Supplementary Table S1 Excluded adverse event signals at the PT level for prucalopride
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM(EBGM05)

	no adverse event
	164
	15.04 (12.74~17.76)
	12.95 (1814.33)
	3.69 (3.28)
	12.93 (11.60)

	drug ineffective
	147
	2.23 (1.87~2.65)
	2.06 (85.16)
	1.05 (0.92)
	2.06 (1.84)

	inability to afford medication
	108
	139.87 (114.50~170.88)
	126.25(13069.71)
	6.95 (6.03)
	124.03 (108.82)

	product use issue
	89
	9.65 (7.77~11.99)
	8.96 (625.87)
	3.16 (2.71)
	8.94 (7.76)

	insurance issue
	76
	66.41 (52.56~83.92)
	61.90 (4458.38)
	5.94 (5.03)
	61.36 (52.66)

	constipation
	57
	6.01 (4.60~7.85)
	5.75 (220.87)
	2.52 (2.09)
	5.75 (4.83)

	wrong technique in product usage process
	33
	2.19 (1.55~3.09)
	2.15 (19.42)
	1.10 (0.86)
	2.15 (1.71)

	product availability issue
	30
	13.56 (9.43~19.49)
	13.21 (326.63)
	3.72 (2.87)
	13.19 (10.4)

	product prescribing issue
	25
	14.07 (9.46~20.92)
	13.77 (283.40)
	3.78 (2.85)
	13.75 (10.61)

	bowel movement irregularity
	17
	43.60 (26.97~70.51)
	42.95 (651.41)
	5.42 (3.84)
	42.69 (31.19)

	therapy interrupted
	16
	2.40 (1.46~3.93)
	2.38 (11.52)
	1.25 (0.88)
	2.38 (1.72)

	therapeutic product effect decreased
	15
	4.20 (2.52~6.99)
	4.15 (32.93)
	2.05 (1.43)
	4.15 (2.98)

	intentional product use issue
	14
	2.42 (1.43~4.11)
	2.41 (10.20)
	1.27 (0.87)
	2.41 (1.70)

	product prescribing error
	14
	6.42 (3.79~10.88)
	6.35 (57.98)
	2.67 (1.83)
	6.35 (4.50)

	frequent bowel movements
	11
	8.35 (4.61~15.14)
	8.28 (63.33)
	3.05 (1.99)
	8.27 (5.61)

	gastrointestinal disorder
	11
	2.33 (1.29~4.23)
	2.32 (7.03)
	1.21 (0.79)
	2.32 (1.57)

	product dispensing error
	11
	4.97 (2.74~9.01)
	4.93 (30.71)
	2.30 (1.51)
	4.93 (3.34)

	gastrointestinal motility disorder
	10
	46.16 (24.72~86.21)
	45.75 (391.63)
	5.51 (3.52)
	45.46 (30.23)

	impaired gastric emptying
	10
	12.56 (6.74~23.43)
	12.46 (94.14)
	3.64 (2.33)
	12.44 (8.28)

	product use complaint
	9
	7.03 (3.65~13.56)
	6.99 (40.37)
	2.80 (1.75)
	6.98 (4.55)

	unevaluable event
	8
	2.61 (1.30~5.23)
	2.59 (6.34)
	1.38 (0.84)
	2.59 (1.65)

	drug effect less than expected
	7
	5.05 (2.40~10.62)
	5.02 (18.73)
	2.33 (1.37)
	5.02 (3.09)

	product physical issue
	6
	5.25 (2.35~11.71)
	5.22 (16.49)
	2.38 (1.34)
	5.22 (3.09)

	product distribution issue
	5
	6.55 (2.72~15.76)
	6.52 (18.17)
	2.70 (1.44)
	6.52 (3.67)

	road traffic accident
	5
	3.04 (1.26~7.32)
	3.03 (4.93)
	1.60 (0.85)
	3.03 (1.71)

	abnormal faeces
	4
	11.78 (4.41~31.46)
	11.74 (29.24)
	3.55 (1.76)
	11.72 (6.17)

	bedridden
	3
	5.85 (1.88~18.19)
	5.84 (7.68)
	2.55 (1.13)
	5.84 (2.78)

	faeces hard
	3
	17.82 (5.73~55.40)
	17.77 (32.11)
	4.15 (1.84)
	17.73 (8.45)

	product packaging issue
	3
	6.18 (1.99~19.19)
	6.16 (8.32)
	2.62 (1.17)
	6.16 (2.94)

	therapeutic product effect delayed
	3
	6.82 (2.19~21.18)
	6.80 (9.60)
	2.76 (1.23)
	6.79 (3.24)

	therapeutic product effect variable
	3
	7.96 (2.56~24.73)
	7.94 (11.91)
	2.99 (1.33)
	7.93 (3.78)


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

Supplementary Table S2 Frequency of prucalopride ADE signals at the PT level in males
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM(EBGM05)

	diarrhoea
	25
	3.74 (2.48~5.64)
	3.50 (43.26)
	1.81 (1.35)
	3.50 (2.68)

	headache
	21
	4.91 (3.15~7.66)
	4.63 (57.01)
	2.21 (1.61)
	4.63 (3.46)

	dizziness
	16
	3.63 (2.19~6.01)
	3.48 (26.29)
	1.80 (1.26)
	3.48 (2.50)

	abdominal pain upper
	14
	8.31 (4.86~14.22)
	7.95 (78.71)
	2.99 (2.04)
	7.95 (5.59)

	nausea
	14
	2.49 (1.45~4.26)
	2.42 (10.45)
	1.27 (0.87)
	2.42 (1.70)

	hallucination
	11
	10.10 (5.53~18.46)
	9.75 (78.08)
	3.28 (2.13)
	9.74 (6.57)

