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[bookmark: _Hlk154920756][bookmark: _Hlk202204513][bookmark: _Hlk206338113]Supplementary Table S1. Fourfold table of disproportionality analysis for daridorexant signal detection.
	
	Target adverse event
	Other adverse events
	Total

	Daridorexant
	a
	b
	a+b

	Comparator
	c
	d
	c+d

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


For specific details, please refer to the references cited in the Method section of the manuscript.

[bookmark: _Hlk202204520][bookmark: _Hlk206337974]Supplementary Table S2. Equations and criteria of four algorithms for daridorexant signal detection.
	Algorithms
	Equation
	Criteria

	ROR
	ROR=(ad)/(bc)
	Lower limit of 95% CI>1, N≥2

	
	Lower limit of 95% CI=eln(ROR)-1.96(1/a+1/b+1/c+1/d)^0.5
Upper limit of 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

	
	IC025=E(IC)-2V(IC)^0.5
	

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

	
	EBGM05=eln(EBGM)-1.96(1/a+1/b+1/c+1/d)^0.5
	


Abbreviations: ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; BCPNN, Bayesian confidence propagation neural network; IC, information component; IC025, lower limit of 95% confidence interval of IC; E(IC), IC expectation; V(IC), variance of IC; MGPS, multi-item gamma Poisson shrinker; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM. For specific details, please refer to the references cited in the Method section of the manuscript.

[bookmark: _Hlk202204528][bookmark: _Hlk133315043]Supplementary Table S3. Fourfold table for subgroup comparative analysis of daridorexant signals.
	
	Target adverse event with daridorexant
	Other adverse events with daridorexant
	Total

	Subgroup 1
	a
	b
	a+b

	Subgroup 2
	c
	d
	c+d

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


For specific details, please refer to the references cited in the Method section of the manuscript.

[bookmark: _Hlk202204536][bookmark: _Hlk133326428]Supplementary Table S4. Criteria of ROR and chi-square test/Fisher’s exact test for subgroup comparative analysis of daridorexant signals.
	
	ROR
	chi-square test/Fisher’s exact test

	Signals that subgroup 1 more frequently to report
	ROR>1, Lower limit of 95% CI>1,
N≥2
	P<0.05

	Signals that subgroup 2 more frequently to report
	ROR<1, Upper limit of 95% CI<1,
N≥2
	P<0.05


Abbreviations: ROR, reporting odds ratio; 95% CI, 95% confidence interval. When N is greater than or equal to 40 and a, b, c, and d are all greater than or equal to 5, chi-square test is used. When N is less than or equal to 40 or one of a, b, c, d is less than 5, the Fisher’s exact test is applied. As no correction for multiple comparisons was applied, the risk of false positives due to multiple testing should be acknowledged. For specific details, please refer to the references cited in the Method section of the manuscript.

[bookmark: OLE_LINK10][bookmark: _Hlk202204568][image: ]
Supplementary Figure S1. Clinical characteristics of daridorexant-associated suicidal ideation reports. (a) Reporter continent. (b) Reporter country. (c) Reporter type. (d) Sex. (e) Age. (f) Weight. (g) Dose. (h) Frequency. (i) Indication. (j) Report season. (k) Onset time. (l) Outcome. Abbreviations: US, United States; FR, France; IT, Italy; CN, consumer; MD, physician; HP, healthcare professional; PH, pharmacist; QD, quaque day.
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Supplementary Figure S2. Rectangular tree plot of top 20 ranked concomitant drugs of daridorexant-associated suicidal ideation reports. 

[bookmark: _Hlk202204543]Supplementary Table S5. Number and signal strength of daridorexant at the SOC level.
	[bookmark: RANGE!A1][bookmark: _Hlk197343161]SOC
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	[bookmark: _Hlk200629537]Psychiatric disorders (SOC: 10037175) abcd
	1217
	7.45 (6.97-7.96)
	5.63 (4869.53)
	2.49 (2.39)
	5.62 (5.26)

	General disorders and administration site conditions (SOC: 10018065) ac
	1117
	1.61 (1.50-1.72)
	1.45 (188.74)
	0.53 (0.44)
	1.45 (1.35)

	Nervous system disorders (SOC: 10029205) abc
	634
	2.24 (2.06-2.44)
	2.06 (372.92)
	1.04 (0.92)
	2.06 (1.89)

	Injury, poisoning and procedural complications (SOC: 10022117)
	340
	0.55 (0.50-0.62)
	0.59 (112.47)
	-0.76 (-0.92)
	0.59 (0.53)

	Gastrointestinal disorders (SOC: 10017947)
	203
	0.58 (0.50-0.66)
	0.60 (60.67)
	-0.75 (-0.95)
	0.60 (0.52)

	Product issues (SOC: 10077536) abc
	192
	2.24 (1.94-2.59)
	2.18 (125.53)
	1.13 (0.90)
	2.18 (1.89)

	Skin and subcutaneous tissue disorders (SOC: 10040785)
	113
	0.49 (0.40-0.59)
	0.50 (59.74)
	-1.00 (-1.27)
	0.50 (0.41)

	Respiratory, thoracic and mediastinal disorders (SOC: 10038738)
	70
	0.35 (0.27-0.44)
	0.36 (85.41)
	-1.49 (-1.82)
	0.36 (0.28)

	Musculoskeletal and connective tissue disorders (SOC: 10028395)
	69
	0.30 (0.24-0.38)
	0.31 (111.14)
	-1.69 (-2.02)
	0.31 (0.25)

	Investigations (SOC: 10022891)
	51
	0.19 (0.15-0.25)
	0.20 (169.86)
	-2.30 (-2.68)
	0.20 (0.15)

	Cardiac disorders (SOC: 10007541)
	48
	0.59 (0.44-0.79)
	0.60 (13.46)
	-0.75 (-1.15)
	0.60 (0.45)

	Immune system disorders (SOC: 10021428)
	47
	0.95 (0.71-1.27)
	0.95 (0.11)
	-0.07 (-0.49)
	0.95 (0.71)

	Social circumstances (SOC: 10041244) ac
	40
	1.99 (1.46-2.72)
	1.98 (19.51)
	0.99 (0.50)
	1.98 (1.45)

	Renal and urinary disorders (SOC: 10038359)
	32
	0.45 (0.32-0.64)
	0.46 (20.76)
	-1.12 (-1.60)
	0.46 (0.32)

	Infections and infestations (SOC: 10021881)
	31
	0.11 (0.08-0.16)
	0.12 (215.52)
	-3.07 (-3.54)
	0.12 (0.08)

	Eye disorders (SOC: 10015919)
	24
	0.27 (0.18-0.40)
	0.27 (46.94)
	-1.86 (-2.40)
	0.27 (0.18)

	Ear and labyrinth disorders (SOC: 10013993)
	22
	1.26 (0.83-1.92)
	1.26 (1.21)
	0.34 (-0.28)
	1.26 (0.83)

	Vascular disorders (SOC: 10047065)
	18
	0.23 (0.14-0.36)
	0.23 (47.77)
	-2.13 (-2.73)
	0.23 (0.14)

	Metabolism and nutrition disorders (SOC: 10027433)
	16
	0.19 (0.12-0.31)
	0.19 (54.86)
	-2.37 (-3.00)
	0.19 (0.12)

	Surgical and medical procedures (SOC: 10042613)
	14
	0.20 (0.12-0.33)
	0.20 (46.01)
	-2.33 (-3.00)
	0.20 (0.12)

	Reproductive system and breast disorders (SOC: 10038604)
	9
	0.36 (0.19-0.70)
	0.36 (10.10)
	-1.46 (-2.28)
	0.36 (0.19)

	Neoplasms benign, malignant and unspecified (incl cysts and polyps) (SOC: 10029104)
	4
	0.03 (0.01-0.08)
	0.03 (121.94)
	-4.98 (-5.96)
	0.03 (0.01)

	Hepatobiliary disorders (SOC: 10019805)
	4
	0.11 (0.04-0.29)
	0.11 (29.54)
	-3.20 (-4.21)
	0.11 (0.04)

	Blood and lymphatic system disorders (SOC: 10005329)
	1
	0.01 (0.00-0.09)
	0.01 (74.82)
	-6.24 (-7.30)
	0.01 (0.00)


[bookmark: _Hlk235288046]a: SOCs met the criteria of ROR algorithm. b: SOCs met the criteria of PRR algorithm. c: SOCs met the criteria of BCPNN algorithm. d: SOCs met the criteria of MGPS algorithm. Abbreviations: SOC, system organ class; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204551][bookmark: _Hlk132728713][bookmark: _Hlk133323105][bookmark: _Hlk235713436]Supplementary Table S6. Number and signal strength of 11 daridorexant-unrelated signals at the PT level. 
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Product issues (SOC: 10077536)

	Product availability issue (PT: 10077800)
	142
	38.33 (32.40-45.36)
	37.11 (4935.66)
	5.20 (4.63)
	36.69 (31.01)

	Product packaging difficult to open (PT: 10079403)
	18
	54.46 (34.15-86.87)
	54.24 (924.89)
	5.74 (3.16)
	53.34 (33.44)

	Product container seal issue (PT: 10069298)
	4
	23.99 (8.97-64.19)
	23.97 (87.39)
	4.57 (0.80)
	23.80 (8.89)

	Injury, poisoning and procedural complications (SOC: 10022117)

	Inappropriate schedule of product administration (PT: 10081572)
	113
	4.86 (4.03-5.86)
	4.76 (336.97)
	2.25 (1.93)
	4.75 (3.94)

	Wrong technique in product usage process (PT: 10076573)
	78
	4.00 (3.20-5.00)
	3.94 (171.99)
	1.98 (1.60)
	3.94 (3.15)

	Intentional overdose (PT: 10022523)
	31
	7.90 (5.54-11.25)
	7.85 (184.92)
	2.97 (2.18)
	7.83 (5.50)

	Labelled drug-food interaction issue (PT: 10084722)
	3
	93.30 (29.59-294.22)
	93.24 (265.92)
	6.50 (0.48)
	90.60 (28.73)

	Social circumstances (SOC: 10041244)

	Loss of personal independence in daily activities (PT: 10079487)
	25
	4.40 (2.97-6.53)
	4.38 (65.28)
	2.13 (1.39)
	4.38 (2.95)

	Impaired driving ability (PT: 10049564)
	11
	25.11 (13.86-45.48)
	25.05 (252.03)
	4.64 (2.22)
	24.86 (13.73)

	Consistent with indication

	Insomnia (PT: 10022437)
	255
	18.20 (16.03-20.66)
	17.18 (3879.10)
	4.10 (3.82)
	17.10 (15.06)

	Poor quality sleep (PT: 10062519)
	26
	16.58 (11.27-24.41)
	16.49 (376.51)
	4.04 (2.83)
	16.41 (11.15)


Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204558][bookmark: _Hlk132726352]Supplementary Table S7. Number and signal strength of 55 daridorexant-associated signals at the PT level.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	249
	163.74 (143.65-186.63)
	154.35 (36188.79)
	7.20 (6.35)
	147.23 (129.17)

	Abnormal dreams (PT: 10000125)
	121
	131.78 (109.60-158.44)
	128.11 (14671.14)
	6.94 (5.67)
	123.18 (102.45)

	Hallucination (PT: 10019063)
	53
	11.08 (8.45-14.53)
	10.95 (478.32)
	3.45 (2.81)
	10.92 (8.32)

	Middle insomnia (PT: 10027590)
	52
	39.00 (29.62-51.35)
	38.54 (1879.23)
	5.25 (4.08)
	38.09 (28.93)

	Depression (PT: 10012378)
	45
	4.01 (2.99-5.38)
	3.98 (100.57)
	1.99 (1.47)
	3.98 (2.96)

	Agitation (PT: 10001497)
	35
	11.13 (7.97-15.53)
	11.05 (318.92)
	3.46 (2.62)
	11.01 (7.89)

	Somnambulism (PT: 10041347)
	32
	114.44 (80.33-163.03)
	113.59 (3447.99)
	6.78 (4.16)
	109.70 (77.00)

	[bookmark: _Hlk197343397]Suicidal ideation (PT: 10042458)
	31
	6.68 (4.69-9.51)
	6.64 (148.31)
	2.73 (1.98)
	6.63 (4.65)

	Restlessness (PT: 10038743)
	28
	13.97 (9.63-20.28)
	13.89 (333.64)
	3.79 (2.72)
	13.83 (9.53)

	Sleep terror (PT: 10041010)
	23
	57.58 (38.08-87.06)
	57.27 (1249.26)
	5.81 (3.49)
	56.28 (37.22)

	Initial insomnia (PT: 10022035)
	16
	21.75 (13.29-35.60)
	21.68 (313.45)
	4.43 (2.58)
	21.53 (13.16)

	Nervousness (PT: 10029216)
	14
	6.13 (3.62-10.36)
	6.11 (59.78)
	2.61 (1.44)
	6.10 (3.61)

	Hypervigilance (PT: 10048533)
	11
	231.51 (125.44-427.30)
	230.93 (2347.28)
	7.75 (2.65)
	215.31 (116.66)

	Tachyphrenia (PT: 10064805)
	8
	47.40 (23.57-95.33)
	47.31 (357.36)
	5.54 (1.97)
	46.63 (23.19)

	Thinking abnormal (PT: 10043431)
	7
	8.43 (4.01-17.71)
	8.42 (45.65)
	3.07 (1.10)
	8.40 (4.00)

	Sleep talking (PT: 10041009)
	6
	60.08 (26.77-134.82)
	60.00 (341.64)
	5.88 (1.56)
	58.90 (26.25)

	Fear (PT: 10016275)
	6
	6.26 (2.81-13.96)
	6.26 (26.45)
	2.64 (0.74)
	6.25 (2.80)

	Sleep-related eating disorder (PT: 10067315)
	5
	126.95 (51.90-310.49)
	126.80 (600.04)
	6.93 (1.32)
	121.96 (49.86)

	Abnormal sleep-related event (PT: 10061613)
	5
	104.40 (42.81-254.56)
	104.28 (495.15)
	6.66 (1.31)
	100.99 (41.42)

	Parasomnia (PT: 10061910)
	4
	94.01 (34.76-254.24)
	93.93 (357.17)
	6.51 (0.95)
	91.25 (33.74)

	Dissociation (PT: 10013457)
	4
	8.32 (3.12-22.21)
	8.31 (25.68)
	3.05 (0.46)
	8.30 (3.11)

	Hypnagogic hallucination (PT: 10020927)
	4
	167.00 (61.07-456.63)
	166.84 (626.43)
	7.31 (0.96)
	158.55 (57.98)

	Autoscopy (PT: 10074080)
	3
	49.31 (15.76-154.29)
	49.27 (139.71)
	5.60 (0.46)
	48.54 (15.51)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	404
	4.86 (4.39-5.38)
	4.50 (1120.86)
	2.17 (2.00)
	4.49 (4.06)

	Feeling abnormal (PT: 10016322)
	106
	8.07 (6.66-9.79)
	7.90 (639.32)
	2.98 (2.61)
	7.88 (6.50)

	Therapeutic product effect incomplete (PT: 10082200)
	67
	6.97 (5.47-8.87)
	6.87 (336.27)
	2.78 (2.31)
	6.86 (5.39)

	Hangover (PT: 10019133)
	42
	244.00 (178.03-334.40)
	241.63 (9352.32)
	7.81 (4.72)
	224.59 (163.87)

	Therapeutic product effect decreased (PT: 10082201)
	24
	4.30 (2.88-6.43)
	4.28 (60.39)
	2.10 (1.34)
	4.28 (2.86)

