Table S1. A two-by-two contingency table
	
	Target adverse event
	Other adverse events
	Sums

	Ertapenem
	a
	b
	a+b

	Other drugs
	c
	d
	c+d

	Sums
	a+c
	b+d
	a+b+c+d


[bookmark: _Hlk190854299]Note: a, number of adverse events containing both ertapenem and the target adverse event; b, number of adverse events containing the other adverse events of ertapenem; c, number of adverse events containing the target adverse event of other drugs; d, number of adverse events containing the other adverse events of other drugs.


Table S2. Detailed formulas for disproportionality analysis
	Algorithms
	Formula
	Criteria

	ROR
	



	a ≥ 3, ROR025 > 1

	MHRA
	

	a ≥ 3, PRR ≥ 2, χ2 ≥ 4

	BCPNN
	


	IC025 > 0

	MGPS
	
	EBGM05 >2

	
	
	


[bookmark: _Hlk178870768]The formulas to calculate the signal strength are as follows: a, number of adverse events containing both ertapenem and the target adverse event; b, number of adverse events containing the other adverse events of ertapenem; c, number of adverse events containing the target adverse event of other drugs; d, number of adverse events containing the other adverse events of other drugs.
[bookmark: _Hlk178773142]Abbreviations: 95% CI, 95% confidence interval; χ2, chi-squared; ROR, reporting odds ratio; PRR, proportional reporting ratio; BCPNN, Bayesian confidence propagation neutral network; MGPS, multi-item gamma Poisson shrinker; IC, information component; IC025, the lower limit of the 95% CI of the IC; IC975, the upper limit of the 95% CI of the IC; EBGM, empirical Bayesian geometric mean; EBGM05, the lower limit of the 90% CI of EBGM.


[bookmark: _Hlk193145179]Table S3. Signal strength of AE reports for ertapenem at the System Organ Class (SOC) level in the FAERS database
	SOC names
	a
	b
	c
	d
	Proportion (%)
	[bookmark: _Hlk178773269]ROR (95%Cl)
	PRR (χ2)
	IC (IC025)
	EBGM (EBGM05)
	Adjusted P value 

	[bookmark: _Hlk191936106]Nervous system disorders
	1534
	5703
	4485690
	48033132
	21.20
	2.88 (2.72–3.05)
	2.48 (1483.33)
	1.31 (1.23)
	2.48 (2.37)
	< 0.001 

	Psychiatric disorders
	1056
	6181
	2993682
	49525140
	14.59
	2.83 (2.65–3.02)
	2.56 (1064.04)
	1.35 (1.25)
	2.56 (2.42)
	< 0.001 

	General disorders and administration site conditions
	870
	6367
	9154412
	43364410
	12.02
	0.65 (0.6–0.69)
	0.69 (147.11)
	-0.54 (-0.65)
	0.69 (0.65)
	< 0.001 

	Injury, poisoning and procedural complications
	743
	6494
	5340892
	47177930
	10.27
	1.01 (0.94–1.09)
	1.01 (0.07)
	0.01 (-0.11)
	1.01 (0.95)
	1.000 

	Skin and subcutaneous tissue disorders
	474
	6763
	2823382
	49695440
	6.55
	1.23 (1.12–1.35)
	1.22 (19.6)
	0.28 (0.13)
	1.22 (1.13)
	< 0.001 

	Infections and infestations
	412
	6825
	2741453
	49777369
	5.69
	1.10 (0.99–1.21)
	1.09 (3.27)
	0.12 (-0.04)
	1.09 (1.00)
	1.000 

	Investigations
	342
	6895
	3239242
	49279580
	4.73
	0.75 (0.68–0.84)
	0.77 (26.00)
	-0.38 (-0.56)
	0.77 (0.70)
	< 0.001 

	Gastrointestinal disorders
	309
	6928
	4475649
	48043173
	4.27
	0.48 (0.43–0.54)
	0.5 (167.85)
	-1.00 (-1.18)
	0.5 (0.46)
	< 0.001 