	abdominal distension
	10
	11.59 (6.17~21.8)
	11.22 (83.34)
	3.49 (2.22)
	11.21 (7.42)

	anxiety
	9
	3.21 (1.65~6.24)
	3.14 (11.20)
	1.65 (1.03)
	3.14 (2.04)

	muscle spasms
	9
	6.06 (3.12~11.78)
	5.90 (32.07)
	2.56 (1.59)
	5.90 (3.82)

	delirium tremens
	8
	1411.05 (666.48~2987.43)
	1371.60 (8425.54)
	10.23 (5.99)
	1200.28 (735.26)

	disorientation
	8
	21.42 (10.60~43.29)
	20.85 (131.87)
	4.38 (2.65)
	20.81 (13.14)

	somnolence
	8
	3.93 (1.95~7.94)
	3.85 (14.24)
	1.94 (1.18)
	3.85 (2.43)

	tachycardia
	8
	9.18 (4.54~18.55)
	8.95 (48.94)
	3.16 (1.91)
	8.94 (5.65)

	abdominal discomfort
	7
	4.32 (2.04~9.14)
	4.23 (14.29)
	2.08 (1.22)
	4.23 (2.59)

	abdominal pain
	6
	2.98 (1.33~6.69)
	2.94 (5.89)
	1.55 (0.87)
	2.94 (1.73)

	depression
	6
	2.98 (1.33~6.70)
	2.94 (5.91)
	1.56 (0.87)
	2.94 (1.73)

	suicidal ideation
	6
	6.19 (2.75~13.89)
	6.08 (20.69)
	2.60 (1.46)
	6.07 (3.58)

	feeling jittery
	5
	44.20 (18.22~107.23)
	43.44 (166.38)
	5.43 (2.89)
	43.25 (24.24)

	parkinson's disease
	5
	11.85 (4.89~28.71)
	11.66 (38.66)
	3.54 (1.88)
	11.65 (6.53)

	flatulence
	4
	7.15 (2.66~19.18)
	7.06 (15.21)
	2.82 (1.39)
	7.06 (3.7)

	intestinal obstruction
	4
	8.35 (3.11~22.40)
	8.24 (18.75)
	3.04 (1.50)
	8.24 (4.32)

	serum amyloid a protein increased
	4
	2596.63 (856.50~7872.12)
	2560.33 (6184.6)
	10.98 (4.97)
	2021.52 (979.39)

	speech disorder
	4
	7.25 (2.70~19.45)
	7.16 (15.50)
	2.84 (1.40)
	7.16 (3.75)

	dyskinesia
	3
	7.55 (2.42~23.56)
	7.48 (10.99)
	2.90 (1.29)
	7.47 (3.55)

	mental disorder
	3
	4.70 (1.51~14.66)
	4.66 (5.36)
	2.22 (0.98)
	4.66 (2.22)

	pallor
	3
	8.56 (2.74~26.71)
	8.48 (13.02)
	3.08 (1.37)
	8.47 (4.03)

	psychotic disorder
	3
	7.86 (2.52~24.53)
	7.79 (11.62)
	2.96 (1.31)
	7.78 (3.70)

	stress
	3
	5.34 (1.71~16.68)
	5.30 (6.61)
	2.40 (1.07)
	5.30 (2.52)


Note: ADE adverse drug event, PT preferred terms, ROR reporting odds ratio, CI confidence intervals, PRR proportional reporting ratio, χ2 chi-squared, IC information component, IC025 lower limit of 95% CI of the IC, EBGM empirical Bayesian geometric mean, EBGM05 lower limit of 95% CI of EBGM.

Supplementary Table S3 Excluded adverse event signals at the PT level for prucalopride in males
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM(EBGM05)

	off label use
	33
	2.38 (1.65~3.41)
	2.22 (21.98)
	1.15 (0.89)
	2.22 (1.75)

	drug ineffective
	33
	2.20 (1.53~3.16)
	2.06 (17.97)
	1.04 (0.80)
	2.06 (1.63)

	no adverse event
	19
	8.68 (5.45~13.83)
	8.17 (113.33)
	3.03 (2.17)
	8.16 (6.02)

	constipation
	17
	7.67 (4.7~12.53)
	7.28 (86.52)
	2.86 (2.02)
	7.27 (5.28)

	inability to afford medication
	16
	86.36 (52.05~143.28)
	81.58 (1184.96)
	6.34 (4.41)
	80.90 (58.12)

	product use issue
	12
	5.45 (3.05~9.71)
	5.26 (37.53)
	2.39 (1.58)
	5.26 (3.60)

	therapeutic product effect decreased
	11
	15.31 (8.38~27.99)
	14.76 (127.82)
	3.88 (2.52)
	14.74 (9.94)

	insurance issue
	10
	35.84 (19.05~67.43)
	34.62 (293.01)
	5.11 (3.25)
	34.50 (22.83)

	duplicate therapy error
	8
	963.63 (461.86~2010.52)
	936.71 (5987.23)
	9.74 (5.76)
	853.53 (527.88)

	drug interaction
	6
	2.81 (1.25~6.30)
	2.77 (5.16)
	1.47 (0.82)
	2.77 (1.63)

	product prescribing issue
	5
	10.97 (4.53~26.57)
	10.79 (35.19)
	3.43 (1.82)
	10.78 (6.05)

	gastrointestinal motility disorder
	4
	72.93 (27.08~196.37)
	71.92 (211.76)
	6.16 (3.03)
	71.39 (37.37)

	bowel movement irregularity
	4
	36.94 (13.74~99.29)
	36.44 (104.34)
	5.18 (2.56)
	36.30 (19.03)