	Therapeutic product effect delayed (PT: 10082202)
	22
	36.54 (23.98-55.69)
	36.36 (748.07)
	5.17 (3.23)
	35.96 (23.60)

	Therapeutic product effect variable (PT: 10082204)
	18
	35.90 (22.54-57.18)
	35.75 (601.33)
	5.14 (2.99)
	35.36 (22.20)

	Concomitant disease aggravated (PT: 10010253)
	14
	37.38 (22.05-63.36)
	37.26 (488.36)
	5.20 (2.69)
	36.84 (21.73)

	Feeling jittery (PT: 10016338)
	12
	14.72 (8.34-25.97)
	14.68 (152.32)
	3.87 (2.03)
	14.62 (8.28)

	Screaming (PT: 10039740)
	10
	32.19 (17.25-60.06)
	32.12 (298.48)
	4.99 (2.19)
	31.81 (17.05)

	Sluggishness (PT: 10041052)
	9
	14.65 (7.61-28.22)
	14.62 (113.72)
	3.86 (1.71)
	14.56 (7.56)

	Energy increased (PT: 10048779)
	7
	21.94 (10.43-46.17)
	21.91 (138.71)
	4.44 (1.57)
	21.76 (10.34)

	Crying (PT: 10011469)
	7
	4.54 (2.16-9.53)
	4.53 (19.24)
	2.18 (0.63)
	4.53 (2.16)

	Feeling drunk (PT: 10016330)
	3
	9.53 (3.07-29.63)
	9.53 (22.84)
	3.25 (0.16)
	9.50 (3.06)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	132
	11.75 (9.88-13.97)
	11.42 (1253.62)
	3.51 (3.15)
	11.38 (9.57)

	Headache (PT: 10019211)
	119
	3.13 (2.61-3.76)
	3.08 (168.01)
	1.62 (1.33)
	3.07 (2.56)

	Sleep paralysis (PT: 10041002)
	43
	458.93 (332.92-632.64)
	454.37 (17013.70)
	8.63 (4.85)
	397.53 (288.38)

	Brain fog (PT: 10088940)
	40
	17.25 (12.63-23.57)
	17.10 (603.43)
	4.09 (3.16)
	17.01 (12.45)

	Tremor (PT: 10044565)
	27
	3.13 (2.14-4.57)
	3.11 (38.78)
	1.64 (0.99)
	3.11 (2.13)

	Disturbance in attention (PT: 10013496)
	17
	5.56 (3.45-8.95)
	5.54 (63.15)
	2.47 (1.46)
	5.53 (3.43)

	Lethargy (PT: 10024264)
	16
	5.46 (3.34-8.92)
	5.44 (57.91)
	2.44 (1.40)
	5.43 (3.32)

	Restless legs syndrome (PT: 10058920)
	14
	13.39 (7.91-22.65)
	13.35 (159.28)
	3.73 (2.12)
	13.30 (7.86)

	Hypersomnia (PT: 10020765)
	13
	7.18 (4.16-12.39)
	7.16 (68.81)
	2.84 (1.54)
	7.15 (4.15)

	Sedation (PT: 10039897)
	8
	5.06 (2.53-10.14)
	5.06 (26.00)
	2.34 (0.84)
	5.05 (2.52)

	Myoclonus (PT: 10028622)
	4
	6.70 (2.51-17.87)
	6.69 (19.32)
	2.74 (0.35)
	6.68 (2.50)

	Formication (PT: 10017062)
	3
	11.14 (3.59-34.63)
	11.14 (27.58)
	3.47 (0.21)
	11.10 (3.57)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	43
	3.67 (2.71-4.95)
	3.64 (82.47)
	1.86 (1.34)
	3.64 (2.69)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	31
	4.64 (3.26-6.61)
	4.62 (87.83)
	2.21 (1.54)
	4.61 (3.24)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	30
	6.07 (4.24-8.69)
	6.03 (125.87)
	2.59 (1.85)
	6.02 (4.20)

	Renal and urinary disorders (SOC: 10038359)

	Pollakiuria (PT: 10036018)
	10
	4.04 (2.17-7.52)
	4.04 (22.83)
	2.01 (0.79)
	4.03 (2.17)

	Nocturia (PT: 10029446)
	10
	10.96 (5.89-20.41)
	10.94 (90.01)
	3.45 (1.65)
	10.90 (5.86)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	17
	7.62 (4.73-12.27)
	7.59 (97.09)
	2.92 (1.79)
	7.57 (4.70)


[bookmark: _Hlk143426937]Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.
[bookmark: _Hlk202204578]
[bookmark: _Hlk202204621]Supplementary Table S8. Number and signal strength of daridorexant-associated signals at the PT level based on comparator-restricted disproportionality analysis using reports with insomnia indication as comparator.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	378
	5.89 (5.22-6.64)
	5.41 (1065.13)
	2.13 (1.95)
	4.38 (3.88)

	Fatigue (PT: 10016256)
	110
	2.80 (2.29-3.44)
	2.75 (107.53)
	1.33 (1.02)
	2.52 (2.05)

	Feeling abnormal (PT: 10016322)
	99
	6.41 (5.09-8.08)
	6.27 (325.99)
	2.29 (1.91)
	4.90 (3.88)

	Therapeutic product effect incomplete (PT: 10082200)
	63
	6.91 (5.16-9.26)
	6.82 (226.63)
	2.38 (1.87)
	5.20 (3.88)

	Illness (PT: 10080284)
	34
	4.75 (3.25-6.94)
	4.71 (78.78)
	1.98 (1.31)
	3.93 (2.69)

	Hangover (PT: 10019133)
	33
	34.74 (19.33-62.42)
	34.45 (364.63)
	3.63 (2.55)
	12.37 (6.89)

	Therapeutic product effect decreased (PT: 10082201)
	23
	5.40 (3.38-8.61)
	5.37 (62.88)
	2.12 (1.26)
	4.36 (2.73)

	Therapeutic product effect delayed (PT: 10082202)
	21
	11.02 (6.39-19.00)
	10.96 (117.60)
	2.84 (1.74)
	7.16 (4.15)

	Therapeutic product effect variable (PT: 10082204)
	17
	15.94 (8.28-30.70)
	15.88 (125.14)
	3.15 (1.77)
	8.85 (4.60)

	Concomitant disease aggravated (PT: 10010253)
	13
	9.64 (4.91-18.95)
	9.61 (65.10)
	2.72 (1.31)
	6.59 (3.35)

	Feeling jittery (PT: 10016338)
	11
	12.23 (5.67-26.38)
	12.20 (67.05)
	2.93 (1.27)
	7.64 (3.54)

	Sluggishness (PT: 10041052)
	8
	6.77 (3.00-15.30)
	6.76 (28.44)
	2.37 (0.69)
	5.17 (2.29)

	Screaming (PT: 10039740)
	8
	15.80 (6.09-40.99)
	15.77 (58.62)
	3.14 (1.02)
	8.82 (3.40)

	Energy increased (PT: 10048779)
	6
	13.33 (4.62-38.43)
	13.31 (39.04)
	3.01 (0.64)
	8.03 (2.79)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	217
	36.38 (28.89-45.80)
	34.38 (2405.23)
	3.63 (3.29)
	12.36 (9.82)

	Abnormal dreams (PT: 10000125)
	102
	26.53 (19.54-36.03)
	25.86 (994.35)
	3.47 (2.97)
	11.12 (8.19)

	Middle insomnia (PT: 10027590)
	51
	18.33 (12.39-27.11)
	18.10 (408.46)
	3.24 (2.52)
	9.47 (6.40)

	Hallucination (PT: 10019063)
	45
	4.58 (3.30-6.36)
	4.54 (99.13)
	1.93 (1.37)
	3.82 (2.75)

	Restlessness (PT: 10038743)
	27
	3.95 (2.60-6.00)
	3.93 (48.34)
	1.76 (1.04)
	3.40 (2.24)

	Somnambulism (PT: 10041347)
	27
	10.72 (6.64-17.29)
	10.65 (147.65)
	2.81 (1.87)
	7.03 (4.36)

	Sleep terror (PT: 10041010)
	22
	28.04 (14.34-54.85)
	27.89 (221.88)
	3.52 (2.18)
	11.46 (5.86)

	Initial insomnia (PT: 10022035)
	15
	7.42 (4.06-13.56)
	7.39 (58.59)
	2.46 (1.26)
	5.51 (3.02)

	Hypervigilance (PT: 10048533)
	10
	35.58 (12.16-104.15)
	35.49 (111.75)
	3.64 (1.44)
	12.50 (4.27)

	Tachyphrenia (PT: 10064805)
	8
	8.89 (3.80-20.78)
	8.87 (37.27)
	2.64 (0.82)
	6.25 (2.67)

	Sleep talking (PT: 10041009)
	6
	17.77 (5.73-55.13)
	17.75 (47.41)
	3.23 (0.69)
	9.37 (3.02)

	Sleep-related eating disorder (PT: 10067315)
	4
	14.21 (3.81-52.94)
	14.20 (27.26)
	3.06 (0.12)
	8.33 (2.24)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	122
	4.48 (3.67-5.48)
	4.37 (256.90)
	1.89 (1.57)
	3.71 (3.03)

	Headache (PT: 10019211)
	110
	3.35 (2.72-4.11)
	3.28 (148.64)
	1.55 (1.22)
	2.92 (2.38)

	Brain fog (PT: 10088940)
	37
	12.50 (8.20-19.04)
	12.39 (228.39)
	2.95 (2.14)
	7.71 (5.06)

	Sleep paralysis (PT: 10041002)
	35
	23.21 (14.03-38.38)
	23.00 (321.07)
	3.40 (2.44)
	10.58 (6.40)

	Migraine (PT: 10027599)
	18
	4.27 (2.55-7.16)
	4.26 (36.25)
	1.86 (0.93)
	3.63 (2.17)

	Lethargy (PT: 10024264)
	15
	5.81 (3.24-10.41)
	5.79 (44.82)
	2.20 (1.08)
	4.61 (2.57)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	40
	5.97 (4.17-8.55)
	5.92 (122.80)
	2.23 (1.59)
	4.69 (3.27)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	29
	4.14 (2.76-6.21)
	4.12 (55.67)
	1.82 (1.12)
	3.53 (2.35)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	15
	11.13 (5.83-21.23)
	11.09 (84.79)
	2.85 (1.50)
	7.21 (3.78)

	Renal and urinary disorders (SOC: 10038359)

	Nocturia (PT: 10029446)
	9
	5.52 (2.61-11.66)
	5.51 (25.35)
	2.15 (0.67)
	4.44 (2.10)


For both daridorexant and all other drugs, only reports with insomnia as the indication were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: OLE_LINK104]Supplementary Table S9. Number and signal strength of daridorexant-associated signals at the PT level based on comparator-restricted disproportionality analysis using mirtazapine as comparator.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	404
	6.06 (5.10-7.18)
	5.58 (537.75)
	1.36 (1.16)
	2.56 (2.16)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	249
	13.81 (10.29-18.54)
	13.07 (511.60)
	1.67 (1.41)
	3.18 (2.37)

	Abnormal dreams (PT: 10000125)
	121
	9.96 (6.85-14.47)
	9.71 (218.72)
	1.58 (1.20)
	3.00 (2.06)


Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk205993479]Supplementary Table S10. Number and signal strength of daridorexant-associated signals at the PT level based on comparator-restricted disproportionality analysis using diazepam as comparator.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	404
	5.58 (4.72-6.60)
	5.15 (499.57)
	1.31 (1.12)
	2.48 (2.09)


Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

Supplementary Table S11. Number and signal strength of daridorexant-associated signals at the PT level based on comparator-restricted disproportionality analysis using lorazepam as comparator.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	[bookmark: _Hlk206165014]Nightmare (PT: 10029412)
	249
	36.51 (23.98-55.58)
	34.46 (721.68)
	1.98 (1.70)
	3.94 (2.59)


Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: OLE_LINK105]Supplementary Table S12. Number and signal strength of daridorexant-associated signals at the PT level based on comparator-restricted disproportionality analysis using alprazolam as comparator.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	404
	3.80 (3.31-4.37)
	3.54 (405.61)
	1.23 (1.05)
	2.34 (2.04)

	Fatigue (PT: 10016256)
	118
	5.10 (3.88-6.71)
	4.99 (168.71)
	1.47 (1.11)
	2.77 (2.11)

	Feeling abnormal (PT: 10016322)
	106
	4.62 (3.49-6.12)
	4.53 (137.68)
	1.41 (1.03)
	2.65 (2.00)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	249
	41.98 (27.78-63.42)
	39.61 (866.12)
	2.18 (1.90)
	4.52 (2.99)


Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204604][bookmark: OLE_LINK1][bookmark: _Hlk198568652]Supplementary Table S13. Number and signal strength of daridorexant-associated signals at the PT level based on reports submitted by professionals.
	[bookmark: OLE_LINK12][bookmark: OLE_LINK2]PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	58
	288.74 (219.82-379.27)
	259.76 (14794.65)
	8.01 (5.19)
	256.97 (195.63)

	Abnormal dreams (PT: 10000125)
	26
	209.39 (141.07-310.80)
	199.98 (5105.87)
	7.63 (4.01)
	198.32 (133.61)

	Suicidal ideation (PT: 10042458)
	14
	22.98 (13.52-39.06)
	22.44 (286.89)
	4.49 (2.45)
	22.42 (13.19)

	Hallucination (PT: 10019063)
	12
	18.91 (10.67-33.51)
	18.54 (199.20)
	4.21 (2.17)
	18.53 (10.46)

	Somnambulism (PT: 10041347)
	9
	237.13 (122.36-459.57)
	233.44 (2062.91)
	7.85 (2.34)
	231.18 (119.29)

	Sleep terror (PT: 10041010)
	8
	149.64 (74.31-301.32)
	147.57 (1157.57)
	7.20 (2.12)
	146.67 (72.84)

	Depression (PT: 10012378)
	7
	4.68 (2.22-9.86)
	4.64 (20.01)
	2.21 (0.64)
	4.64 (2.20)

	Agitation (PT: 10001497)
	6
	14.29 (6.39-31.95)
	14.15 (73.35)
	3.82 (1.20)
	14.14 (6.33)

	Confusional state (PT: 10010305)
	6
	5.06 (2.26-11.30)
	5.01 (19.31)
	2.33 (0.57)
	5.01 (2.24)

	Suicide attempt (PT: 10042464)
	6
	13.43 (6.01-30.03)
	13.30 (68.29)
	3.73 (1.17)
	13.30 (5.95)

	Depressed mood (PT: 10012374)
	3
	6.60 (2.12-20.51)
	6.57 (14.16)
	2.71 (0.01)
	6.56 (2.11)

	Hallucination, visual (PT: 10019075)
	3
	15.12 (4.86-47.04)
	15.05 (39.33)
	3.91 (0.29)
	15.04 (4.83)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	12
	7.90 (4.46-13.99)
	7.75 (70.77)
	2.95 (1.54)
	7.75 (4.38)

	Sleep paralysis (PT: 10041002)
	8
	575.37 (284.01-1165.62)
	567.39 (4417.75)
	9.11 (2.17)
	554.18 (273.55)

	Restless legs syndrome (PT: 10058920)
	7
	50.52 (23.95-106.53)
	49.91 (334.92)
	5.64 (1.78)
	49.81 (23.62)

	Sedation (PT: 10039897)
	6
	28.70 (12.83-64.19)
	28.41 (158.57)
	4.83 (1.43)
	28.38 (12.69)

	Brain fog (PT: 10088940)
	3
	9.61 (3.09-29.89)
	9.56 (23.01)
	3.26 (0.16)
	9.56 (3.07)

	General disorders and administration site conditions (SOC: 10018065)