	Blood and lymphatic system disorders
	211
	7026
	887076
	51631746
	2.92
	1.75 (1.52–2.00)
	1.73 (65.55)
	0.78 (0.56)
	1.73 (1.54)
	< 0.001 

	Respiratory, thoracic and mediastinal disorders
	196
	7041
	2468566
	50050256
	2.71
	0.56 (0.49–0.65)
	0.58 (64.11)
	-0.79 (-1.03)
	0.58 (0.51)
	< 0.001 

	Musculoskeletal and connective tissue disorders
	144
	7093
	2726710
	49792112
	1.99
	0.37 (0.31–0.44)
	0.38 (150.74)
	-1.38 (-1.66)
	0.38 (0.33)
	< 0.001 

	Renal and urinary disorders
	143
	7094
	1009659
	51509163
	1.98
	1.03 (0.87–1.21)
	1.03 (0.11)
	0.04 (-0.24)
	1.03 (0.89)
	1.000 

	Hepatobiliary disorders
	113
	7124
	480191
	52038631
	1.56
	1.72 (1.43–2.07)
	1.71 (33.44)
	0.77 (0.46)
	1.71 (1.46)
	< 0.001 

	Cardiac disorders
	108
	7129
	1398449
	51120373
	1.49
	0.55 (0.46–0.67)
	0.56 (38.25)
	-0.83 (-1.15)
	0.56 (0.48)
	< 0.001 

	Vascular disorders
	106
	7131
	1128594
	51390228
	1.46
	0.68 (0.56–0.82)
	0.68 (16.11)
	-0.55 (-0.87)
	0.68 (0.58)
	0.002 

	Metabolism and nutrition disorders
	106
	7131
	1142507
	51376315
	1.46
	0.67 (0.55–0.81)
	0.67 (17.18)
	-0.57 (-0.89)
	0.67 (0.57)
	0.001 

	Immune system disorders
	77
	7160
	573885
	51944937
	1.06
	0.97 (0.78–1.22)
	0.97 (0.06)
	-0.04 (-0.42)
	0.97 (0.81)
	1.000 

	Surgical and medical procedures
	75
	7162
	695512
	51823310
	1.04
	0.78 (0.62–0.98)
	0.78 (4.59)
	-0.35 (-0.73)
	0.78 (0.65)
	0.985 

	Eye disorders
	64
	7173
	1038821
	51480001
	0.88
	0.44 (0.35–0.57)
	0.45 (44.64)
	-1.16 (-1.57)
	0.45 (0.36)
	< 0.001 

	Product issues
	62
	7175
	832441
	51686381
	0.86
	0.54 (0.42–0.69)
	0.54 (24.61)
	-0.88 (-1.30)
	0.54 (0.44)
	< 0.001 

	Ear and labyrinth disorders
	27
	7210
	228685
	52290137
	0.37
	0.86 (0.59–1.25)
	0.86 (0.65)
	-0.22 (-0.86)
	0.86 (0.62)
	1.000 

	Neoplasms benign, malignant and unspecified (incl cysts and polyps)
	23
	7214
	1403056
	51115766
	0.32
	0.12 (0.08–0.17)
	0.12 (154.19)
	-3.04 (-3.74)
	0.12 (0.08)
	< 0.001 

	Pregnancy, puerperium and perinatal conditions
	14
	7223
	227908
	52290914
	0.19
	0.44 (0.26–0.75)
	0.45 (9.69)
	-1.14 (-2.04)
	0.45 (0.29)
	0.068 

	Social circumstances
	14
	7223
	243018
	52275804
	0.19
	0.42 (0.25–0.70)
	0.42 (11.39)
	-1.23 (-2.13)
	0.42 (0.27)
	0.027 

	Reproductive system and breast disorders
	9
	7228
	474054
	52044768
	0.12
	0.14 (0.07–0.26)
	0.14 (49.01)
	-2.79 (-3.93)
	0.14 (0.08)
	< 0.001 