	impaired gastric emptying
	4
	35.79 (13.31~96.18)
	35.3 (100.88)
	5.14 (2.53)
	35.17 (18.44)

	frequent bowel movements
	4
	10.51 (3.92~28.21)
	10.38 (25.17)
	3.37 (1.67)
	10.37 (5.44)

	drug ineffective for unapproved indication
	4
	4.19 (1.56~11.26)
	4.15 (6.69)
	2.05 (1.01)
	4.15 (2.18)

	gastrointestinal disorder
	4
	3.98 (1.48~10.69)
	3.94 (6.11)
	1.98 (0.98)
	3.94 (2.07)

	therapeutic product effect delayed
	3
	33.37 (10.68~104.29)
	33.03 (63.71)
	5.04 (2.23)
	32.92 (15.64)

	drug effect less than expected
	3
	11.06 (3.54~34.51)
	10.95 (18.09)
	3.45 (1.53)
	10.94 (5.20)


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

Supplementary Table S4 Frequency of prucalopride ADE signals at the PT level in females
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM(EBGM05)

	headache
	120
	4.08 (3.37~4.93)
	3.72 (243.10)
	1.89 (1.65)
	3.72 (3.28)

	nausea
	101
	2.65 (2.16~3.25)
	2.49 (91.99)
	1.31 (1.14)
	2.49 (2.18)

	diarrhoea
	90
	2.98 (2.40~3.70)
	2.81 (106.06)
	1.49 (1.28)
	2.81 (2.44)

	abdominal pain
	53
	5.57 (4.22~7.34)
	5.33 (183.72)
	2.41 (1.98)
	5.33 (4.45)

	dizziness
	52
	2.38 (1.80~3.15)
	2.31 (38.19)
	1.21 (0.99)
	2.31 (1.93)

	vomiting
	51
	2.33 (1.76~3.09)
	2.27 (35.65)
	1.18 (0.97)
	2.27 (1.89)

	depression
	48
	5.70 (4.27~7.62)
	5.48 (172.66)
	2.45 (1.99)
	5.48 (4.53)

	malaise
	44
	2.11 (1.56~2.85)
	2.06 (23.53)
	1.04 (0.84)
	2.06 (1.69)

	abdominal discomfort
	41
	4.7 (3.44~6.42)
	4.55 (110.83)
	2.18 (1.75)
	4.54 (3.71)

	anxiety
	37
	2.96 (2.13~4.10)
	2.89 (44.25)
	1.53 (1.21)
	2.88 (2.33)

	feeling abnormal
	34
	3.05 (2.16~4.29)
	2.98 (43.17)
	1.57 (1.23)
	2.98 (2.38)

	suicidal ideation
	34
	9.89 (7.02~13.92)
	9.60 (253.49)
	3.26 (2.55)
	9.57 (7.66)

	abdominal distension
	33
	7.35 (5.19~10.40)
	7.15 (168.76)
	2.83 (2.21)
	7.13 (5.69)

	muscle spasms
	33
	4.25 (3.00~6.01)
	4.15 (76.14)
	2.05 (1.60)
	4.14 (3.30)

	abdominal pain upper
	27
	2.72 (1.85~3.98)
	2.67 (26.85)
	1.42 (1.08)
	2.67 (2.08)

	depressed mood
	27
	10.13 (6.91~14.86)
	9.89 (207.09)
	3.30 (2.51)
	9.87 (7.69)

	flatulence
	27
	12.23 (8.34~17.94)
	11.94 (259.53)
	3.57 (2.72)
	11.90 (9.27)

	pituitary tumour benign
	27
	466.85 (311.71~699.22)
	454.68 (10512.09)
	8.67 (6.49)
	406.07 (311.87)

	hypertension
	24
	2.68 (1.79~4.02)
	2.64 (23.10)
	1.40 (1.05)
	2.64 (2.03)

	migraine
	24
	3.89 (2.59~5.83)
	3.82 (47.44)
	1.93 (1.45)
	3.82 (2.93)

	vision blurred
	24
	3.70 (2.47~5.54)
	3.63 (43.46)
	1.86 (1.39)
	3.63 (2.79)

	hyperprolactinaemia
	23
	107.88 (70.96~164.02)
	105.50 (2216.22)
	6.68 (4.95)
	102.67 (78.09)

	decreased appetite
	22
	2.14 (1.40~3.27)
	2.12 (11.99)
	1.08 (0.80)
	2.12 (1.61)

	blood pressure increased
	21
	3.15 (2.05~4.86)
	3.11 (28.14)
	1.64 (1.20)
	3.11 (2.34)

	tremor
	21
	3.20 (2.08~4.93)
	3.15 (28.93)
	1.66 (1.22)
	3.15 (2.38)

	cerebrovascular accident
	19
	3.47 (2.20~5.46)
	3.42 (30.31)
	1.77 (1.28)
	3.42 (2.54)

	erythema
	19
	2.41 (1.53~3.79)
	2.38 (13.98)
	1.25 (0.90)
	2.38 (1.77)

	crying
	18
	13.02 (8.16~20.76)
	12.81 (183.94)
	3.67 (2.63)
	12.77 (9.41)

	nervousness
	18
	8.53 (5.35~13.61)
	8.40 (110.10)
	3.07 (2.20)
	8.39 (6.18)

	pollakiuria
	18
	12.18 (7.64~19.43)
	11.99 (170.14)
	3.58 (2.56)
	11.95 (8.81)

	gait disturbance
	17
	2.02 (1.25~3.26)
	2.00(7.59)
	1.00 (0.71)
	2.00 (1.46)

	joint swelling
	17
	2.28 (1.41~3.69)
	2.26 (10.80)
	1.18 (0.84)
	2.26 (1.65)