	Hangover (PT: 10019133)
	11
	457.79 (250.69-835.97)
	449.06 (4826.69)
	8.78 (2.70)
	440.75 (241.36)

	Feeling abnormal (PT: 10016322)
	11
	6.23 (3.43-11.32)
	6.13 (47.38)
	2.62 (1.26)
	6.13 (3.38)

	Therapeutic product effect incomplete (PT: 10082200)
	6
	4.64 (2.08-10.38)
	4.60 (16.96)
	2.20 (0.50)
	4.60 (2.06)

	Screaming (PT: 10039740)
	5
	120.80 (49.98-291.97)
	119.76 (585.91)
	6.90 (1.34)
	119.16 (49.30)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	8
	5.13 (2.55-10.31)
	5.07 (26.21)
	2.34 (0.83)
	5.07 (2.52)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	7
	23.67 (11.23-49.89)
	23.39 (149.97)
	4.55 (1.59)
	23.37 (11.09)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	5
	5.61 (2.33-13.54)
	5.57 (18.79)
	2.48 (0.48)
	5.57 (2.31)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	5
	7.58 (3.14-18.29)
	7.52 (28.31)
	2.91 (0.66)
	7.52 (3.12)


For daridorexant, only the AE reports submitted by professionals (including physician, healthcare professional and pharmacist) were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204612][bookmark: OLE_LINK13][bookmark: _Hlk198569119]Supplementary Table S14. Number and signal strength of daridorexant-associated signals at the PT level based on reports without concomitant drugs use.
	[bookmark: OLE_LINK9]PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	203
	218.39 (188.78-252.64)
	201.84 (39049.01)
	7.60 (6.43)
	194.24 (167.91)

	Abnormal dreams (PT: 10000125)
	85
	148.63 (119.40-185.02)
	143.93 (11737.95)
	7.13 (5.42)
	140.03 (112.49)

	Hallucination (PT: 10019063)
	36
	12.18 (8.76-16.93)
	12.03 (363.61)
	3.59 (2.73)
	12.00 (8.64)

	Depression (PT: 10012378)
	35
	5.06 (3.63-7.07)
	5.01 (112.50)
	2.32 (1.69)
	5.01 (3.59)

	Somnambulism (PT: 10041347)
	27
	155.83 (106.06-228.95)
	154.26 (3991.50)
	7.23 (4.01)
	149.79 (101.95)

	Middle insomnia (PT: 10027590)
	23
	27.63 (18.31-41.70)
	27.40 (582.22)
	4.77 (3.11)
	27.26 (18.07)

	[bookmark: _Hlk200630138]Suicidal ideation (PT: 10042458)
	23
	8.03 (5.32-12.11)
	7.97 (140.07)
	2.99 (2.03)
	7.96 (5.28)

	Agitation (PT: 10001497)
	22
	11.31 (7.43-17.21)
	11.22 (204.58)
	3.49 (2.35)
	11.20 (7.36)

	Restlessness (PT: 10038743)
	16
	12.89 (7.88-21.09)
	12.82 (174.06)
	3.68 (2.21)
	12.79 (7.82)

	Sleep terror (PT: 10041010)
	15
	60.41 (36.26-100.65)
	60.08 (861.41)
	5.89 (2.95)
	59.39 (35.65)

	Initial insomnia (PT: 10022035)
	9
	19.74 (10.25-38.02)
	19.67 (158.94)
	4.29 (1.86)
	19.60 (10.18)

	Hypervigilance (PT: 10048533)
	7
	232.31 (108.83-495.91)
	231.71 (1538.51)
	7.79 (1.91)
	221.74 (103.87)

	Irritability (PT: 10022998)
	7
	4.47 (2.13-9.38)
	4.46 (18.76)
	2.16 (0.61)
	4.45 (2.12)

	Tachyphrenia (PT: 10064805)
	5
	47.68 (19.75-115.12)
	47.59 (225.99)
	5.56 (1.25)
	47.17 (19.54)

	Abnormal sleep-related event (PT: 10061613)
	4
	134.33 (49.74-362.77)
	134.13 (515.10)
	7.03 (0.97)
	130.74 (48.41)

	Sleep talking (PT: 10041009)
	4
	64.43 (24.02-172.85)
	64.33 (246.31)
	5.99 (0.93)
	63.55 (23.69)

	Sleep-related eating disorder (PT: 10067315)
	4
	163.12 (60.24-441.71)
	162.88 (623.74)
	7.30 (0.97)
	157.90 (58.31)

	Thinking abnormal (PT: 10043431)
	4
	7.79 (2.92-20.78)
	7.78 (23.59)
	2.96 (0.43)
	7.77 (2.91)

	Parasomnia (PT: 10061910)
	3
	113.30 (36.07-355.92)
	113.18 (326.36)
	6.79 (0.50)
	110.75 (35.26)

	Hypnagogic hallucination (PT: 10020927)
	3
	200.12 (63.11-634.59)
	199.89 (571.44)
	7.59 (0.50)
	192.44 (60.68)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	238
	4.61 (4.03-5.26)
	4.29 (611.92)
	2.10 (1.88)
	4.28 (3.75)

	Feeling abnormal (PT: 10016322)
	67
	8.26 (6.48-10.53)
	8.08 (415.99)
	3.01 (2.51)
	8.06 (6.33)

	Therapeutic product effect incomplete (PT: 10082200)
	37
	6.21 (4.49-8.59)
	6.14 (159.27)
	2.62 (1.96)
	6.13 (4.43)

	Hangover (PT: 10019133)
	26
	237.57 (160.06-352.63)
	235.27 (5799.37)
	7.81 (4.03)
	224.99 (151.58)

	Therapeutic product effect delayed (PT: 10082202)
	13
	34.78 (20.13-60.08)
	34.61 (421.55)
	5.10 (2.57)
	34.39 (19.90)

	Therapeutic product effect variable (PT: 10082204)
	9
	28.86 (14.97-55.64)
	28.77 (239.92)
	4.84 (2.01)
	28.61 (14.85)

	Screaming (PT: 10039740)
	8
	41.62 (20.74-83.55)
	41.50 (313.69)
	5.36 (1.95)
	41.18 (20.51)

	Feeling jittery (PT: 10016338)
	7
	13.87 (6.60-29.15)
	13.83 (83.14)
	3.79 (1.38)
	13.80 (6.57)

	Energy increased (PT: 10048779)
	5
	25.32 (10.51-61.01)
	25.27 (116.00)
	4.65 (1.14)
	25.15 (10.44)

	Sluggishness (PT: 10041052)
	4
	10.51 (3.94-28.04)
	10.49 (34.28)
	3.39 (0.56)
	10.47 (3.92)

	Concomitant disease aggravated (PT: 10010253)
	4
	17.11 (6.41-45.70)
	17.09 (60.39)
	4.09 (0.72)
	17.03 (6.38)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	75
	10.76 (8.55-13.54)
	10.48 (643.85)
	3.39 (2.88)
	10.46 (8.32)

	Headache (PT: 10019211)
	67
	2.85 (2.23-3.63)
	2.80 (78.26)
	1.49 (1.09)
	2.80 (2.20)

	Brain fog (PT: 10088940)
	29
	20.25 (14.03-29.21)
	20.04 (522.74)
	4.32 (3.08)
	19.96 (13.83)

	Sleep paralysis (PT: 10041002)
	28
	460.88 (312.54-679.62)
	456.05 (11676.04)
	8.71 (4.20)
	418.91 (284.08)

	Restless legs syndrome (PT: 10058920)
	9
	13.91 (7.22-26.79)
	13.87 (107.18)
	3.79 (1.68)
	13.83 (7.18)

	Disturbance in attention (PT: 10013496)
	9
	4.75 (2.47-9.15)
	4.74 (26.56)
	2.24 (0.87)
	4.74 (2.46)

	Hypersomnia (PT: 10020765)
	6
	5.35 (2.40-11.93)
	5.34 (21.18)
	2.42 (0.63)
	5.34 (2.40)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	38
	5.27 (3.82-7.26)
	5.21 (129.34)
	2.38 (1.77)
	5.20 (3.78)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	21
	5.09 (3.31-7.82)
	5.06 (68.43)
	2.34 (1.48)
	5.05 (3.29)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	17
	5.56 (3.45-8.96)
	5.53 (63.07)
	2.47 (1.46)
	5.52 (3.43)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	14
	10.16 (6.01-17.19)
	10.11 (114.79)
	3.34 (1.90)
	10.09 (5.97)

	Renal and urinary disorders (SOC: 10038359)

	Pollakiuria (PT: 10036018)
	7
	4.58 (2.18-9.62)
	4.57 (19.53)
	2.19 (0.64)
	4.57 (2.18)


[bookmark: OLE_LINK4]For daridorexant, the AE reports without concomitant drugs use were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk235354113]Supplementary Table S15. Number and signal strength of daridorexant-associated signals at the PT level based on reports without concomitant alprazolam use.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	247
	166.37 (145.88-189.73)
	156.68 (36461.76)
	7.22 (6.35)
	149.51 (131.10)

	Abnormal dreams (PT: 10000125)
	117
	130.23 (108.00-157.05)
	126.65 (14040.09)
	6.93 (5.64)
	121.93 (101.11)

	Hallucination (PT: 10019063)
	53
	11.34 (8.65-14.88)
	11.21 (491.95)
	3.48 (2.84)
	11.18 (8.52)

	Middle insomnia (PT: 10027590)
	52
	39.94 (30.33-52.58)
	39.46 (1926.20)
	5.29 (4.10)
	38.99 (29.61)

	Depression (PT: 10012378)
	45
	4.11 (3.06-5.51)
	4.07 (104.56)
	2.03 (1.50)
	4.07 (3.03)

	Agitation (PT: 10001497)
	34
	11.07 (7.89-15.52)
	10.98 (307.75)
	3.45 (2.60)
	10.95 (7.81)

	Somnambulism (PT: 10041347)
	32
	117.17 (82.25-166.93)
	116.29 (3531.25)
	6.81 (4.17)
	112.30 (78.83)

	Suicidal ideation (PT: 10042458)
	31
	6.84 (4.80-9.74)
	6.80 (153.08)
	2.76 (2.01)
	6.78 (4.76)

	Restlessness (PT: 10038743)
	27
	13.79 (9.44-20.15)
	13.71 (316.95)
	3.77 (2.68)
	13.66 (9.35)

	Sleep terror (PT: 10041010)
	23
	58.95 (38.99-89.13)
	58.63 (1279.95)
	5.85 (3.50)
	57.61 (38.10)

	Initial insomnia (PT: 10022035)
	16
	22.27 (13.61-36.45)
	22.19 (321.61)
	4.46 (2.60)
	22.05 (13.47)

	Nervousness (PT: 10029216)
	13
	5.82 (3.38-10.04)
	5.81 (51.69)
	2.54 (1.34)
	5.80 (3.36)

	Hypervigilance (PT: 10048533)
	10
	214.01 (112.78-406.09)
	213.50 (1984.52)
	7.65 (2.49)
	200.38 (105.60)

	Tachyphrenia (PT: 10064805)
	8
	48.53 (24.13-97.60)
	48.44 (366.20)
	5.58 (1.98)
	47.74 (23.74)

	Sleep talking (PT: 10041009)
	6
	61.51 (27.41-138.03)
	61.42 (350.02)
	5.91 (1.57)
	60.30 (26.87)

	Thinking abnormal (PT: 10043431)
	6
	7.39 (3.32-16.48)
	7.38 (33.05)
	2.88 (0.85)
	7.37 (3.31)

	Fear (PT: 10016275)
	5
	5.34 (2.22-12.85)
	5.34 (17.59)
	2.41 (0.45)
	5.33 (2.22)

	Sleep-related eating disorder (PT: 10067315)
	5
	129.96 (53.13-317.87)
	129.81 (614.51)
	6.96 (1.32)
	124.85 (51.05)

	Abnormal sleep-related event (PT: 10061613)
	5
	106.88 (43.83-260.61)
	106.75 (507.12)
	6.69 (1.32)
	103.38 (42.40)

	Parasomnia (PT: 10061910)
	4
	96.24 (35.59-260.28)
	96.15 (365.82)
	6.55 (0.95)
	93.42 (34.54)

	Hypnagogic hallucination (PT: 10020927)
	4
	170.96 (62.52-467.48)
	170.80 (641.47)
	7.34 (0.96)
	162.31 (59.36)

	Autoscopy (PT: 10074080)
	3
	50.48 (16.13-157.96)
	50.44 (143.17)
	5.63 (0.46)
	49.69 (15.88)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	392
	4.82 (4.35-5.35)
	4.47 (1076.12)
	2.16 (1.99)
	4.46 (4.02)

	Feeling abnormal (PT: 10016322)
	102
	7.95 (6.53-9.68)
	7.78 (603.35)
	2.96 (2.58)
	7.77 (6.38)

	Therapeutic product effect incomplete (PT: 10082200)
	65
	6.92 (5.41-8.84)
	6.83 (323.24)
	2.77 (2.29)
	6.81 (5.33)

	Hangover (PT: 10019133)
	42
	249.85 (182.30-342.43)
	247.37 (9576.06)
	7.84 (4.73)
	229.92 (167.76)

	Therapeutic product effect decreased (PT: 10082201)
	23
	4.22 (2.80-6.36)
	4.20 (56.11)
	2.07 (1.30)
	4.20 (2.79)

	Therapeutic product effect delayed (PT: 10082202)
	21
	35.69 (23.19-54.92)
	35.51 (696.84)
	5.14 (3.16)
	35.14 (22.83)

	Therapeutic product effect variable (PT: 10082204)
	17
	34.68 (21.48-55.98)
	34.55 (547.99)
	5.10 (2.90)
	34.19 (21.18)

	Concomitant disease aggravated (PT: 10010253)
	13
	35.50 (20.53-61.37)
	35.39 (429.82)
	5.13 (2.57)
	35.02 (20.26)

	Screaming (PT: 10039740)
	10
	32.96 (17.66-61.49)
	32.88 (306.02)
	5.03 (2.20)
	32.56 (17.45)

	Feeling jittery (PT: 10016338)
	10
	12.54 (6.74-23.36)
	12.52 (105.56)
	3.64 (1.74)
	12.47 (6.70)

	Sluggishness (PT: 10041052)
	9
	15.00 (7.79-28.89)
	14.97 (116.81)
	3.90 (1.72)
	14.91 (7.74)

	Crying (PT: 10011469)
	7
	4.64 (2.21-9.75)
	4.64 (19.96)
	2.21 (0.65)
	4.63 (2.21)

	Energy increased (PT: 10048779)
	7
	22.46 (10.67-47.26)
	22.42 (142.31)
	4.48 (1.58)
	22.28 (10.59)

	Feeling drunk (PT: 10016330)
	3
	9.76 (3.14-30.33)
	9.76 (23.50)
	3.28 (0.17)
	9.73 (3.13)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	129
	11.75 (9.86-14.01)
	11.42 (1225.78)
	3.51 (3.14)
	11.39 (9.55)

	Headache (PT: 10019211)
	116
	3.13 (2.60-3.76)
	3.07 (163.10)
	1.62 (1.32)
	3.07 (2.55)

	Sleep paralysis (PT: 10041002)
	41
	444.89 (320.60-617.36)
	440.57 (15832.65)
	8.60 (4.77)
	388.03 (279.63)

	Brain fog (PT: 10088940)
	40
	17.66 (12.93-24.14)
	17.51 (619.53)
	4.12 (3.18)
	17.42 (12.75)

	Tremor (PT: 10044565)
	26
	3.08 (2.10-4.53)
	3.07 (36.31)
	1.62 (0.95)
	3.07 (2.09)

