IC (IC025)

	FAERS
	
	
	
	
	

	Psychiatric disorders
	6537
	3.87 (3.76-3.97)
	3.3 (11133.17)
	3.3 (3.22)
	1.72 (0.06)

	Congenital, familial and genetic disorders
	423
	9.22 (8.38-10.15 )
	9.12 (3043.76)
	9.07 (8.37)
	3.18 (1.52)

	[bookmark: OLE_LINK8]JADER
	
	
	
	
	

	Psychiatric disorders
	956
	6.74 (6.29-7.22)
	5.91 (3978.11)
	5.89 (5.56)
	2.56 (0.89)

	Reproductive system and breast disorders
	56
	9.39 (7.21-12.22)
	9.32 (413.41)
	9.26 (7.43)
	3.21 (1.54)

	Congenital, familial and genetic disorders
	22
	36.32 (23.77-55.49)
	36.2 (734.06)
	35.31 (24.77)
	5.14 (3.47)

	Ear and labyrinth disorders
	21
	11.05 (7.19-16.99)
	11.02 (189.82)
	10.94 (7.63)
	3.45 (1.78)

	Social circumstances
	13
	7.67 (4.44-13.23)
	7.65 (74.79)
	7.62 (4.82)
	2.93 (1.26)


[bookmark: _Hlk233797001][bookmark: _Hlk233803031]Table S3 Clinically relevant SOC-level adverse event signals associated with escitalopram in the FAERS database.
Note: We used four mature pharmacovigilance methods, namely ROR, PRR, BCPNN and MGPS, to conduct systematic signal detection for all system organ classifications (SoCs), and only included the signals with positive results from all four algorithms in the analysis.



[bookmark: _Hlk233803050]Table S4 The top 20 cases PT-level adverse event signals associated with escitalopram
	PT
	n
	ROR (95%Cl)
	PRR (X2)
	EBGM (EBGM05)
	IC (IC025)

	FAERS
	
	
	
	
	

	Completed suicide
	1119
	30.83 (29.03-32.75)
	29.83 (30624.89)
	29.28 (27.85)
	4.87 (3.21)

	Anxiety
	720
	3.97 (3.68-4.27)
	3.9 (1558.3)
	3.89 (3.66)
	1.96 (0.3)

	Drug interaction
	536
	6.07 (5.57-6.61)
	5.98 (2222.27)
	5.96 (5.55)
	2.58 (0.91)

	Electrocardiogram QT prolonged
	387
	17.91 (16.19-19.81)
	17.71 (6037.36)
	17.52 (16.11)
	4.13 (2.47)

	Drug abuse
	382
	7.3 (6.6-8.08)
	7.23 (2044.65)
	7.2 (6.62)
	2.85 (1.18)

	Intentional overdose
	374
	10.46 (9.44-11.59)
	10.35 (3143.24)
	10.29 (9.45)
	3.36 (1.7)

	Foetal exposure during pregnancy
	369
	6.4 (5.78-7.1)
	6.34 (1657)
	6.32 (5.8)
	2.66 (0.99)

	Agitation
	338
	8.9 (7.99-9.91)
	8.82 (2332.58)
	8.77 (8.02)
	3.13 (1.47)

	Hyponatraemia
	291
	9.2 (8.19-10.33)
	9.13 (2095.81)
	9.08 (8.24)
	3.18 (1.52)

	Coma
	258
	10.32 (9.12-11.67)
	10.24 (2139.57)
	10.18 (9.19)
	3.35 (1.68)

	Suicide attempt
	250
	7.99 (7.06-9.06)
	7.94 (1510.37)
	7.91 (7.12)
	2.98 (1.32)

	Serotonin syndrome
	230
	21.31 (18.7-24.29)
	21.17 (4362.43)
	20.9 (18.74)
	4.39 (2.72)

	Cardio-respiratory arrest
	220
	11.22 (9.82-12.82)
	11.15 (2020.48)
	11.08 (9.91)
	3.47 (1.8)

	Suicidal ideation
	196
	4.02 (3.5-4.63)
	4.01 (441.6)
	4 (3.55)
	2 (0.33)

	Treatment failure
	193
	3.26 (2.83-3.75)
	3.24 (299.56)
	3.24 (2.88)
	1.7 (0.03)

	Bradycardia
	177
	5.99 (5.17-6.95)
	5.96 (729.31)
	5.95 (5.25)
	2.57 (0.91)