	anger
	16
	16.86 (10.28~27.66)
	16.61 (218.67)
	4.05 (2.84)
	16.55 (11.97)

	bronchitis
	16
	4.68 (2.85~7.67)
	4.62 (41.94)
	2.21 (1.55)
	4.62 (3.34)

	secondary adrenocortical insufficiency
	16
	188.87 (113.91~313.16)
	185.96 (2632.42)
	7.47 (5.21)
	177.31 (127.42)

	contusion
	15
	3.39 (2.04~5.65)
	3.36 (22.58)
	1.75 (1.21)
	3.35 (2.40)

	lethargy
	15
	7.83 (4.70~13.04)
	7.73 (81.30)
	2.95 (2.05)
	7.72 (5.53)

	mental disorder
	15
	7.53 (4.52~12.55)
	7.44 (77.29)
	2.89 (2.01)
	7.43 (5.32)

	muscular weakness
	15
	3.47 (2.08~5.78)
	3.43 (23.56)
	1.78 (1.24)
	3.43 (2.46)

	palpitations
	15
	2.63 (1.58~4.38)
	2.61 (13.34)
	1.38 (0.96)
	2.60 (1.87)

	productive cough
	15
	7.23 (4.34~12.05)
	7.14 (73.21)
	2.83 (1.97)
	7.13 (5.11)

	adrenal insufficiency
	13
	22.42 (12.95~38.8)
	22.15 (240.51)
	4.46 (3.01)
	22.02 (15.39)

	hypoacusis
	13
	4.55 (2.63~7.87)
	4.51 (32.12)
	2.17 (1.47)
	4.50 (3.15)

	malignant neoplasm progression
	13
	2.53 (1.46~4.37)
	2.51 (10.38)
	1.33 (0.90)
	2.51 (1.75)

	psychiatric symptom
	13
	45.79 (26.41~79.40)
	45.23 (512.94)
	5.48 (3.70)
	44.71 (31.21)

	suicide attempt
	13
	4.30 (2.49~7.44)
	4.26 (29.34)
	2.09 (1.41)
	4.26 (2.98)

	arthropod bite
	12
	35.10 (19.82~62.18)
	34.71 (356.71)
	5.10 (3.39)
	34.4 (23.68)

	feeling jittery
	12
	16.85 (9.52~29.80)
	16.66 (160.74)
	4.05 (2.70)
	16.59 (11.43)

	rib fracture
	12
	14.99 (8.48~26.52)
	14.83 (140.80)
	3.89 (2.59)
	14.78 (10.18)

	screaming
	12
	61.08 (34.42~108.39)
	60.38 (632.69)
	5.89 (3.91)
	59.45 (40.87)

	unresponsive to stimuli
	12
	13.55 (7.66~23.97)
	13.41 (125.33)
	3.74 (2.49)
	13.36 (9.21)

	vasculitis
	12
	27.22 (15.38~48.19)
	26.92 (272.30)
	4.74 (3.15)
	26.74 (18.41)

	vitamin d deficiency
	12
	34.04 (19.22~60.29)
	33.65 (345.31)
	5.06 (3.36)
	33.37 (22.97)

	wound
	12
	8.24 (4.66~14.57)
	8.16 (68.30)
	3.03 (2.01)
	8.14 (5.61)

	wrist fracture
	12
	17.78 (10.05~31.45)
	17.58 (170.77)
	4.13 (2.75)
	17.51 (12.06)

	blood pressure systolic increased
	11
	12.15 (6.70~22.03)
	12.03 (100.28)
	3.58 (2.34)
	12.00 (8.13)

	head banging
	10
	579.69 (297.25~1130.5)
	574.09 (4482.9)
	8.96 (5.56)
	498.68 (322.33)

	hyponatraemia
	10
	4.59 (2.46~8.56)
	4.56 (24.33)
	2.19 (1.40)
	4.55 (3.03)

	intestinal obstruction
	9
	5.54 (2.87~10.68)
	5.50 (28.79)
	2.46 (1.54)
	5.49 (3.58)

	catatonia
	8
	38.32 (19.05~77.10)
	38.03 (250.16)
	5.24 (3.18)
	37.66 (23.85)

	gastrooesophageal reflux disease
	8
	2.37 (1.18~4.76)
	2.36 (5.01)
	1.24 (0.75)
	2.36 (1.50)

	disturbance in attention
	7
	3.64 (1.73~7.65)
	3.62 (10.79)
	1.86 (1.09)
	3.62 (2.23)

	dyskinesia
	7
	5.04 (2.40~10.60)
	5.01 (18.65)
	2.32 (1.37)
	5.01 (3.08)

	gastrointestinal bacterial overgrowth
	7
	132.85 (62.37~282.95)
	131.95 (757.14)
	6.99 (4.08)
	127.55 (77.83)

	hypocalcaemia
	7
	9.53 (4.53~20.06)
	9.47 (44.83)
	3.24 (1.90)
	9.45 (5.81)

	hypomagnesaemia
	7
	12.34 (5.86~25.99)
	12.27 (61.45)
	3.61 (2.12)
	12.23 (7.52)

	mood altered
	7
	6.34 (3.01~13.35)
	6.31 (26.15)
	2.65 (1.56)
	6.30 (3.87)

	serum amyloid a protein increased
	7
	452.60(206.25~993.19)
	449.54 (2413.86)
	8.65 (4.93)
	401.97 (240.54)

	feeding disorder
	6
	4.64 (2.08~10.35)
	4.62 (13.57)
	2.21 (1.24)
	4.61 (2.73)

	head injury
	6
	4.90 (2.19~10.93)
	4.88 (14.81)
	2.28 (1.29)
	4.87 (2.88)

	osteoporosis
	6
	2.78 (1.25~6.21)
	2.77 (5.14)
	1.47 (0.83)
	2.77 (1.64)