	Disturbance in attention (PT: 10013496)
	17
	5.69 (3.53-9.16)
	5.67 (65.31)
	2.50 (1.49)
	5.66 (3.51)

	Lethargy (PT: 10024264)
	16
	5.59 (3.42-9.13)
	5.57 (59.90)
	2.48 (1.43)
	5.56 (3.40)

	Restless legs syndrome (PT: 10058920)
	14
	13.71 (8.10-23.19)
	13.66 (163.67)
	3.77 (2.14)
	13.61 (8.05)

	Hypersomnia (PT: 10020765)
	13
	7.35 (4.26-12.68)
	7.33 (70.97)
	2.87 (1.56)
	7.32 (4.24)

	Sedation (PT: 10039897)
	7
	4.53 (2.16-9.52)
	4.53 (19.23)
	2.18 (0.63)
	4.52 (2.15)

	Myoclonus (PT: 10028622)
	4
	6.86 (2.57-18.29)
	6.85 (19.94)
	2.77 (0.36)
	6.84 (2.56)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	41
	3.58 (2.63-4.87)
	3.55 (75.34)
	1.83 (1.29)
	3.55 (2.61)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	31
	4.75 (3.34-6.77)
	4.73 (91.07)
	2.24 (1.57)
	4.72 (3.31)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	30
	6.21 (4.34-8.90)
	6.18 (130.05)
	2.62 (1.88)
	6.17 (4.30)

	Renal and urinary disorders (SOC: 10038359)

	Pollakiuria (PT: 10036018)
	10
	4.14 (2.23-7.70)
	4.13 (23.73)
	2.05 (0.81)
	4.13 (2.22)

	Nocturia (PT: 10029446)
	10
	11.22 (6.03-20.90)
	11.20 (92.57)
	3.48 (1.66)
	11.16 (6.00)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	17
	7.80 (4.84-12.56)
	7.77 (100.09)
	2.95 (1.81)
	7.75 (4.81)


For daridorexant, the AE reports without concomitant alprazolam use were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk235354122][bookmark: _Hlk235707746]Supplementary Table S16. Number and signal strength of daridorexant-associated signals at the PT level based on reports without concomitant zolpidem use.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	248
	166.03 (145.62-189.30)
	156.38 (36531.33)
	7.22 (6.35)
	149.19 (130.85)

	Abnormal dreams (PT: 10000125)
	115
	127.05 (105.20-153.44)
	123.64 (13475.80)
	6.90 (5.61)
	119.11 (98.62)

	Middle insomnia (PT: 10027590)
	52
	39.69 (30.14-52.26)
	39.21 (1913.77)
	5.28 (4.10)
	38.75 (29.43)

	Hallucination (PT: 10019063)
	52
	11.06 (8.41-14.54)
	10.93 (468.30)
	3.45 (2.80)
	10.90 (8.29)

	Depression (PT: 10012378)
	45
	4.08 (3.04-5.48)
	4.05 (103.50)
	2.02 (1.50)
	4.05 (3.02)

	Agitation (PT: 10001497)
	35
	11.32 (8.11-15.80)
	11.24 (325.59)
	3.49 (2.64)
	11.20 (8.03)

	Somnambulism (PT: 10041347)
	32
	116.45 (81.74-165.90)
	115.58 (3509.23)
	6.80 (4.17)
	111.61 (78.34)

	Suicidal ideation (PT: 10042458)
	31
	6.80 (4.77-9.68)
	6.75 (151.82)
	2.75 (2.00)
	6.74 (4.73)

	Restlessness (PT: 10038743)
	27
	13.71 (9.38-20.03)
	13.63 (314.70)
	3.76 (2.68)
	13.57 (9.29)

	Sleep terror (PT: 10041010)
	22
	55.98 (36.69-85.42)
	55.70 (1161.76)
	5.78 (3.43)
	54.77 (35.89)

	Initial insomnia (PT: 10022035)
	15
	20.74 (12.47-34.48)
	20.67 (278.98)
	4.36 (2.48)
	20.54 (12.35)

	Nervousness (PT: 10029216)
	14
	6.24 (3.69-10.54)
	6.22 (61.23)
	2.63 (1.46)
	6.21 (3.67)

	Hypervigilance (PT: 10048533)
	11
	235.56 (127.63-434.78)
	234.96 (2388.60)
	7.78 (2.65)
	219.07 (118.69)

	Tachyphrenia (PT: 10064805)
	8
	48.23 (23.98-97.00)
	48.14 (363.86)
	5.57 (1.97)
	47.45 (23.59)

	Thinking abnormal (PT: 10043431)
	7
	8.58 (4.08-18.02)
	8.56 (46.66)
	3.10 (1.11)
	8.54 (4.07)

	Sleep talking (PT: 10041009)
	6
	61.13 (27.24-137.18)
	61.05 (347.81)
	5.91 (1.57)
	59.93 (26.71)

	Abnormal sleep-related event (PT: 10061613)
	5
	106.22 (43.56-259.01)
	106.10 (503.95)
	6.68 (1.32)
	102.75 (42.14)

	Sleep-related eating disorder (PT: 10067315)
	5
	129.16 (52.81-315.92)
	129.01 (610.68)
	6.96 (1.32)
	124.09 (50.73)

	Fear (PT: 10016275)
	5
	5.31 (2.21-12.77)
	5.30 (17.43)
	2.40 (0.45)
	5.30 (2.20)

	Hypnagogic hallucination (PT: 10020927)
	4
	169.91 (62.14-464.61)
	169.75 (637.49)
	7.33 (0.96)
	161.32 (59.00)

	Dissociation (PT: 10013457)
	4
	8.47 (3.17-22.60)
	8.46 (26.25)
	3.08 (0.47)
	8.44 (3.16)

	Parasomnia (PT: 10061910)
	4
	95.65 (35.37-258.68)
	95.56 (363.53)
	6.54 (0.95)
	92.84 (34.33)

	Autoscopy (PT: 10074080)
	3
	50.17 (16.03-156.99)
	50.13 (142.25)
	5.63 (0.46)
	49.38 (15.78)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	397
	4.86 (4.38-5.39)
	4.50 (1101.11)
	2.17 (2.00)
	4.49 (4.05)

	Feeling abnormal (PT: 10016322)
	104
	8.06 (6.63-9.79)
	7.89 (625.84)
	2.98 (2.60)
	7.87 (6.48)

	Therapeutic product effect incomplete (PT: 10082200)
	65
	6.87 (5.38-8.78)
	6.78 (320.58)
	2.76 (2.28)
	6.77 (5.30)

	Hangover (PT: 10019133)
	42
	248.30 (181.17-340.30)
	245.85 (9516.88)
	7.84 (4.72)
	228.51 (166.73)

	Therapeutic product effect decreased (PT: 10082201)
	23
	4.19 (2.78-6.32)
	4.18 (55.55)
	2.06 (1.29)
	4.17 (2.77)

	Therapeutic product effect delayed (PT: 10082202)
	20
	33.75 (21.70-52.49)
	33.60 (626.10)
	5.06 (3.08)
	33.26 (21.39)

	Therapeutic product effect variable (PT: 10082204)
	17
	34.47 (21.35-55.64)
	34.33 (544.43)
	5.09 (2.90)
	33.98 (21.05)

	Concomitant disease aggravated (PT: 10010253)
	13
	35.28 (20.41-60.99)
	35.18 (427.03)
	5.12 (2.57)
	34.81 (20.13)

	Feeling jittery (PT: 10016338)
	11
	13.72 (7.58-24.83)
	13.69 (128.85)
	3.77 (1.90)
	13.63 (7.54)

	Screaming (PT: 10039740)
	10
	32.75 (17.55-61.11)
	32.68 (304.03)
	5.02 (2.19)
	32.36 (17.34)

	Sluggishness (PT: 10041052)
	9
	14.91 (7.74-28.72)
	14.88 (115.99)
	3.89 (1.72)
	14.81 (7.69)

	Energy increased (PT: 10048779)
	7
	22.32 (10.61-46.97)
	22.29 (141.36)
	4.47 (1.58)
	22.14 (10.52)

	Crying (PT: 10011469)
	7
	4.62 (2.20-9.69)
	4.61 (19.77)
	2.20 (0.64)
	4.61 (2.19)

	Feeling drunk (PT: 10016330)
	3
	9.70 (3.12-30.14)
	9.70 (23.33)
	3.27 (0.16)
	9.67 (3.11)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	129
	11.68 (9.80-13.92)
	11.35 (1216.82)
	3.50 (3.13)
	11.32 (9.49)

	Headache (PT: 10019211)
	115
	3.08 (2.56-3.71)
	3.02 (157.03)
	1.60 (1.30)
	3.02 (2.51)

	Sleep paralysis (PT: 10041002)
	41
	442.14 (318.62-613.54)
	437.87 (15735.13)
	8.59 (4.77)
	385.65 (277.92)

	Brain fog (PT: 10088940)
	40
	17.55 (12.85-23.99)
	17.40 (615.27)
	4.11 (3.18)
	17.31 (12.67)

	Tremor (PT: 10044565)
	27
	3.18 (2.18-4.65)
	3.17 (40.10)
	1.66 (1.01)
	3.17 (2.17)

	Disturbance in attention (PT: 10013496)
	17
	5.65 (3.51-9.11)
	5.63 (64.74)
	2.49 (1.48)
	5.63 (3.49)

	Lethargy (PT: 10024264)
	16
	5.55 (3.40-9.07)
	5.53 (59.37)
	2.47 (1.42)
	5.53 (3.38)

	Hypersomnia (PT: 10020765)
	13
	7.31 (4.24-12.60)
	7.29 (70.40)
	2.86 (1.55)
	7.27 (4.22)

	Restless legs syndrome (PT: 10058920)
	13
	12.64 (7.33-21.81)
	12.61 (138.41)
	3.65 (2.01)
	12.56 (7.28)

	Sedation (PT: 10039897)
	8
	5.15 (2.57-10.32)
	5.15 (26.68)
	2.36 (0.85)
	5.14 (2.57)

	Myoclonus (PT: 10028622)
	4
	6.81 (2.55-18.18)
	6.81 (19.78)
	2.76 (0.36)
	6.80 (2.55)

	Formication (PT: 10017062)
	3
	11.34 (3.65-35.24)
	11.33 (28.16)
	3.50 (0.21)
	11.29 (3.63)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	42
	3.64 (2.69-4.94)
	3.62 (79.67)
	1.85 (1.33)
	3.61 (2.67)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	31
	4.72 (3.32-6.73)
	4.70 (90.21)
	2.23 (1.56)
	4.69 (3.29)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	30
	6.17 (4.31-8.85)
	6.14 (128.94)
	2.62 (1.87)
	6.13 (4.28)

	Renal and urinary disorders (SOC: 10038359)

	Pollakiuria (PT: 10036018)
	10
	4.11 (2.21-7.66)
	4.11 (23.49)
	2.04 (0.81)
	4.10 (2.21)

	Nocturia (PT: 10029446)
	10
	11.15 (5.99-20.77)
	11.13 (91.90)
	3.47 (1.66)
	11.09 (5.96)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	17
	7.75 (4.81-12.49)
	7.72 (99.30)
	2.95 (1.81)
	7.71 (4.78)


For daridorexant, the AE reports without concomitant zolpidem use were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

Supplementary Table S17. Number and signal strength of daridorexant-associated signals at the PT level based on reports without psychiatric indication.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	248
	163.77 (143.65-186.71)
	154.38 (36057.58)
	7.20 (6.34)
	147.28 (129.19)

	Abnormal dreams (PT: 10000125)
	120
	131.21 (109.05-157.87)
	127.57 (14492.50)
	6.94 (5.66)
	122.70 (101.98)

	Hallucination (PT: 10019063)
	52
	10.91 (8.30-14.35)
	10.79 (461.10)
	3.43 (2.78)
	10.76 (8.18)

	Middle insomnia (PT: 10027590)
	52
	39.17 (29.75-51.58)
	38.71 (1887.99)
	5.26 (4.09)
	38.26 (29.06)

	Depression (PT: 10012378)
	44
	3.94 (2.93-5.30)
	3.91 (95.39)
	1.97 (1.44)
	3.91 (2.90)

	Agitation (PT: 10001497)
	35
	11.18 (8.01-15.60)
	11.10 (320.61)
	3.47 (2.63)
	11.06 (7.93)

	Somnambulism (PT: 10041347)
	32
	114.95 (80.68-163.75)
	114.10 (3463.51)
	6.78 (4.16)
	110.18 (77.34)

	[bookmark: _Hlk206235764]Suicidal ideation (PT: 10042458)
	31
	6.71 (4.71-9.56)
	6.67 (149.20)
	2.73 (1.99)
	6.66 (4.67)

	Restlessness (PT: 10038743)
	28
	14.04 (9.67-20.37)
	13.95 (335.35)
	3.80 (2.73)
	13.90 (9.57)

	Sleep terror (PT: 10041010)
	23
	57.83 (38.25-87.44)
	57.53 (1254.98)
	5.82 (3.50)
	56.52 (37.38)

	Initial insomnia (PT: 10022035)
	16
	21.85 (13.35-35.76)
	21.77 (314.97)
	4.43 (2.58)
	21.63 (13.22)

	Nervousness (PT: 10029216)
	14
	6.16 (3.64-10.41)
	6.14 (60.14)
	2.62 (1.44)
	6.13 (3.63)

	Hypervigilance (PT: 10048533)
	11
	232.54 (125.99-429.19)
	231.95 (2357.75)
	7.76 (2.65)
	216.27 (117.18)

	Tachyphrenia (PT: 10064805)
	8
	47.61 (23.67-95.75)
	47.52 (359.01)
	5.55 (1.97)
	46.84 (23.29)

	Thinking abnormal (PT: 10043431)
	7
	8.47 (4.03-17.79)
	8.46 (45.90)
	3.08 (1.11)
	8.44 (4.02)

	Fear (PT: 10016275)
	6
	6.29 (2.82-14.02)
	6.28 (26.61)
	2.65 (0.75)
	6.27 (2.81)

	Sleep talking (PT: 10041009)
	6
	60.35 (26.89-135.42)
	60.27 (343.20)
	5.89 (1.56)
	59.16 (26.37)

	Abnormal sleep-related event (PT: 10061613)
	5
	104.86 (43.00-255.69)
	104.74 (497.38)
	6.66 (1.31)
	101.43 (41.60)

	Sleep-related eating disorder (PT: 10067315)
	5
	127.51 (52.13-311.87)
	127.36 (602.74)
	6.94 (1.32)
	122.50 (50.08)

	Parasomnia (PT: 10061910)
	4
	94.43 (34.92-255.37)
	94.34 (358.78)
	6.52 (0.95)
	91.66 (33.89)

	Dissociation (PT: 10013457)
	4
	8.36 (3.13-22.31)
	8.35 (25.82)
	3.06 (0.46)
	8.33 (3.12)

	Hypnagogic hallucination (PT: 10020927)
	4
	167.74 (61.34-458.65)
	167.58 (629.23)
	7.32 (0.96)
	159.25 (58.24)

	Autoscopy (PT: 10074080)
	3
	49.53 (15.83-154.98)
	49.49 (140.36)
	5.61 (0.46)
	48.75 (15.58)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	401
	4.84 (4.37-5.37)
	4.48 (1107.22)
	2.16 (2.00)
	4.48 (4.04)

	Feeling abnormal (PT: 10016322)
	106
	8.11 (6.69-9.84)
	7.94 (642.97)
	2.99 (2.61)
	7.92 (6.53)

	Therapeutic product effect incomplete (PT: 10082200)
	67
	7.00 (5.50-8.91)
	6.90 (338.27)
	2.78 (2.31)
	6.89 (5.41)