	Cardiac arrest
	169
	4.12 (3.54-4.79)
	4.1 (396.11)
	4.1 (3.61)
	2.03 (0.37)

	Suspected suicide
	154
	66.9 (56.91-78.63)
	66.59 (9540.66)
	63.89 (55.81)
	6 (4.33)

	Arrhythmia
	137
	5.26 (4.45-6.22)
	5.24 (469.01)
	5.23 (4.54)
	2.39 (0.72)

	Deep vein thrombosis
	135
	3.9 (3.3-4.62)
	3.89 (289.63)
	3.88 (3.37)
	1.96 (0.29)

	JADER
	
	
	
	
	

	Inappropriate antidiuretic hormone secretion
	161
	15.38 (13.15-17.99)
	15.03 (2097.47)
	14.93 (13.1)
	3.9 (2.23)

	Serotonin syndrome
	135
	41.93 (35.31-49.8)
	41.09 (5187.68)
	40.37 (34.96)
	5.34 (3.67)

	Electrocardiogram QT prolonged
	105
	4.94 (4.07-5.99)
	4.88 (323.96)
	4.87 (4.14)
	2.28 (0.62)

	Blood sodium decreased
	103
	4.25 (3.5-5.17)
	4.2 (251.72)
	4.2 (3.56)
	2.07 (0.4)

	Suicide attempt
	102
	23.67 (19.44-28.81)
	23.32 (2157.38)
	23.08 (19.58)
	4.53 (2.86)

	Drug interaction
	98
	5.31 (4.35-6.48)
	5.24 (336.54)
	5.23 (4.43)
	2.39 (0.72)

	Suicidal ideation
	80
	24.93 (19.98-31.12)
	24.64 (1795.66)
	24.38 (20.26)
	4.61 (2.94)

	Completed suicide
	78
	31.49 (25.15-39.43)
	31.13 (2244.15)
	30.71 (25.45)
	4.94 (3.27)

	Neuroleptic malignant syndrome
	72
	7.32 (5.8-9.24)
	7.26 (387.67)
	7.24 (5.96)
	2.86 (1.19)

	Pulmonary embolism
	70
	5.07 (4-6.42)
	5.03 (225.66)
	5.02 (4.12)
	2.33 (0.66)

	Toxicity to various agents
	69
	8.14 (6.42-10.32)
	8.06 (425.81)
	8.04 (6.59)
	3.01 (1.34)

	Drug reaction with eosinophilia and systemic symptoms
	59
	8.28 (6.41-10.7)
	8.22 (372.91)
	8.19 (6.61)
	3.03 (1.37)

	Insomnia
	54
	5.64 (4.32-7.38)
	5.61 (204.18)
	5.6 (4.47)
	2.48 (0.82)

	Liver injury
	51
	5.19 (3.94-6.83)
	5.15 (170.61)
	5.14 (4.08)
	2.36 (0.7)

	Akathisia
	44
	23.3 (17.3-31.39)
	23.15 (923.32)
	22.93 (17.87)
	4.52 (2.85)

	Depression
	44
	14.17 (10.52-19.07)
	14.08 (531.5)
	14 (10.91)
	3.81 (2.14)

	Cardiac failure acute
	43
	3.47 (2.57-4.69)
	3.46 (75.07)
	3.45 (2.69)
	1.79 (0.12)

	Activation syndrome
	39
	378.51 (269.34-531.94)
	376.29 (12481.13)
	321.88 (242.12)
	8.33 (6.65)

	Stupor
	38
	22.98 (16.68-31.66)
	22.85 (786.17)
	22.63 (17.31)
	4.5 (2.83)

	Parkinsonism
	36
	12.9 (9.29-17.92)
	12.84 (390.86)
	12.77 (9.7)
	3.67 (2.01)
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[bookmark: _Hlk233803067]Table S5 Model formula summary table
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Table S6 The 33 overlapping genes between escitalopram drug targets and suicide-associated genes.
	overlapping genes
	Gene Symbol

	33 common genes
	"SLC6A4", "HTR2A", "HTR2C", "DRD2", "MAOA", "GSK3B", "SLC6A3", "DRD4", "DRD3", "HTR3A", "SLC6A2", "ACHE", "HTR1D", "MAOB", "TACR1", "HTR1F", "GRM5", "LRRK2", "P2RX7", "PRKACB", "PARP1", "PTGER1", "PDPK1", "MAP2K1", "CHRM2", "KCNH2", "RET", "ADRA1D", "CNR2", "LCK", "SLC6A9", "JAK3", "HTR2B"
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