	clostridium difficile infection
	5
	4.87 (2.02~11.74)
	4.85 (11.68)
	2.28 (1.22)
	4.85 (2.73)

	coeliac disease
	5
	11.63 (4.82~28.04)
	11.58 (38.23)
	3.53 (1.88)
	11.55 (6.50)

	hereditary angioedema
	5
	6.80 (2.82~16.38)
	6.77 (19.13)
	2.76 (1.47)
	6.76 (3.80)

	nightmare
	5
	4.35 (1.81~10.48)
	4.33 (9.71)
	2.11 (1.13)
	4.33 (2.44)

	stoma site pain
	5
	95.66 (39.30~232.84)
	95.20 (367.38)
	6.54 (3.46)
	92.89 (51.95)

	tinnitus
	5
	2.83 (1.17~6.81)
	2.82 (4.19)
	1.49 (0.80)
	2.82 (1.59)

	viral infection
	5
	3.12 (1.30~7.53)
	3.11 (5.22)
	1.64 (0.87)
	3.11 (1.75)

	abnormal weight gain
	4
	26.50 (9.89~70.99)
	26.40 (73.51)
	4.71 (2.33)
	26.23 (13.78)

	anal incontinence
	4
	7.52 (2.81~20.09)
	7.49 (16.45)
	2.90 (1.44)
	7.48 (3.94)

	cerebral haemorrhage
	4
	3.59 (1.34~9.59)
	3.58 (5.09)
	1.84 (0.91)
	3.58 (1.88)

	eructation
	4
	4.42 (1.65~11.79)
	4.40 (7.39)
	2.14 (1.06)
	4.40 (2.31)

	fear
	4
	5.14 (1.92~13.72)
	5.12 (9.46)
	2.35 (1.17)
	5.11 (2.69)

	gastritis
	4
	3.89 (1.45~10.38)
	3.87 (5.90)
	1.95 (0.97)
	3.87 (2.04)

	haemorrhoids
	4
	6.68 (2.50~17.86)
	6.66 (13.98)
	2.73 (1.35)
	6.65 (3.50)

	hunger
	4
	4.87 (1.82~13)
	4.85 (8.68)
	2.28 (1.13)
	4.85 (2.55)

	ileus
	4
	10.86 (4.06~29.04)
	10.83 (26.45)
	3.43 (1.70)
	10.80 (5.68)

	mitochondrial myopathy
	4
	661.51 (228.37~1916.18)
	658.95 (1713.00)
	9.13 (4.27)
	561.48 (280.25)

	musculoskeletal chest pain
	4
	6.30 (2.36~16.82)
	6.28 (12.84)
	2.65 (1.31)
	6.27 (3.30)

	serotonin syndrome
	4
	4.45 (1.67~11.88)
	4.43 (7.48)
	2.15 (1.06)
	4.43 (2.33)

	tooth infection
	4
	5.70 (2.13~15.24)
	5.68 (11.10)
	2.51 (1.24)
	5.68 (2.99)

	urinary incontinence
	4
	3.60 (1.35~9.62)
	3.59 (5.12)
	1.84 (0.91)
	3.59 (1.89)

	abnormal faeces
	3
	9.47 (3.05~29.46)
	9.45 (14.97)
	3.24 (1.44)
	9.43 (4.49)

	anorectal discomfort
	3
	26.39 (8.46~82.27)
	26.31 (49.59)
	4.71 (2.09)
	26.14 (12.43)

	blood iron decreased
	3
	4.14 (1.33~12.88)
	4.13 (4.34)
	2.05 (0.91)
	4.13 (1.97)

	convulsive threshold lowered
	3
	242.55(75.37~780.53)
	241.85 (468.89)
	7.83 (3.40)
	227.40 (105.96)

	electrolyte imbalance
	3
	6.22 (2.00~19.34)
	6.20 (8.40)
	2.63 (1.17)
	6.20 (2.95)

	faecaloma
	3
	15.22 (4.89~47.37)
	15.18 (26.71)
	3.92 (1.74)
	15.12 (7.20)

	gastrointestinal pain
	3
	5.61 (1.80~17.43)
	5.59 (7.18)
	2.48 (1.10)
	5.59 (2.66)

	hypovolaemia
	3
	18.12 (5.82~56.43)
	18.07 (32.66)
	4.17 (1.85)
	17.99 (8.56)

	parkinson's disease
	3
	4.02 (1.29~12.48)
	4.01 (4.10)
	2.00 (0.89)
	4.00 (1.91)

	rotator cuff syndrome
	3
	6.08 (1.96~18.91)
	6.07 (8.13)
	2.60 (1.16)
	6.06 (2.89)

	tendon rupture
	3
	8.48 (2.73~26.37)
	8.46 (12.95)
	3.08 (1.37)
	8.44 (4.02)

	thinking abnormal
	3
	4.31 (1.39~13.38)
	4.30 (4.65)
	2.10 (0.94)
	4.29 (2.05)


Note: ADE adverse drug event, PT preferred terms, ROR reporting odds ratio, CI confidence intervals, PRR proportional reporting ratio, χ2 chi-squared, IC information component, IC025 lower limit of 95% CI of the IC, EBGM empirical Bayesian geometric mean, EBGM05 lower limit of 95% CI of EBGM.