	Hangover (PT: 10019133)
	42
	245.09 (178.83-335.90)
	242.70 (9394.03)
	7.82 (4.72)
	225.58 (164.60)

	Therapeutic product effect decreased (PT: 10082201)
	24
	4.32 (2.89-6.45)
	4.30 (60.82)
	2.10 (1.35)
	4.30 (2.88)

	Therapeutic product effect delayed (PT: 10082202)
	22
	36.70 (24.08-55.94)
	36.52 (751.56)
	5.17 (3.23)
	36.12 (23.70)

	Therapeutic product effect variable (PT: 10082204)
	18
	36.06 (22.64-57.43)
	35.91 (604.14)
	5.15 (2.99)
	35.52 (22.30)

	Concomitant disease aggravated (PT: 10010253)
	14
	37.55 (22.15-63.65)
	37.43 (490.64)
	5.21 (2.69)
	37.00 (21.83)

	Feeling jittery (PT: 10016338)
	12
	14.79 (8.38-26.09)
	14.75 (153.09)
	3.88 (2.03)
	14.68 (8.32)

	Screaming (PT: 10039740)
	10
	32.33 (17.33-60.32)
	32.26 (299.89)
	5.00 (2.19)
	31.95 (17.12)

	Sluggishness (PT: 10041052)
	9
	14.72 (7.64-28.35)
	14.69 (114.29)
	3.87 (1.71)
	14.63 (7.59)

	Crying (PT: 10011469)
	7
	4.56 (2.17-9.57)
	4.55 (19.38)
	2.18 (0.63)
	4.55 (2.16)

	Energy increased (PT: 10048779)
	7
	22.04 (10.47-46.37)
	22.00 (139.38)
	4.45 (1.57)
	21.86 (10.39)

	Feeling drunk (PT: 10016330)
	3
	9.58 (3.08-29.76)
	9.57 (22.96)
	3.25 (0.16)
	9.55 (3.07)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	132
	11.80 (9.92-14.04)
	11.47 (1260.23)
	3.51 (3.15)
	11.43 (9.61)

	Headache (PT: 10019211)
	119
	3.15 (2.62-3.78)
	3.09 (169.47)
	1.63 (1.33)
	3.09 (2.57)

	Sleep paralysis (PT: 10041002)
	43
	460.98 (334.40-635.47)
	456.38 (17089.28)
	8.64 (4.85)
	399.29 (289.65)

	Brain fog (PT: 10088940)
	40
	17.33 (12.68-23.68)
	17.18 (606.43)
	4.10 (3.16)
	17.09 (12.51)

	Tremor (PT: 10044565)
	27
	3.14 (2.15-4.59)
	3.13 (39.11)
	1.64 (0.99)
	3.13 (2.14)

	Disturbance in attention (PT: 10013496)
	17
	5.58 (3.46-8.99)
	5.56 (63.55)
	2.47 (1.47)
	5.55 (3.45)

	Lethargy (PT: 10024264)
	16
	5.48 (3.35-8.96)
	5.46 (58.28)
	2.45 (1.41)
	5.46 (3.34)

	Restless legs syndrome (PT: 10058920)
	14
	13.45 (7.95-22.75)
	13.41 (160.10)
	3.74 (2.12)
	13.35 (7.89)

	Hypersomnia (PT: 10020765)
	13
	7.21 (4.18-12.44)
	7.19 (69.21)
	2.84 (1.54)
	7.18 (4.16)

	Sedation (PT: 10039897)
	8
	5.09 (2.54-10.18)
	5.08 (26.18)
	2.34 (0.84)
	5.07 (2.53)

	Myoclonus (PT: 10028622)
	4
	6.73 (2.52-17.95)
	6.72 (19.44)
	2.75 (0.35)
	6.71 (2.51)

	Formication (PT: 10017062)
	3
	11.19 (3.60-34.79)
	11.19 (27.73)
	3.48 (0.21)
	11.15 (3.59)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	43
	3.68 (2.73-4.97)
	3.66 (83.11)
	1.87 (1.35)
	3.65 (2.70)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	31
	4.66 (3.27-6.64)
	4.64 (88.43)
	2.21 (1.54)
	4.63 (3.25)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	30
	6.10 (4.25-8.73)
	6.06 (126.65)
	2.60 (1.86)
	6.05 (4.22)

	Renal and urinary disorders (SOC: 10038359)

	Nocturia (PT: 10029446)
	10
	11.01 (5.91-20.50)
	10.99 (90.49)
	3.45 (1.65)
	10.95 (5.88)

	Pollakiuria (PT: 10036018)
	10
	4.06 (2.18-7.56)
	4.06 (23.00)
	2.02 (0.79)
	4.05 (2.18)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	17
	7.65 (4.75-12.32)
	7.62 (97.65)
	2.93 (1.79)
	7.61 (4.72)


[bookmark: OLE_LINK76]For daridorexant, the AE reports with psychiatric indication (“persistent depressive disorder” and “schizoaffective disorder” based on the indication characteristics) were excluded. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk206665569]Supplementary Table S18. Number and signal strength of daridorexant-associated signals at the PT level based on reports without depression-related co-reported adverse events.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	389
	4.86 (4.37-5.39)
	4.49 (1077.90)
	2.17 (2.00)
	4.49 (4.04)

	Feeling abnormal (PT: 10016322)
	101
	7.98 (6.55-9.73)
	7.81 (600.35)
	2.96 (2.58)
	7.80 (6.40)

	Therapeutic product effect incomplete (PT: 10082200)
	67
	7.23 (5.68-9.21)
	7.13 (353.31)
	2.83 (2.35)
	7.12 (5.59)

	Hangover (PT: 10019133)
	42
	253.31 (184.82-347.18)
	250.76 (9708.41)
	7.86 (4.73)
	233.07 (170.05)

	Therapeutic product effect decreased (PT: 10082201)
	24
	4.46 (2.99-6.67)
	4.44 (64.07)
	2.15 (1.38)
	4.44 (2.97)

	Therapeutic product effect delayed (PT: 10082202)
	21
	36.18 (23.51-55.68)
	36.00 (706.95)
	5.15 (3.17)
	35.62 (23.15)

	Therapeutic product effect variable (PT: 10082204)
	18
	37.26 (23.39-59.35)
	37.10 (625.34)
	5.20 (3.00)
	36.70 (23.04)

	Concomitant disease aggravated (PT: 10010253)
	13
	35.99 (20.82-62.21)
	35.88 (436.05)
	5.15 (2.58)
	35.50 (20.54)

	Feeling jittery (PT: 10016338)
	12
	15.28 (8.66-26.96)
	15.24 (158.91)
	3.92 (2.06)
	15.17 (8.60)

	Screaming (PT: 10039740)
	10
	33.41 (17.91-62.33)
	33.33 (310.48)
	5.04 (2.20)
	33.01 (17.69)

	Sluggishness (PT: 10041052)
	9
	15.21 (7.89-29.29)
	15.18 (118.64)
	3.92 (1.73)
	15.11 (7.84)

	Energy increased (PT: 10048779)
	7
	22.77 (10.82-47.91)
	22.73 (144.45)
	4.50 (1.58)
	22.58 (10.73)

	Feeling drunk (PT: 10016330)
	3
	9.90 (3.18-30.75)
	9.89 (23.90)
	3.30 (0.17)
	9.86 (3.17)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	247
	168.79 (148.00-192.51)
	158.83 (36968.05)
	7.24 (6.37)
	151.56 (132.89)

	Abnormal dreams (PT: 10000125)
	120
	135.69 (112.77-163.28)
	131.81 (14981.13)
	6.99 (5.69)
	126.77 (105.35)

	Hallucination (PT: 10019063)
	53
	11.50 (8.77-15.09)
	11.37 (500.01)
	3.50 (2.85)
	11.33 (8.64)

	Middle insomnia (PT: 10027590)
	52
	40.49 (30.75-53.31)
	40.00 (1953.98)
	5.30 (4.11)
	39.53 (30.02)

	Agitation (PT: 10001497)
	35
	11.55 (8.28-16.12)
	11.46 (333.36)
	3.51 (2.66)
	11.43 (8.19)

	Somnambulism (PT: 10041347)
	32
	118.79 (83.38-169.24)
	117.88 (3580.50)
	6.83 (4.17)
	113.84 (79.91)

	Restlessness (PT: 10038743)
	28
	14.51 (10.00-21.05)
	14.41 (348.20)
	3.84 (2.76)
	14.36 (9.89)

	Sleep terror (PT: 10041010)
	23
	59.76 (39.52-90.36)
	59.44 (1298.11)
	5.87 (3.51)
	58.40 (38.62)

	[bookmark: _Hlk206173674]Suicidal ideation (PT: 10042458)
	22
	4.91 (3.23-7.46)
	4.89 (67.97)
	2.29 (1.46)
	4.88 (3.21)

	Initial insomnia (PT: 10022035)
	16
	22.58 (13.79-36.95)
	22.49 (326.43)
	4.48 (2.60)
	22.35 (13.66)

	Nervousness (PT: 10029216)
	14
	6.36 (3.76-10.76)
	6.34 (62.92)
	2.66 (1.48)
	6.33 (3.75)

	Hypervigilance (PT: 10048533)
	10
	216.95 (114.33-411.68)
	216.43 (2011.98)
	7.67 (2.49)
	203.13 (107.05)

	Tachyphrenia (PT: 10064805)
	8
	49.19 (24.46-98.94)
	49.10 (371.43)
	5.60 (1.98)
	48.39 (24.06)

	Thinking abnormal (PT: 10043431)
	7
	8.75 (4.16-18.38)
	8.74 (47.84)
	3.12 (1.13)
	8.72 (4.15)

	Fear (PT: 10016275)
	6
	6.50 (2.92-14.49)
	6.49 (27.83)
	2.70 (0.77)
	6.48 (2.91)

	Sleep talking (PT: 10041009)
	6
	62.35 (27.79-139.92)
	62.27 (354.98)
	5.93 (1.57)
	61.13 (27.24)

	Sleep-related eating disorder (PT: 10067315)
	5
	131.75 (53.86-322.24)
	131.59 (623.06)
	6.98 (1.32)
	126.57 (51.75)

	Abnormal sleep-related event (PT: 10061613)
	5
	108.34 (44.43-264.19)
	108.21 (514.21)
	6.71 (1.32)
	104.80 (42.98)

	Parasomnia (PT: 10061910)
	4
	97.57 (36.08-263.86)
	97.47 (370.94)
	6.57 (0.95)
	94.70 (35.02)

	Hypnagogic hallucination (PT: 10020927)
	4
	173.31 (63.38-473.90)
	173.14 (650.37)
	7.36 (0.96)
	164.53 (60.17)

	Dissociation (PT: 10013457)
	4
	8.64 (3.24-23.05)
	8.63 (26.91)
	3.11 (0.48)
	8.61 (3.23)

	Autoscopy (PT: 10074080)
	3
	51.17 (16.35-160.12)
	51.14 (145.21)
	5.65 (0.46)
	50.37 (16.10)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	127
	11.73 (9.82-14.00)
	11.40 (1203.87)
	3.51 (3.13)
	11.36 (9.52)

	Headache (PT: 10019211)
	115
	3.14 (2.61-3.78)
	3.08 (163.27)
	1.62 (1.33)
	3.08 (2.56)

	Sleep paralysis (PT: 10041002)
	42
	463.70 (335.27-641.32)
	459.03 (16845.24)
	8.65 (4.81)
	402.94 (291.34)

	Brain fog (PT: 10088940)
	39
	17.45 (12.72-23.94)
	17.30 (596.15)
	4.11 (3.15)
	17.21 (12.55)

	Tremor (PT: 10044565)
	27
	3.25 (2.22-4.74)
	3.23 (41.64)
	1.69 (1.03)
	3.23 (2.21)

	Lethargy (PT: 10024264)
	16
	5.66 (3.46-9.26)
	5.64 (61.08)
	2.49 (1.44)
	5.64 (3.45)

	Disturbance in attention (PT: 10013496)
	16
	5.43 (3.32-8.87)
	5.41 (57.44)
	2.43 (1.40)
	5.40 (3.30)

	Restless legs syndrome (PT: 10058920)
	14
	13.89 (8.21-23.51)
	13.85 (166.27)
	3.79 (2.15)
	13.80 (8.16)

	Hypersomnia (PT: 10020765)
	13
	7.45 (4.32-12.86)
	7.43 (72.25)
	2.89 (1.57)
	7.42 (4.30)

	Sedation (PT: 10039897)
	8
	5.26 (2.63-10.52)
	5.25 (27.47)
	2.39 (0.87)
	5.24 (2.62)

	Myoclonus (PT: 10028622)
	4
	6.95 (2.60-18.55)
	6.94 (20.31)
	2.79 (0.37)
	6.93 (2.60)

	Formication (PT: 10017062)
	3
	11.56 (3.72-35.94)
	11.56 (28.83)
	3.53 (0.22)
	11.52 (3.71)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	43
	3.81 (2.82-5.14)
	3.78 (87.96)
	1.92 (1.39)
	3.77 (2.79)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	31
	4.82 (3.38-6.86)
	4.79 (92.99)
	2.26 (1.58)
	4.79 (3.36)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	30
	6.30 (4.40-9.02)
	6.26 (132.52)
	2.64 (1.90)
	6.25 (4.36)

	Renal and urinary disorders (SOC: 10038359)

	Pollakiuria (PT: 10036018)
	10
	4.20 (2.26-7.81)
	4.19 (24.27)
	2.07 (0.83)
	4.19 (2.25)

	Nocturia (PT: 10029446)
	10
	11.38 (6.11-21.18)
	11.35 (94.09)
	3.50 (1.67)
	11.32 (6.08)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	16
	7.44 (4.55-12.16)
	7.41 (88.60)
	2.89 (1.72)
	7.40 (4.53)


For daridorexant, the AE reports with depression-related co-reported adverse events (“depression”, “major depression”, “depressed mood”, “depressive symptom” and “depression suicidal” based on the PT characteristics) were excluded. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk235288650]Supplementary Table S19. Number and signal strength of daridorexant-associated signals at the PT level based on reports with suicidal ideation event.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Suicidal ideation (PT: 10042458)
	31
	636.22 (402.53-1005.57)
	377.11 (11616.92)
	8.56 (4.28)
	376.33 (238.10)

	[bookmark: _Hlk206237608]Depression (PT: 10012378)
	7
	38.60 (17.74-84.00)
	35.14 (232.72)
	5.13 (1.66)
	35.13 (16.14)


For daridorexant, only the 31 reports with suicidal ideation event were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204659]Supplementary Table S20. Number and signal strength of daridorexant-associated signals at the PT level based on reports taking 25 mg dose of daridorexant.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	127
	6.75 (5.60-8.13)
	6.03 (543.48)
	2.59 (2.26)
	6.02 (5.00)

	Feeling abnormal (PT: 10016322)
	23
	7.45 (4.92-11.26)
	7.30 (125.35)
	2.87 (1.93)
	7.30 (4.82)

	Therapeutic product effect incomplete (PT: 10082200)
	20
	8.89 (5.71-13.85)
	8.74 (137.29)
	3.13 (2.04)
	8.73 (5.61)

	Hangover (PT: 10019133)
	9
	210.26 (108.54-407.32)
	208.40 (1829.51)
	7.68 (2.34)
	205.25 (105.95)

	Therapeutic product effect delayed (PT: 10082202)
	7
	49.30 (23.41-103.83)
	48.97 (327.79)
	5.61 (1.78)
	48.80 (23.17)

	Therapeutic product effect decreased (PT: 10082201)
	7
	5.35 (2.55-11.26)
	5.32 (24.60)
	2.41 (0.76)
	5.32 (2.53)