Supplementary Table S5 Excluded adverse event signals at the PT level for prucalopride in females
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM(EBGM05)

	no adverse event
	81
	8.17 (6.51~10.25)
	7.61(462.00)
	2.92 (2.49)
	7.59 (6.55)

	product use issue
	64
	6.81 (5.29~8.77)
	6.45 (291.74)
	2.69 (2.24)
	6.44 (5.46)

	constipation
	54
	5.48 (4.16~7.21)
	5.24 (182.84)
	2.39 (1.96)
	5.24 (4.38)

	inability to afford medication
	53
	65.18 (49.33~86.11)
	61.88 (3066.68)
	5.93 (4.86)
	60.91 (50.77)

	insurance issue
	46
	37.17 (27.62~50.03)
	35.56 (1498.65)
	5.14 (4.16)
	35.24 (29.03)

	inappropriate schedule of product administration
	39
	2.62 (1.90~3.60)
	2.55 (35.86)
	1.35 (1.08)
	2.55 (2.07)

	product use in unapproved indication
	39
	2.26 (1.64~3.11)
	2.21 (25.16)
	1.15 (0.91)
	2.21 (1.80)

	product availability issue
	21
	10.65 (6.91~16.41)
	10.45 (170.06)
	3.38 (2.48)
	10.43 (7.86)

	impaired gastric emptying
	18
	22.34 (14~35.66)
	21.97 (337.96)
	4.45 (3.19)
	21.85 (16.10)

	product prescribing issue
	16
	9.95 (6.07~16.31)
	9.81 (117.83)
	3.29 (2.31)
	9.79 (7.09)

	intentional product use issue
	14
	3.08 (1.82~5.22)
	3.05 (17.37)
	1.61 (1.10)
	3.05 (2.16)

	treatment failure
	13
	2.14 (1.24~3.71)
	2.13 (6.73)
	1.09 (0.74)
	2.13 (1.49)

	bowel movement irregularity
	11
	28.76 (15.84~52.22)
	28.47 (262.84)
	4.82 (3.15)
	28.26 (19.14)

	drug ineffective for unapproved indication
	10
	3.06 (1.64~5.71)
	3.04 (11.78)
	1.60 (1.03)
	3.04 (2.02)

	adverse drug reaction
	10
	2.28 (1.22~4.24)
	2.26 (5.87)
	1.18 (0.76)
	2.26 (1.51)

	gastrointestinal disorder
	10
	2.02 (1.08~3.76)
	2.01 (4.11)
	1.00 (0.64)
	2.01 (1.33)

	therapeutic drug monitoring analysis not performed
	9
	347.47 (175.13~689.39)
	344.45 (2519.19)
	8.30 (5.09)
	315.83 (201.86)

	product monitoring error
	9
	74.94 (38.63~145.36)
	74.29 (568.44)
	6.19 (3.85)
	72.88 (47.27)

	labelled drug-drug interaction medication error
	9
	22.09 (11.44~42.65)
	21.90 (158.38)
	4.45 (2.78)
	21.78 (14.17)

	loss of personal independence in daily activities
	9
	2.35 (1.22~4.52)
	2.33 (5.61)
	1.22 (0.76)
	2.33 (1.52)

	product prescribing error
	8
	3.69 (1.84~7.40)
	3.67 (12.99)
	1.87 (1.14)
	3.67 (2.33)

	gastrointestinal motility disorder
	7
	30.72 (14.57~64.80)
	30.52 (170.11)
	4.92 (2.89)
	30.29 (18.60)

	unevaluable even
	7
	2.37 (1.13~4.99)
	2.36 (4.22)
	1.24 (0.73)
	2.36 (1.45)

	product physical issue
	6
	5.65 (2.53~12.62)
	5.63 (18.42)
	2.49 (1.40)
	5.62 (3.32)

	circumstance or information capable of leading to medication error
	6
	5.17 (2.32~11.55)
	5.15 (16.13)
	2.36 (1.33)
	5.14 (3.04)

	frequent bowel movements
	6
	4.70 (2.11~10.50)
	4.68 (13.88)
	2.23 (1.25)
	4.68 (2.77)

	bedridden
	5
	8.68 (3.60~20.93)
	8.65 (26.55)
	3.11 (1.66)
	8.63 (4.86)

	infrequent bowel movements
	3
	34.54 (11.07~107.83)
	34.45 (66.24)
	5.09 (2.26)
	34.14 (16.23)

	therapeutic product effect variable
	3
	10.85 (3.49~33.77)
	10.83 (17.78)
	3.43 (1.53)
	10.80 (5.14)

	post procedural complication
	3
	4.72 (1.52~14.68)
	4.71 (5.45)
	2.24 (0.99)
	4.71 (2.24)

	product distribution issue
	3
	4.33 (1.39~13.47)
	4.32 (4.70)
	2.11 (0.94)
	4.32 (2.06)


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

Supplementary Table S6 The ADE signal frequencies of the prucalopril in both male and female patients at the PT level
	PT
	males
	females

	
	Number
	ROR (95%CI)
	Number
	ROR (95%CI)

	diarrhoea
	25
	3.74 (2.48~5.64)
	90
	2.98 (2.40~3.70)

	headache
	21
	4.91 (3.15~7.66)
	120
	4.08 (3.37~4.93)

	dizziness
	16
	3.63 (2.19~6.01)
	52
	2.38 (1.80~3.15)

	abdominal pain upper
	14
	8.31 (4.86~14.22)
	27
	2.72 (1.85~3.98)

	nausea
	14
	2.49 (1.45~4.26)
	101
	2.65 (2.16~3.25)

	abdominal distension
	10
	11.59 (6.17~21.8)
	33
	7.35 (5.19~10.40)

	anxiety
	9
	3.21 (1.65~6.24)
	37
	2.96 (2.13~4.10)

	muscle spasms
	9
	6.06 (3.12~11.78)
	33
	4.25 (3.00~6.01)

	abdominal discomfort
	7
	4.32 (2.04~9.14)
	41
	4.70 (3.44~6.42)

	abdominal pain
	6
	2.98 (1.33~6.69)
	53
	5.57 (4.22~7.34)