	Therapeutic product effect variable (PT: 10082204)
	5
	42.23 (17.51-101.81)
	42.02 (199.63)
	5.39 (1.24)
	41.90 (17.38)

	Feeling jittery (PT: 10016338)
	5
	26.15 (10.85-63.02)
	26.03 (120.11)
	4.70 (1.15)
	25.98 (10.78)

	Feeling drunk (PT: 10016330)
	3
	40.77 (13.10-126.83)
	40.65 (115.68)
	5.34 (0.45)
	40.53 (13.03)

	Energy increased (PT: 10048779)
	3
	40.01 (12.86-124.46)
	39.89 (113.42)
	5.31 (0.45)
	39.78 (12.79)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	48
	128.16 (95.79-171.46)
	122.12 (5717.00)
	6.92 (4.71)
	121.04 (90.47)

	Abnormal dreams (PT: 10000125)
	30
	135.49 (94.06-195.17)
	131.50 (3848.73)
	7.03 (4.13)
	130.24 (90.42)

	Hallucination (PT: 10019063)
	17
	15.19 (9.40-24.54)
	14.95 (221.36)
	3.90 (2.39)
	14.94 (9.25)

	Middle insomnia (PT: 10027590)
	17
	54.21 (33.53-87.63)
	53.31 (869.49)
	5.73 (3.08)
	53.11 (32.85)

	Depression (PT: 10012378)
	11
	4.18 (2.31-7.58)
	4.15 (26.33)
	2.05 (0.88)
	4.15 (2.29)

	Restlessness (PT: 10038743)
	11
	23.46 (12.94-42.52)
	23.22 (233.57)
	4.53 (2.19)
	23.18 (12.79)

	Agitation (PT: 10001497)
	8
	10.82 (5.39-21.70)
	10.74 (70.68)
	3.42 (1.40)
	10.73 (5.35)

	Somnambulism (PT: 10041347)
	5
	73.85 (30.60-178.25)
	73.49 (355.63)
	6.19 (1.30)
	73.10 (30.29)

	Nervousness (PT: 10029216)
	5
	9.34 (3.88-22.50)
	9.30 (37.03)
	3.22 (0.78)
	9.29 (3.86)

	Hypervigilance (PT: 10048533)
	4
	343.70 (127.17-928.92)
	342.35 (1327.80)
	8.38 (0.99)
	333.92 (123.55)

	Sleep terror (PT: 10041010)
	4
	42.03 (15.72-112.37)
	41.87 (159.08)
	5.38 (0.89)
	41.74 (15.61)

	Initial insomnia (PT: 10022035)
	3
	17.29 (5.56-53.74)
	17.24 (45.85)
	4.11 (0.32)
	17.22 (5.54)

	Tachyphrenia (PT: 10064805)
	3
	75.21 (24.14-234.31)
	74.99 (217.80)
	6.22 (0.49)
	74.58 (23.94)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	27
	10.18 (6.94-14.92)
	9.93 (217.38)
	3.31 (2.36)
	9.93 (6.77)

	Sleep paralysis (PT: 10041002)
	6
	242.19 (107.78-544.22)
	240.76 (1407.57)
	7.89 (1.67)
	236.57 (105.28)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	14
	12.15 (7.17-20.60)
	12.00 (141.18)
	3.58 (2.04)
	11.99 (7.07)

	Renal and urinary disorders (SOC: 10038359)

	Nocturia (PT: 10029446)
	4
	18.70 (7.00-49.95)
	18.63 (66.64)
	4.22 (0.75)
	18.60 (6.96)


For daridorexant, only the AE reports with 25 mg dose were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204667]Supplementary Table S21. Number and signal strength of daridorexant-associated signals at the PT level based on reports taking 50 mg dose of daridorexant.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	175
	170.19 (145.71-198.78)
	159.93 (26747.28)
	7.27 (6.14)
	154.74 (132.49)

	Abnormal dreams (PT: 10000125)
	74
	118.38 (93.73-149.53)
	115.37 (8192.80)
	6.82 (5.16)
	112.66 (89.19)

	Middle insomnia (PT: 10027590)
	33
	36.83 (26.10-51.97)
	36.42 (1128.45)
	5.18 (3.65)
	36.15 (25.62)

	Hallucination (PT: 10019063)
	30
	9.35 (6.52-13.40)
	9.26 (220.86)
	3.21 (2.35)
	9.24 (6.45)

	Depression (PT: 10012378)
	28
	3.73 (2.57-5.41)
	3.70 (55.34)
	1.89 (1.22)
	3.70 (2.55)

	[bookmark: _Hlk201933922]Suicidal ideation (PT: 10042458)
	24
	7.74 (5.18-11.57)
	7.68 (139.45)
	2.94 (2.02)
	7.67 (5.13)

	Somnambulism (PT: 10041347)
	22
	116.39 (76.13-177.94)
	115.51 (2438.20)
	6.82 (3.65)
	112.79 (73.77)

	Agitation (PT: 10001497)
	22
	10.44 (6.86-15.89)
	10.37 (186.03)
	3.37 (2.27)
	10.35 (6.80)

	Restlessness (PT: 10038743)
	17
	12.66 (7.85-20.41)
	12.59 (181.02)
	3.65 (2.25)
	12.56 (7.79)

	Sleep terror (PT: 10041010)
	16
	59.59 (36.35-97.70)
	59.27 (905.28)
	5.87 (3.03)
	58.55 (35.71)

	Initial insomnia (PT: 10022035)
	12
	24.37 (13.80-43.02)
	24.27 (266.45)
	4.59 (2.31)
	24.15 (13.68)

	Nervousness (PT: 10029216)
	9
	5.89 (3.06-11.33)
	5.87 (36.36)
	2.55 (1.07)
	5.87 (3.05)

	Hypervigilance (PT: 10048533)
	6
	182.73 (80.79-413.33)
	182.35 (1042.09)
	7.46 (1.64)
	175.64 (77.65)

	Thinking abnormal (PT: 10043431)
	5
	9.00 (3.74-21.66)
	8.99 (35.43)
	3.17 (0.76)
	8.97 (3.73)

	Sleep talking (PT: 10041009)
	5
	74.67 (30.85-180.78)
	74.55 (357.20)
	6.20 (1.30)
	73.41 (30.32)

	Tachyphrenia (PT: 10064805)
	4
	35.17 (13.14-94.11)
	35.12 (131.62)
	5.12 (0.87)
	34.87 (13.03)

	Autoscopy (PT: 10074080)
	3
	73.77 (23.57-230.89)
	73.70 (211.84)
	6.18 (0.48)
	72.58 (23.19)

	Sleep-related eating disorder (PT: 10067315)
	3
	112.11 (35.66-352.47)
	112.00 (322.41)
	6.77 (0.50)
	109.44 (34.81)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	239
	4.25 (3.72-4.85)
	3.98 (543.63)
	1.99 (1.78)
	3.98 (3.48)

	Feeling abnormal (PT: 10016322)
	71
	8.08 (6.39-10.23)
	7.91 (429.12)
	2.98 (2.50)
	7.90 (6.24)

	Therapeutic product effect incomplete (PT: 10082200)
	43
	6.68 (4.94-9.03)
	6.59 (204.17)
	2.72 (2.11)
	6.58 (4.87)

	Hangover (PT: 10019133)
	32
	273.46 (191.15-391.23)
	270.44 (8127.10)
	8.00 (4.36)
	255.90 (178.88)

	Therapeutic product effect decreased (PT: 10082201)
	16
	4.29 (2.62-7.01)
	4.27 (40.06)
	2.09 (1.14)
	4.27 (2.61)

	Therapeutic product effect delayed (PT: 10082202)
	13
	32.13 (18.60-55.50)
	31.99 (387.66)
	4.99 (2.54)
	31.78 (18.40)

	Therapeutic product effect variable (PT: 10082204)
	13
	38.67 (22.38-66.82)
	38.50 (471.05)
	5.26 (2.61)
	38.20 (22.10)

	Concomitant disease aggravated (PT: 10010253)
	11
	43.84 (24.19-79.47)
	43.68 (454.58)
	5.44 (2.42)
	43.29 (23.88)

	Sluggishness (PT: 10041052)
	8
	19.48 (9.72-39.05)
	19.43 (139.31)
	4.27 (1.70)
	19.36 (9.66)

	Feeling jittery (PT: 10016338)
	7
	12.81 (6.10-26.93)
	12.78 (75.85)
	3.67 (1.35)
	12.75 (6.07)

	Screaming (PT: 10039740)
	7
	33.60 (15.96-70.73)
	33.52 (219.34)
	5.06 (1.70)
	33.30 (15.82)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	99
	13.22 (10.81-16.15)
	12.80 (1076.60)
	3.67 (3.22)
	12.76 (10.44)

	Headache (PT: 10019211)
	88
	3.48 (2.81-4.30)
	3.40 (150.37)
	1.77 (1.42)
	3.40 (2.75)

	Brain fog (PT: 10088940)
	34
	21.97 (15.65-30.83)
	21.72 (669.42)
	4.43 (3.27)
	21.63 (15.41)

	Sleep paralysis (PT: 10041002)
	33
	510.54 (355.92-732.33)
	504.71 (14993.78)
	8.83 (4.46)
	456.25 (318.07)

	Tremor (PT: 10044565)
	21
	3.64 (2.37-5.59)
	3.62 (39.89)
	1.86 (1.08)
	3.62 (2.36)

	Lethargy (PT: 10024264)
	13
	6.63 (3.85-11.44)
	6.61 (61.82)
	2.72 (1.46)
	6.60 (3.83)

	Disturbance in attention (PT: 10013496)
	13
	6.36 (3.68-10.96)
	6.33 (58.32)
	2.66 (1.42)
	6.32 (3.67)

	Restless legs syndrome (PT: 10058920)
	11
	15.73 (8.69-28.46)
	15.67 (150.62)
	3.97 (1.98)
	15.62 (8.63)

	Hypersomnia (PT: 10020765)
	10
	8.26 (4.44-15.38)
	8.24 (63.50)
	3.04 (1.44)
	8.22 (4.42)

	Myoclonus (PT: 10028622)
	3
	7.51 (2.42-23.32)
	7.50 (16.88)
	2.91 (0.07)
	7.49 (2.41)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	27
	3.44 (2.35-5.03)
	3.42 (46.26)
	1.77 (1.10)
	3.42 (2.34)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	23
	5.15 (3.42-7.77)
	5.12 (76.30)
	2.36 (1.53)
	5.12 (3.39)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	13
	3.92 (2.27-6.76)
	3.91 (28.11)
	1.96 (0.92)
	3.90 (2.26)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	13
	8.71 (5.05-15.03)
	8.68 (88.17)
	3.11 (1.71)
	8.66 (5.02)

	Renal and urinary disorders (SOC: 10038359)

	Nocturia (PT: 10029446)
	6
	9.82 (4.40-21.90)
	9.80 (47.34)
	3.29 (1.02)
	9.78 (4.39)


For daridorexant, only the AE reports with 50 mg dose were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: OLE_LINK19]Supplementary Table S22. Number and signal strength of daridorexant-associated signals at the PT level stratified by reports from the Americas.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	249
	211.47 (185.16-241.52)
	198.93 (45394.05)
	7.52 (6.54)
	184.17 (161.26)

	Abnormal dreams (PT: 10000125)
	121
	160.64 (133.33-193.53)
	156.02 (17531.94)
	7.20 (5.79)
	146.80 (121.85)

	Middle insomnia (PT: 10027590)
	52
	35.00 (26.58-46.10)
	34.58 (1672.89)
	5.09 (3.99)
	34.12 (25.90)

	Hallucination (PT: 10019063)
	51
	12.93 (9.80-17.05)
	12.78 (551.66)
	3.67 (2.97)
	12.72 (9.65)

	Depression (PT: 10012378)
	43
	3.70 (2.74-5.00)
	3.68 (83.89)
	1.88 (1.35)
	3.67 (2.72)

	Agitation (PT: 10001497)
	33
	13.32 (9.45-18.78)
	13.23 (371.16)
	3.72 (2.78)
	13.16 (9.33)

	Somnambulism (PT: 10041347)
	32
	112.87 (79.10-161.07)
	112.02 (3368.20)
	6.74 (4.15)
	107.20 (75.12)

	Restlessness (PT: 10038743)
	27
	20.03 (13.70-29.29)
	19.91 (481.15)
	4.30 (3.01)
	19.76 (13.51)

	Sleep terror (PT: 10041010)
	23
	126.27 (82.96-192.18)
	125.58 (2704.96)
	6.90 (3.73)
	119.55 (78.54)

	[bookmark: _Hlk200629322]Suicidal ideation (PT: 10042458)
	21
	5.93 (3.86-9.11)
	5.90 (85.41)
	2.56 (1.65)
	5.89 (3.84)

	Initial insomnia (PT: 10022035)
	16
	22.57 (13.78-36.96)
	22.49 (325.58)
	4.48 (2.60)
	22.29 (13.61)

	Nervousness (PT: 10029216)
	13
	5.12 (2.97-8.83)
	5.11 (42.88)
	2.35 (1.21)
	5.10 (2.96)

	Hypervigilance (PT: 10048533)
	11
	261.71 (140.48-487.56)
	261.03 (2576.81)
	7.88 (2.64)
	236.15 (126.76)

	Tachyphrenia (PT: 10064805)
	8
	49.33 (24.48-99.38)
	49.23 (370.66)
	5.59 (1.97)
	48.29 (23.97)

	Thinking abnormal (PT: 10043431)
	7
	8.24 (3.92-17.32)
	8.23 (44.32)
	3.04 (1.09)
	8.21 (3.90)

	Sleep talking (PT: 10041009)
	6
	75.65 (33.56-170.56)
	75.55 (428.26)
	6.20 (1.58)
	73.33 (32.53)

	Fear (PT: 10016275)
	5
	5.31 (2.21-12.77)
	5.30 (17.41)
	2.40 (0.44)
	5.29 (2.20)

	Sleep-related eating disorder (PT: 10067315)
	5
	102.10 (41.72-249.87)
	101.98 (480.11)
	6.61 (1.31)
	97.97 (40.03)

	Abnormal sleep-related event (PT: 10061613)
	5
	100.44 (41.05-245.73)
	100.32 (472.45)
	6.59 (1.31)
	96.44 (39.42)

	Dissociation (PT: 10013457)
	4
	8.41 (3.15-22.45)
	8.40 (26.00)
	3.07 (0.46)
	8.38 (3.14)

	Parasomnia (PT: 10061910)
	4
	105.12 (38.63-286.05)
	105.02 (395.29)
	6.65 (0.94)
	100.77 (37.03)

	Autoscopy (PT: 10074080)
	3
	59.75 (19.00-187.87)
	59.71 (169.08)
	5.87 (0.46)
	58.32 (18.55)

	Hypnagogic hallucination (PT: 10020927)
	3
	231.53 (70.87-756.39)
	231.36 (629.12)
	7.73 (0.46)
	211.62 (64.78)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	399
	4.38 (3.95-4.85)
	4.06 (939.25)
	2.02 (1.86)
	4.05 (3.65)

	Feeling abnormal (PT: 10016322)
	104
	6.92 (5.70-8.41)
	6.78 (512.57)
	2.76 (2.39)
	6.76 (5.56)

	Therapeutic product effect incomplete (PT: 10082200)
	67
	6.52 (5.12-8.30)
	6.43 (307.40)
	2.68 (2.22)
	6.42 (5.04)

	Hangover (PT: 10019133)
	42
	209.40 (152.61-287.31)
	207.30 (7955.09)
	7.58 (4.68)
	191.32 (139.43)

	Therapeutic product effect decreased (PT: 10082201)
	24
	3.74 (2.51-5.59)
	3.73 (47.90)
	1.90 (1.17)
	3.72 (2.49)

	Therapeutic product effect delayed (PT: 10082202)
	21
	29.74 (19.32-45.78)
	29.60 (573.48)
	4.87 (3.06)
	29.26 (19.01)

	Therapeutic product effect variable (PT: 10082204)
	18
	31.73 (19.91-50.56)
	31.59 (526.60)
	4.96 (2.92)
	31.21 (19.58)

	Concomitant disease aggravated (PT: 10010253)
	14
	60.71 (35.69-103.25)
	60.51 (799.79)
	5.88 (2.84)
	59.08 (34.74)

	Feeling jittery (PT: 10016338)
	12
	12.67 (7.18-22.36)
	12.63 (127.93)
	3.65 (1.93)
	12.57 (7.13)

	Screaming (PT: 10039740)
	10
	32.08 (17.18-59.91)
	32.01 (296.58)
	4.98 (2.19)
	31.61 (16.93)

	Sluggishness (PT: 10041052)
	9
	13.68 (7.10-26.36)
	13.65 (104.96)
	3.76 (1.67)
	13.58 (7.05)

	Energy increased (PT: 10048779)
	7
	18.43 (8.75-38.78)
	18.40 (114.32)
	4.19 (1.51)
	18.27 (8.68)

	Crying (PT: 10011469)
	7
	4.31 (2.05-9.05)
	4.30 (17.74)
	2.10 (0.58)
	4.30 (2.05)

	Feeling drunk (PT: 10016330)
	3
	9.55 (3.07-29.68)
	9.54 (22.85)
	3.25 (0.16)
	9.51 (3.06)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	130
	13.04 (10.94-15.53)
	12.66 (1392.48)
	3.66 (3.28)
	12.60 (10.58)

	Headache (PT: 10019211)
	116
	2.84 (2.36-3.41)
	2.79 (133.97)
	1.48 (1.18)
	2.78 (2.31)

	Sleep paralysis (PT: 10041002)
	40
	490.97 (349.31-690.08)
	486.28 (16183.01)
	8.67 (4.73)
	406.40 (289.14)

	Brain fog (PT: 10088940)
	39
	15.06 (10.98-20.67)
	14.93 (504.29)
	3.89 (3.00)
	14.85 (10.82)

	Tremor (PT: 10044565)
	27
	3.36 (2.30-4.91)
	3.34 (44.39)
	1.74 (1.08)
	3.34 (2.29)

	Disturbance in attention (PT: 10013496)
	17
	7.09 (4.40-11.43)
	7.07 (88.39)
	2.82 (1.72)
	7.05 (4.38)

	Lethargy (PT: 10024264)
	15
	5.22 (3.15-8.68)
	5.21 (50.95)
	2.38 (1.32)
	5.20 (3.13)

	Restless legs syndrome (PT: 10058920)
	14
	14.46 (8.54-24.47)
	14.41 (173.79)
	3.84 (2.17)
	14.34 (8.47)

	Hypersomnia (PT: 10020765)
	13
	6.42 (3.72-11.07)
	6.40 (59.10)
	2.67 (1.43)
	6.39 (3.70)

	Sedation (PT: 10039897)
	7
	4.71 (2.24-9.90)
	4.71 (20.40)
	2.23 (0.66)
	4.70 (2.24)

	Myoclonus (PT: 10028622)
	4
	14.09 (5.27-37.68)
	14.08 (48.34)
	3.81 (0.66)
	14.01 (5.24)

	Psychomotor hyperactivity (PT: 10037211)
	3
	6.56 (2.11-20.38)
	6.56 (14.09)
	2.71 (0.01)
	6.54 (2.11)

	Formication (PT: 10017062)
	3
	11.56 (3.72-35.95)
	11.55 (28.78)
	3.52 (0.22)
	11.50 (3.70)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	43
	3.35 (2.48-4.53)
	3.33 (70.25)
	1.73 (1.22)
	3.33 (2.46)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	31
	5.49 (3.86-7.82)
	5.46 (112.79)
	2.45 (1.75)
	5.45 (3.83)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	28
	5.44 (3.75-7.89)
	5.41 (100.59)
	2.43 (1.69)
	5.40 (3.72)

	Renal and urinary disorders (SOC: 10038359)

	Nocturia (PT: 10029446)
	10
	12.65 (6.79-23.57)
	12.62 (106.50)
	3.65 (1.74)
	12.56 (6.74)

	Pollakiuria (PT: 10036018)
	10
	3.93 (2.11-7.31)
	3.92 (21.74)
	1.97 (0.76)
	3.92 (2.10)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	17
	7.12 (4.42-11.48)
	7.10 (88.89)
	2.82 (1.72)
	7.08 (4.40)


For both daridorexant and all other drugs, only reports from the Americas were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204596][bookmark: _Hlk200629031]Supplementary Table S23. Number and signal strength of daridorexant-associated signals at the PT level stratified by reports from Europe.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	[bookmark: _Hlk200629180]Suicidal ideation (PT: 10042458)
	10
	33.04 (17.34-62.95)
	30.69 (287.32)
	4.94 (2.14)
	30.63 (16.08)

	Musculoskeletal and connective tissue disorders (SOC: 10028395)

	Muscular weakness (PT: 10028372)
	3
	10.74 (3.42-33.74)
	10.53 (25.90)
	3.40 (0.17)
	10.52 (3.35)

	Nervous system disorders (SOC: 10029205)

	Sleep paralysis (PT: 10041002)
	3
	560.09 (174.94-1793.20)
	547.76 (1582.17)
	9.05 (0.50)
	529.33 (165.33)


For both daridorexant and all other drugs, only reports from Europe were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204628]Supplementary Table S24. Number and signal strength of daridorexant-associated signals at the PT level stratified by males.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	126
	5.34 (4.44-6.41)
	4.92 (400.58)
	2.30 (1.98)
	4.91 (4.09)

	Feeling abnormal (PT: 10016322)
	36
	11.07 (7.94-15.42)
	10.79 (319.64)
	3.43 (2.61)
	10.76 (7.72)

	Therapeutic product effect incomplete (PT: 10082200)
	27
	9.79 (6.68-14.34)
	9.61 (208.04)
	3.26 (2.32)
	9.58 (6.54)

	Hangover (PT: 10019133)
	18
	428.22 (261.59-700.99)
	422.32 (6730.59)
	8.55 (3.48)
	375.80 (229.57)

	Therapeutic product effect delayed (PT: 10082202)
	10
	60.56 (32.33-113.45)
	60.11 (571.22)
	5.88 (2.35)
	59.08 (31.54)

	Therapeutic product effect decreased (PT: 10082201)
	9
	6.85 (3.55-13.20)
	6.81 (44.56)
	2.76 (1.19)
	6.80 (3.53)

	Therapeutic product effect variable (PT: 10082204)
	5
	32.34 (13.38-78.14)
	32.22 (149.84)
	5.00 (1.19)
	31.92 (13.21)

	Concomitant disease aggravated (PT: 10010253)
	5
	41.75 (17.25-101.00)
	41.59 (195.69)
	5.36 (1.23)
	41.10 (16.99)

	Feeling jittery (PT: 10016338)
	3
	17.13 (5.50-53.34)
	17.10 (45.24)
	4.09 (0.32)
	17.02 (5.46)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	76
	144.52 (114.14-182.99)
	136.15 (9808.19)
	7.03 (5.26)
	130.95 (103.42)

	Abnormal dreams (PT: 10000125)
	42
	115.95 (84.84-158.45)
	112.24 (4484.02)
	6.76 (4.50)
	108.69 (79.54)

	Hallucination (PT: 10019063)
	20
	9.80 (6.30-15.26)
	9.67 (155.23)
	3.27 (2.14)
	9.64 (6.20)

	Agitation (PT: 10001497)
	18
	14.55 (9.13-23.19)
	14.36 (223.03)
	3.84 (2.40)
	14.31 (8.98)

	Middle insomnia (PT: 10027590)
	16
	41.90 (25.51-68.80)
	41.39 (623.29)
	5.35 (2.90)
	40.91 (24.91)

	Somnambulism (PT: 10041347)
	10
	114.65 (60.91-215.80)
	113.78 (1081.79)
	6.78 (2.44)
	110.13 (58.51)

	[bookmark: _Hlk198567511]Suicidal ideation (PT: 10042458)
	9
	5.93 (3.08-11.43)
	5.90 (36.57)
	2.56 (1.07)
	5.89 (3.05)

	Restlessness (PT: 10038743)
	7
	9.38 (4.46-19.73)
	9.33 (51.96)
	3.22 (1.17)
	9.31 (4.42)

	Sleep terror (PT: 10041010)
	7
	41.93 (19.86-88.52)
	41.71 (274.78)
	5.37 (1.74)
	41.21 (19.52)

	Depressed mood (PT: 10012374)
	6
	6.21 (2.78-13.86)
	6.19 (26.07)
	2.63 (0.73)
	6.18 (2.77)

	Initial insomnia (PT: 10022035)
	4
	18.29 (6.84-48.95)
	18.24 (64.85)
	4.18 (0.74)
	18.15 (6.78)

	Fear (PT: 10016275)
	3
	12.50 (4.02-38.90)
	12.48 (31.56)
	3.64 (0.24)
	12.43 (4.00)

	Nervous system disorders (SOC: 10029205)

	Somnolence (PT: 10041349)
	44
	13.04 (9.65-17.62)
	12.63 (470.72)
	3.65 (2.88)
	12.59 (9.31)

	Headache (PT: 10019211)
	26
	3.35 (2.27-4.94)
	3.31 (42.01)
	1.72 (1.04)
	3.30 (2.24)

	Brain fog (PT: 10088940)
	16
	29.50 (17.98-48.41)
	29.16 (431.52)
	4.85 (2.74)
	28.92 (17.62)

	Sleep paralysis (PT: 10041002)
	14
	659.51 (371.31-1171.41)
	652.44 (7641.03)
	9.10 (3.06)
	547.61 (308.31)

	Lethargy (PT: 10024264)
	6
	6.09 (2.73-13.59)
	6.07 (25.36)
	2.60 (0.72)
	6.06 (2.71)

	Sedation (PT: 10039897)
	5
	8.59 (3.57-20.70)
	8.56 (33.32)
	3.09 (0.74)
	8.54 (3.55)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	11
	10.26 (5.66-18.59)
	10.18 (90.87)
	3.34 (1.69)
	10.15 (5.60)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	9
	4.00 (2.08-7.72)
	3.98 (20.12)
	1.99 (0.70)
	3.98 (2.07)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	6
	10.51 (4.71-23.46)
	10.46 (51.21)
	3.38 (1.06)
	10.43 (4.67)


For both daridorexant and all other drugs, only reports of males were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204635]Supplementary Table S25. Number and signal strength of daridorexant-associated signals at the PT level stratified by females.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	154
	165.03 (139.65-195.03)
	156.23 (22387.28)
	7.20 (6.00)
	147.26 (124.61)

	Abnormal dreams (PT: 10000125)
	69
	131.91 (103.28-168.47)
	128.76 (8327.52)
	6.94 (5.13)
	122.61 (96.00)

	Depression (PT: 10012378)
	36
	4.53 (3.26-6.30)
	4.49 (97.77)
	2.16 (1.56)
	4.48 (3.23)

	Middle insomnia (PT: 10027590)
	35
	35.16 (25.14-49.18)
	34.75 (1132.06)
	5.10 (3.67)
	34.29 (24.52)

	Hallucination (PT: 10019063)
	31
	11.83 (8.30-16.87)
	11.72 (302.73)
	3.54 (2.61)
	11.67 (8.18)

	Restlessness (PT: 10038743)
	20
	15.77 (10.14-24.51)
	15.66 (273.00)
	3.96 (2.57)
	15.57 (10.02)

	Somnambulism (PT: 10041347)
	20
	99.92 (63.83-156.44)
	99.23 (1872.05)
	6.58 (3.47)
	95.55 (61.03)

	[bookmark: _Hlk198567731]Suicidal ideation (PT: 10042458)
	20
	6.64 (4.28-10.32)
	6.60 (94.96)
	2.72 (1.75)
	6.59 (4.24)

	Agitation (PT: 10001497)
	17
	9.65 (5.99-15.57)
	9.60 (130.61)
	3.26 (2.01)
	9.57 (5.94)

	Sleep terror (PT: 10041010)
	14
	65.58 (38.53-111.61)
	65.27 (863.85)
	5.99 (2.86)
	63.66 (37.40)

	Initial insomnia (PT: 10022035)
	12
	22.08 (12.49-39.02)
	21.99 (238.41)
	4.45 (2.26)
	21.81 (12.34)

	Nervousness (PT: 10029216)
	11
	5.90 (3.26-10.68)
	5.88 (44.51)
	2.55 (1.23)
	5.87 (3.25)

	Hypervigilance (PT: 10048533)
	9
	283.70 (142.35-565.43)
	282.82 (2274.69)
	7.99 (2.31)
	254.64 (127.76)

	Tachyphrenia (PT: 10064805)
	7
	58.37 (27.57-123.58)
	58.23 (384.92)
	5.83 (1.80)
	56.95 (26.90)

	Sleep talking (PT: 10041009)
	5
	106.24 (43.39-260.10)
	106.06 (499.53)
	6.67 (1.31)
	101.85 (41.60)

	Thinking abnormal (PT: 10043431)
	5
	8.57 (3.56-20.64)
	8.56 (33.27)
	3.09 (0.74)
	8.53 (3.54)

	Parasomnia (PT: 10061910)
	3
	110.78 (34.85-352.16)
	110.67 (312.45)
	6.73 (0.48)
	106.10 (33.38)

	Sleep-related eating disorder (PT: 10067315)
	3
	86.86 (27.47-274.69)
	86.77 (245.97)
	6.39 (0.47)
	83.95 (26.55)

	Dissociation (PT: 10013457)
	3
	8.32 (2.68-25.85)
	8.31 (19.23)
	3.05 (0.11)
	8.29 (2.67)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	264
	5.17 (4.56-5.87)
	4.79 (805.68)
	2.26 (2.05)
	4.78 (4.21)

	Feeling abnormal (PT: 10016322)
	68
	6.85 (5.38-8.72)
	6.71 (330.82)
	2.74 (2.28)
	6.70 (5.26)

	Therapeutic product effect incomplete (PT: 10082200)
	40
	6.58 (4.81-8.99)
	6.50 (186.09)
	2.70 (2.06)
	6.49 (4.75)

	Hangover (PT: 10019133)
	17
	140.86 (86.33-229.85)
	140.04 (2224.46)
	7.05 (3.29)
	132.79 (81.38)

	Therapeutic product effect decreased (PT: 10082201)
	14
	3.50 (2.07-5.91)
	3.48 (24.80)
	1.80 (0.83)
	3.48 (2.06)

	Therapeutic product effect variable (PT: 10082204)
	12
	43.81 (24.73-77.61)
	43.63 (491.52)
	5.42 (2.53)
	42.92 (24.23)

	Therapeutic product effect delayed (PT: 10082202)
	12
	33.41 (18.88-59.11)
	33.27 (370.83)
	5.04 (2.44)
	32.86 (18.57)

	Concomitant disease aggravated (PT: 10010253)
	9
	35.41 (18.32-68.43)
	35.30 (295.86)
	5.12 (2.07)
	34.83 (18.02)

	Feeling jittery (PT: 10016338)
	9
	14.66 (7.61-28.26)
	14.62 (113.56)
	3.86 (1.71)
	14.54 (7.54)