	depression
	6
	2.98 (1.33~6.70)
	48
	5.70 (4.27~7.62)

	suicidal ideation
	6
	6.19 (2.75~13.89)
	34
	9.89 (7.02~13.92)

	feeling jittery
	5
	44.20 (18.22~107.23)
	12
	16.85 (9.52~29.80)

	parkinson's disease
	5
	11.85 (4.89~28.71)
	3
	4.02 (1.29~12.48)

	flatulence
	4
	7.15 (2.66~19.18)
	27
	12.23 (8.34~17.94)

	intestinal obstruction
	4
	8.35 (3.11~22.40)
	9
	5.54 (2.87~10.68)

	serum amyloid A protein increased
	4
	2596.63 (856.50~7872.12)
	7
	452.60(206.25~993.19)

	dyskinesia
	3
	7.55 (2.42~23.56)
	7
	5.04 (2.40~10.60)

	mental disorder
	3
	4.70 (1.51~14.66)
	15
	7.53 (4.52~12.55)


Note: ADE adverse drug event, PT preferred terms, ROR reporting odds ratio, CI confidence intervals.

Supplementary Table S7 Frequency of ADE signals of prucalopride at the PT level in patients aged under 18, aged 18 to 65 and aged over 65
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM(EBGM05)

	﹤18
	
	
	
	
	

	-
	-
	-
	-
	-
	-

	18-65 
	
	
	
	
	

	diarrhoea
	8
	5.21 (2.49~10.90)
	4.71 (20.30)
	2.23 (1.32)
	4.70 (2.90)

	dizziness
	8
	8.04 (3.84~16.83)
	7.20 (37.35)
	2.85 (1.68)
	7.20 (4.44)

	headache
	8
	6.31 (3.01~13.21)
	5.68 (26.87)
	2.50 (1.48)
	5.67 (3.50)

	nausea
	7
	4.38 (2.00~9.58)
	4.03 (13.38)
	2.01 (1.15)
	4.03 (2.41)

	feeling jittery
	5
	178.97 (71.59~447.39)
	165.69 (654.50)
	7.36 (3.82)
	163.73 (89.98)

	somnolence
	5
	9.79 (3.93~24.35)
	9.13 (28.75)
	3.19 (1.66)
	9.13 (5.03)

	abdominal distension
	4
	16.53 (6.01~45.44)
	15.60 (41.16)
	3.96 (1.92)
	15.59 (8.05)

	anxiety
	4
	4.93 (1.79~13.54)
	4.69 (8.32)
	2.23 (1.08)
	4.69 (2.42)

	serum amyloid A protein increased
	4
	14695.46 (3595.85~60057.14)
	13818.18 (21155.33)
	12.75 (4.67)
	6909.59 (2754.15)

	abdominal pain upper
	3
	6.56 (2.06~20.89)
	6.31 (8.68)
	2.66 (1.16)
	6.31 (2.96)

	back pain
	3
	5.79 (1.82~18.43)
	5.57 (7.21)
	2.48 (1.08)
	5.57 (2.61)

	pain in extremity
	3
	5.22 (1.64~16.63)
	5.03 (6.13)
	2.33 (1.02)
	5.03 (2.36)

	parkinson's disease
	3
	89.25 (27.94~285.05)
	85.30 (171.76)
	6.41 (2.79)
	84.78 (39.70)

	peripheral swelling
	3
	8.17 (2.57~26.01)
	7.85 (11.79)
	2.97 (1.30)
	7.84 (3.68)

	speech disorder
	3
	25.10 (7.88~79.96)
	24.02 (45.17)
	4.58(2.00)
	23.98 (11.25)

	stress
	3
	18.20 (5.71~57.98)
	17.43 (31.53)
	4.12 (1.80)
	17.41 (8.17)

	tremor
	3
	8.56 (2.69~27.26)
	8.22 (12.56)
	3.04 (1.33)
	8.22 (3.86)

	weight increased
	3
	5.72 (1.80~18.21)
	5.51 (7.08)
	2.46 (1.08)
	5.51 (2.58)

	﹥ 65
	
	
	
	
	

	diarrhoea
	10
	5.63 (2.87~11.08)
	4.90 (28.15)
	2.29 (1.41)
	4.90 (3.15)

	delirium tremens
	8
	35001.65 (9046.73~135420.75)
	30557.12 (58592.87)
	13.02 (4.96)
	8334.49 (3443.14)

	disorientation
	8
	78.28 (37.21~164.65)
	68.46 (464.58)
	6.09 (3.58)
	68.06 (41.87)

	hallucination
	8
	27.71 (13.19~58.21)
	24.32 (156.79)
	4.60 (2.71)
	24.27 (14.94)

	tachycardia
	8
	51.20 (24.36~107.63)
	44.83 (300.05)
	5.48 (3.22)
	44.66 (27.48)

	abdominal pain upper
	7
	21.53 (9.81~47.26)
	19.24 (103.95)
	4.26 (2.43)
	19.21 (11.49)

	dizziness
	7
	6.14 (2.80~13.48)
	5.57 (22.31)
	2.48 (1.41)
	5.57 (3.33)

	headache
	6
	9.14 (3.94~21.21)
	8.37 (32.25)
	3.06 (1.68)
	8.36 (4.83)

	asthenia
	5
	4.13 (1.66~10.31)
	3.89 (8.19)
	1.96 (1.02)
	3.88 (2.14)

	nausea
	5
	4.21 (1.69~10.49)
	3.95 (8.44)
	1.98 (1.03)
	3.95 (2.17)

	pain
	5
	6.31 (2.53~15.73)
	5.89 (15.89)
	2.56 (1.33)
	5.88 (3.24)