	Screaming (PT: 10039740)
	8
	37.74 (18.76-75.93)
	37.64 (281.19)
	5.21 (1.92)
	37.11 (18.44)

	Sluggishness (PT: 10041052)
	7
	16.52 (7.85-34.77)
	16.48 (101.16)
	4.03 (1.46)
	16.38 (7.78)

	Energy increased (PT: 10048779)
	6
	27.98 (12.50-62.60)
	27.92 (154.06)
	4.79 (1.42)
	27.63 (12.35)

	Crying (PT: 10011469)
	6
	4.52 (2.03-10.08)
	4.52 (16.40)
	2.17 (0.49)
	4.51 (2.02)

	Nervous system disorders (SOC: 10029205)

	Headache (PT: 10019211)
	91
	2.94 (2.39-3.62)
	2.88 (112.65)
	1.52 (1.19)
	2.88 (2.33)

	Somnolence (PT: 10041349)
	85
	11.64 (9.37-14.45)
	11.32 (798.35)
	3.50 (3.02)
	11.28 (9.08)

	Sleep paralysis (PT: 10041002)
	28
	361.66 (243.08-538.08)
	358.14 (8742.29)
	8.30 (4.16)
	314.09 (211.11)

	Brain fog (PT: 10088940)
	23
	13.70 (9.08-20.67)
	13.60 (267.13)
	3.76 (2.56)
	13.53 (8.97)

	Tremor (PT: 10044565)
	21
	3.44 (2.24-5.28)
	3.42 (35.94)
	1.77 (1.00)
	3.41 (2.22)

	Disturbance in attention (PT: 10013496)
	12
	6.09 (3.45-10.74)
	6.07 (50.69)
	2.60 (1.32)
	6.05 (3.43)

	Hypersomnia (PT: 10020765)
	11
	8.89 (4.91-16.08)
	8.86 (76.44)
	3.14 (1.58)
	8.83 (4.88)

	Restless legs syndrome (PT: 10058920)
	10
	13.40 (7.19-24.98)
	13.36 (113.80)
	3.73 (1.78)
	13.30 (7.14)

	Lethargy (PT: 10024264)
	10
	5.41 (2.91-10.08)
	5.40 (35.78)
	2.43 (1.07)
	5.39 (2.89)

	Myoclonus (PT: 10028622)
	4
	11.18 (4.18-29.87)
	11.16 (36.86)
	3.48 (0.58)
	11.12 (4.16)

	Formication (PT: 10017062)
	3
	13.67 (4.39-42.55)
	13.66 (35.02)
	3.76 (0.26)
	13.59 (4.37)

	Immune system disorders (SOC: 10021428)

	Hypersensitivity (PT: 10020751)
	31
	3.38 (2.37-4.82)
	3.36 (51.35)
	1.75 (1.13)
	3.35 (2.35)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	24
	4.54 (3.04-6.79)
	4.51 (65.55)
	2.17 (1.40)
	4.50 (3.01)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	19
	4.95 (3.15-7.77)
	4.92 (59.33)
	2.30 (1.39)
	4.91 (3.13)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	10
	6.09 (3.27-11.34)
	6.07 (42.32)
	2.60 (1.18)
	6.06 (3.26)

	Renal and urinary disorders (SOC: 10038359)

	Nocturia (PT: 10029446)
	8
	16.82 (8.38-33.74)
	16.77 (117.91)
	4.06 (1.64)
	16.67 (8.31)


For both daridorexant and all other drugs, only reports of females were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204644]Supplementary Table S26. Number and signal strength of daridorexant-associated signals at the PT level stratified by patients aged 18-65 years.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	46
	125.14 (92.79-168.78)
	119.52 (5282.42)
	6.87 (4.64)
	116.76 (86.57)

	Abnormal dreams (PT: 10000125)
	28
	134.04 (91.63-196.07)
	130.37 (3504.24)
	6.99 (4.02)
	127.09 (86.88)

	Hallucination (PT: 10019063)
	14
	21.36 (12.59-36.23)
	21.08 (266.78)
	4.39 (2.42)
	20.99 (12.37)

	Agitation (PT: 10001497)
	14
	16.79 (9.90-28.47)
	16.57 (204.31)
	4.05 (2.27)
	16.52 (9.74)

	[bookmark: _Hlk198567992]Suicidal ideation (PT: 10042458)
	14
	9.61 (5.67-16.30)
	9.50 (106.37)
	3.24 (1.85)
	9.48 (5.59)

	Middle insomnia (PT: 10027590)
	10
	28.70 (15.37-53.60)
	28.43 (263.22)
	4.82 (2.14)
	28.27 (15.14)

	Nervousness (PT: 10029216)
	6
	12.23 (5.48-27.32)
	12.17 (61.37)
	3.60 (1.13)
	12.14 (5.44)

	Somnambulism (PT: 10041347)
	6
	93.12 (41.43-209.30)
	92.58 (533.71)
	6.51 (1.61)
	90.92 (40.45)

	Restlessness (PT: 10038743)
	5
	8.28 (3.43-19.94)
	8.24 (31.77)
	3.04 (0.72)
	8.23 (3.41)

	Sleep terror (PT: 10041010)
	5
	44.75 (18.51-108.17)
	44.53 (210.93)
	5.46 (1.24)
	44.15 (18.27)

	Fear (PT: 10016275)
	4
	17.57 (6.57-46.98)
	17.50 (62.04)
	4.12 (0.73)
	17.45 (6.52)

	Anger (PT: 10002368)
	4
	12.37 (4.63-33.05)
	12.32 (41.52)
	3.62 (0.62)
	12.29 (4.60)

	Thinking abnormal (PT: 10043431)
	3
	15.10 (4.85-46.98)
	15.06 (39.27)
	3.91 (0.29)
	15.02 (4.83)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	75
	4.50 (3.56-5.70)
	4.24 (189.01)
	2.08 (1.68)
	4.24 (3.35)

	Feeling abnormal (PT: 10016322)
	26
	8.89 (6.02-13.12)
	8.69 (177.04)
	3.12 (2.19)
	8.67 (5.87)

	Therapeutic product effect incomplete (PT: 10082200)
	11
	5.35 (2.95-9.69)
	5.30 (38.43)
	2.41 (1.12)
	5.30 (2.92)

	Hangover (PT: 10019133)
	6
	135.11 (59.92-304.68)
	134.32 (773.28)
	7.03 (1.63)
	130.84 (58.02)

	Feeling jittery (PT: 10016338)
	5
	27.99 (11.60-67.56)
	27.86 (128.78)
	4.79 (1.16)
	27.71 (11.48)

	Therapeutic product effect delayed (PT: 10082202)
	4
	44.75 (16.69-119.98)
	44.57 (168.90)
	5.47 (0.90)
	44.19 (16.48)

	Crying (PT: 10011469)
	4
	10.63 (3.98-28.42)
	10.60 (34.70)
	3.40 (0.56)
	10.58 (3.96)

	Concomitant disease aggravated (PT: 10010253)
	4
	42.84 (15.98-114.85)
	42.68 (161.44)
	5.40 (0.89)
	42.33 (15.79)

	Therapeutic product effect variable (PT: 10082204)
	4
	62.93 (23.43-169.02)
	62.68 (239.81)
	5.95 (0.93)
	61.92 (23.05)

	Therapeutic response unexpected (PT: 10043417)
	3
	6.90 (2.22-21.43)
	6.88 (15.06)
	2.78 (0.03)
	6.87 (2.21)

	Energy increased (PT: 10048779)
	3
	43.11 (13.81-134.53)
	42.98 (121.98)
	5.41 (0.45)
	42.63 (13.66)

	Nervous system disorders (SOC: 10029205)

	Headache (PT: 10019211)
	33
	3.25 (2.30-4.60)
	3.18 (49.70)
	1.67 (1.07)
	3.18 (2.24)

	Somnolence (PT: 10041349)
	25
	9.98 (6.71-14.85)
	9.76 (196.75)
	3.28 (2.29)
	9.75 (6.55)

	Sleep paralysis (PT: 10041002)
	15
	505.59 (296.34-862.60)
	498.14 (6769.82)
	8.82 (3.19)
	453.21 (265.64)

	Tremor (PT: 10044565)
	9
	4.64 (2.41-8.96)
	4.61 (25.49)
	2.20 (0.84)
	4.61 (2.39)

	Lethargy (PT: 10024264)
	7
	10.74 (5.10-22.60)
	10.67 (61.25)
	3.41 (1.25)
	10.65 (5.06)

	Brain fog (PT: 10088940)
	6
	11.10 (4.97-24.79)
	11.04 (54.70)
	3.46 (1.08)
	11.02 (4.93)

	Restless legs syndrome (PT: 10058920)
	4
	16.04 (6.00-42.89)
	15.98 (56.02)
	3.99 (0.70)
	15.94 (5.96)

	Hypersomnia (PT: 10020765)
	4
	11.14 (4.17-29.77)
	11.10 (36.69)
	3.47 (0.58)
	11.08 (4.15)

	Sedation (PT: 10039897)
	4
	8.23 (3.08-21.98)
	8.20 (25.25)
	3.03 (0.45)
	8.19 (3.06)

	Psychomotor hyperactivity (PT: 10037211)
	3
	18.26 (5.87-56.84)
	18.21 (48.63)
	4.18 (0.33)
	18.15 (5.83)

	Dyskinesia (PT: 10013916)
	3
	6.82 (2.19-21.20)
	6.80 (14.84)
	2.76 (0.03)
	6.80 (2.19)

	Cardiac disorders (SOC: 10007541)

	Palpitations (PT: 10033557)
	11
	5.81 (3.21-10.53)
	5.76 (43.26)
	2.52 (1.20)
	5.75 (3.17)

	Skin and subcutaneous tissue disorders (SOC: 10040785)

	Night sweats (PT: 10029410)
	11
	16.66 (9.18-30.20)
	16.49 (159.59)
	4.04 (2.01)
	16.43 (9.06)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	9
	7.32 (3.80-14.12)
	7.27 (48.63)
	2.86 (1.24)
	7.26 (3.76)

	Ear and labyrinth disorders (SOC: 10013993)

	Vertigo (PT: 10047340)
	6
	6.80 (3.05-15.18)
	6.77 (29.48)
	2.76 (0.79)
	6.76 (3.03)

	Renal and urinary disorders (SOC: 10038359)

	Nocturia (PT: 10029446)
	4
	26.32 (9.83-70.44)
	26.22 (96.54)
	4.71 (0.82)
	26.09 (9.75)


[bookmark: OLE_LINK18]For both daridorexant and all other drugs, only reports of patients aged 18-65 years were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.

[bookmark: _Hlk202204652]Supplementary Table S27. Number and signal strength of daridorexant-associated signals at the PT level stratified by patients aged over 65 years.
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)

	General disorders and administration site conditions (SOC: 10018065)

	Drug ineffective (PT: 10013709)
	58
	7.12 (5.44-9.31)
	6.60 (278.51)
	2.72 (2.20)
	6.59 (5.03)

	Fatigue (PT: 10016256)
	29
	3.13 (2.16-4.54)
	3.04 (40.19)
	1.60 (0.97)
	3.04 (2.09)

	Feeling abnormal (PT: 10016322)
	17
	8.90 (5.50-14.41)
	8.70 (115.98)
	3.12 (1.91)
	8.69 (5.36)

	Therapeutic product effect incomplete (PT: 10082200)
	9
	7.49 (3.88-14.47)
	7.41 (49.88)
	2.89 (1.25)
	7.40 (3.83)

	Therapeutic product effect decreased (PT: 10082201)
	5
	10.94 (4.54-26.41)
	10.87 (44.73)
	3.44 (0.85)
	10.84 (4.49)

	Hangover (PT: 10019133)
	5
	536.86 (210.96-1366.24)
	532.94 (2353.08)
	8.88 (1.31)
	472.49 (185.67)

	Screaming (PT: 10039740)
	4
	113.77 (42.02-308.06)
	113.11 (432.74)
	6.78 (0.95)
	110.14 (40.68)

	Therapeutic product effect delayed (PT: 10082202)
	4
	59.94 (22.28-161.30)
	59.60 (227.22)
	5.88 (0.92)
	58.77 (21.84)

	Feeling cold (PT: 10016326)
	3
	10.00 (3.21-31.13)
	9.96 (24.14)
	3.31 (0.17)
	9.94 (3.19)

	Psychiatric disorders (SOC: 10037175)

	Nightmare (PT: 10029412)
	36
	177.85 (126.33-250.37)
	168.52 (5763.39)
	7.34 (4.42)
	162.00 (115.07)

	Hallucination (PT: 10019063)
	14
	11.72 (6.90-19.91)
	11.50 (134.04)
	3.52 (2.00)
	11.47 (6.75)

	Middle insomnia (PT: 10027590)
	11
	59.80 (32.82-108.95)
	58.85 (616.97)
	5.86 (2.49)
	58.04 (31.86)

	Abnormal dreams (PT: 10000125)
	11
	80.11 (43.91-146.17)
	78.84 (829.80)
	6.27 (2.54)
	77.39 (42.42)

	Depression (PT: 10012378)
	6
	5.99 (2.68-13.39)
	5.95 (24.69)
	2.57 (0.70)
	5.94 (2.66)

	Somnambulism (PT: 10041347)
	4
	162.38 (59.64-442.13)
	161.43 (613.94)
	7.28 (0.96)
	155.44 (57.09)

	Sleep terror (PT: 10041010)
	3
	78.77 (25.08-247.47)
	78.43 (225.10)
	6.27 (0.48)
	77.00 (24.51)

	Restlessness (PT: 10038743)
	3
	10.66 (3.43-33.20)
	10.62 (26.09)
	3.41 (0.19)
	10.60 (3.40)

	Agitation (PT: 10001497)
	3
	6.73 (2.16-20.95)
	6.71 (14.56)
	2.74 (0.02)
	6.70 (2.15)

	Initial insomnia (PT: 10022035)
	3
	32.20 (10.31-100.51)
	32.06 (89.59)
	4.99 (0.42)
	31.82 (10.19)

	Nervous system disorders (SOC: 10029205)

	Headache (PT: 10019211)
	33
	7.50 (5.29-10.64)
	7.19 (176.64)
	2.84 (2.09)
	7.18 (5.06)

	Somnolence (PT: 10041349)
	20
	11.42 (7.32-17.83)
	11.12 (184.15)
	3.47 (2.26)
	11.09 (7.10)

	Brain fog (PT: 10088940)
	7
	23.19 (10.99-48.94)
	22.97 (146.33)
	4.51 (1.58)
	22.85 (10.83)

	Sleep paralysis (PT: 10041002)
	4
	1045.35 (348.58-3134.92)
	1039.23 (3319.17)
	9.70 (0.87)
	831.59 (277.30)

	Disturbance in attention (PT: 10013496)
	3
	9.37 (3.01-29.17)
	9.33 (22.29)
	3.22 (0.15)
	9.32 (2.99)

	Gastrointestinal disorders (SOC: 10017947)

	Dry mouth (PT: 10013781)
	7
	8.39 (3.98-17.67)
	8.31 (44.99)
	3.05 (1.09)
	8.30 (3.94)

	Renal and urinary disorders (SOC: 10038359)

	Pollakiuria (PT: 10036018)
	6
	12.36 (5.53-27.65)
	12.26 (61.93)
	3.61 (1.13)
	12.23 (5.47)


[bookmark: OLE_LINK7]For both daridorexant and all other drugs, only reports of patients aged over 65 years were included. Abbreviations: PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; PRR, proportional reporting ratio; χ2, chi-squared; IC, information component; IC025, lower limit of 95% confidence interval of IC; EBGM, empirical Bayesian geometric mean; EBGM05, lower limit of 95% confidence interval of EBGM.
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