	abdominal discomfort
	4
	12.68 (4.60~34.93)
	11.94 (30.03)
	3.58 (1.73)
	11.93 (6.15)

	abdominal distension
	4
	20.34 (7.38~56.05)
	19.11 (51.83)
	4.25 (2.06)
	19.08 (9.84)

	anxiety
	4
	15.85 (5.75~43.66)
	14.91 (39.03)
	3.90 (1.89)
	14.89 (7.68)

	somnolence
	4
	9.70 (3.52~26.71)
	9.15 (21.58)
	3.19 (1.55)
	9.14 (4.72)

	confusional state
	3
	5.26 (1.65~16.77)
	5.05 (6.18)
	2.34 (1.02)
	5.05 (2.37)

	neuropathy peripheral
	3
	7.50 (2.35~23.93)
	7.19 (10.46)
	2.85 (1.24)
	7.19 (3.37)

	pallor
	3
	41.39 (12.96~132.23)
	39.47 (77.13)
	5.30 (2.31)
	39.34 (18.42)

	parkinson's disease
	3
	22.37 (7.01~71.40)
	21.35 (39.64)
	4.41 (1.93)
	21.31 (9.98)


Note: ADE adverse drug event, PT preferred terms, ROR reporting odds ratio, CI confidence intervals, PRR proportional reporting ratio, χ2 chi-squared, IC information component, IC025 lower limit of 95% CI of the IC, EBGM empirical Bayesian geometric mean, EBGM05 lower limit of 95% CI of EBGM.

Supplementary Table S8 Excluded adverse event signals at the PT level for prucalopride in patients aged under 18, aged 18 to 65 and aged over 65
	PT
	Number
	ROR (95% CI)
	PRR (χ2)
	IC (IC025)
	EBGM(EBGM05)

	﹤18
	
	
	
	
	

	no adverse event
	3
	11.22 (3.25~38.77)
	9.51 (15.39)
	3.25 (1.34)
	9.50 (4.23)

	18-65
	
	
	
	
	

	drug ineffective
	13
	4.02 (2.20~7.37)
	3.44 (21.29)
	1.78 (1.16)
	3.44 (2.31)

	constipation
	7
	16.9 (7.72~36.99)
	15.24 (79.92)
	3.93 (2.25)
	15.23 (9.13)

	inappropriate schedule of product administration
	5
	5.00 (2.01~12.44)
	4.70 (11.28)
	2.23 (1.16)
	4.70 (2.59)

	drug interaction
	4
	6.20 (2.26~17.03)
	5.89 (11.82)
	2.56 (1.24)
	5.88 (3.04)

	impaired gastric emptying
	4
	93.09 (33.78~256.53)
	87.60 (259.83)
	6.44 (3.12)
	87.05 (44.89)

	hospitalisation
	3
	5.78 (1.81~18.39)
	5.56 (7.18)
	2.47 (1.08)
	5.56 (2.61)

	treatment failure
	3
	11.34 (3.56~36.11)
	10.88 (18.00)
	3.44 (1.51)
	10.87 (5.10)

	﹥65
	
	
	
	
	

	drug ineffective
	8
	3.63 (1.73~7.63)
	3.30 (11.04)
	1.72 (1.01)
	3.30 (2.03)

	duplicate therapy error
	8
	4200.07 (1815.25~9718)
	3666.85 (19521.55)
	11.44 (6.28)
	2778.16 (1605.90)

	fall
	5
	3.86 (1.55~9.64)
	3.64 (7.26)
	1.86 (0.97)
	3.64 (2.00)

	constipation
	4
	5.78 (2.10~15.91)
	5.47 (10.61)
	2.45 (1.19)
	5.47 (2.82)

	drug effect less than expected
	3
	84.88 (26.52~271.7)
	80.89 (162.49)
	6.33 (2.76)
	80.33 (37.56)


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

 Supplementary Table S9 Top 5 PTs by ADE signal intensity based on ROR for gender and age subgroups
	PT
	Number
	ROR (95% CI)

	Gender
	males
	
	

	
	serum amyloid A protein increased
	4
	2596.63 (856.50~7872.12)

	
	delirium tremens
	8
	1411.05 (666.48~2987.43)

	
	feeling jittery
	5
	44.20 (18.22~107.23)

	
	disorientation
	8
	21.42 (10.60~43.29)

	
	parkinson's disease
	5
	11.85 (4.89~28.71)

	
	females
	
	

	
	mitochondrial myopathy
	4
	661.51 (228.37~1916.18)

	
	head banging
	10
	579.69 (297.25~1130.50)

	
	pituitary tumour benign
	27
	466.85 (311.71~699.22)

	
	serum amyloid a protein increased
	7
	452.60 (206.25~993.19)

	
	convulsive threshold lowered
	3
	242.55 (75.37~780.53)

	Age (year)
	﹤18
	
	

	
	-
	-
	-

	
	18-65
	
	

	
	serum amyloid a protein increased
	4
	14695.46 (3595.85~60057.14)

	
	feeling jittery
	5
	178.97 (71.59~447.39)

	
	parkinson's disease
	3
	89.25 (27.94~285.05)

	
	speech disorder
	3
	25.10 (7.88~79.96)

	
	stress
	3
	18.20 (5.71~57.98)

	
	﹥65
	
	

	
	delirium tremens
	8
	35001.65 (9046.73~135420.75)

	
	disorientation
	8
	78.28 (37.21~164.65)

	
	tachycardia
	8
	51.20 (24.36~107.63)

	
	pallor
	3
	41.39 (12.96~132.23)

	
	hallucination
	8
	27.71 (13.19~58.21)


[bookmark: _GoBack]Note: ADE adverse drug event, PTs preferred terms, ROR reporting odds ratio, CI confidence intervals.