	Congenital, familial and genetic disorders
	4
	7233
	165110
	52353712
	0.06
	0.18 (0.07–0.47)
	0.18 (15.50)
	-2.37 (-4.13)
	0.18 (0.08)
	0.003 

	Endocrine disorders
	1
	7236
	131588
	52387234
	0.01
	0.06 (0.01–0.39)
	0.06 (16.23)
	-3.63 (-7.42)
	0.06 (0.01)
	0.002 


[bookmark: _Hlk178859601][bookmark: _Hlk190872358][bookmark: _Hlk192014339]Notes: a, number of adverse events containing both ertapenem and the target adverse event; b, number of adverse events containing the other adverse events of ertapenem; c, number of adverse events containing the target adverse event of other drugs; d, number of adverse events containing the other adverse events of other drugs. The P values were adjusted using the Bonferroni correction to account for multiple comparisons.
Abbreviations: AE, adverse event; Cl, confidence interval; χ2, chi-squared; ROR, reporting odds ratio; PRR, proportional reporting ratio; BCPNN, Bayesian confidence propagation neutral network; MGPS, multi-item gamma Poisson shrinker; IC, information component; IC025, the lower limit of the 95% CI of the IC; EBGM, empirical Bayesian geometric mean; EBGM05, the lower limit of the 90% CI of EBGM.


[bookmark: _Hlk193145202][bookmark: _Hlk178870461][bookmark: _GoBack]Table S4. List of PTs under SOC with all four algorithms positive for Ertapenem
	PT
	a
	b
	c
	d
	ROR (95% Cl)
	PRR (χ2)
	EBGM (EBGM05)
	IC (IC025)
	adjusted P value

	Psychiatric disorders

	Confusional state
	265
	6972
	139884
	52378938
	14.23 (12.59–16.09)
	13.75 (3134.89)
	13.72 (12.38)
	3.74 (3.54)
	< 0.001

	Hallucination
	181
	7056
	62624
	52456198
	21.49 (18.54–24.91)
	20.97 (3437.22)
	20.92 (18.48)
	4.31 (4.06)
	< 0.001

	Delirium
	100
	7137
	28560
	52490262
	25.75 (21.13–31.38)
	25.41 (2337.99)
	25.32 (21.46)
	4.5 (4.17)
	< 0.001

	Mental status changes
	61
	7176
	24292
	52494530
	18.37 (14.27–23.64)
	18.22 (990.93)
	18.18 (14.72)
	4 (3.57)
	< 0.001

	Hallucination, visual
	61
	7176
	17264
	52501558
	25.85 (20.08–33.28)
	25.64 (1439.9)
	25.55 (20.69)
	4.41 (3.99)
	< 0.001

	Agitation
	58
	7179
	65409
	52453413
	6.48 (5.00–8.39)
	6.43 (266.34)
	6.43 (5.18)
	2.62 (2.18)
	< 0.001

	Disorientation
	55
	7182
	35522
	52483300
	11.31 (8.68–14.76)
	11.24 (512.44)
	11.22 (8.99)
	3.36 (2.91)
	< 0.001

	Psychotic disorder
	21
	7216
	25641
	52493181
	5.96 (3.88–9.15)
	5.94 (86.32)
	5.94 (4.15)
	2.41 (1.68)
	< 0.001

	Mental disorder
	19
	7218
	37661
	52481161
	3.67 (2.34–5.75)
	3.66 (36.76)
	3.66 (2.51)
	1.78 (1.01)
	< 0.001

	Delusion
	15
	7222
	13107
	52505715
	8.32 (5.01 –13.81)
	8.31 (96.3)
	8.3 (5.43)
	2.75 (1.88)
	< 0.001

	Hallucination, auditory
	14
	7223
	13673
	52505149
	7.44 (4.4–12.58)
	7.43 (77.85)
	7.42 (4.79)
	2.6 (1.7)
	< 0.001

	Disorganised speech
	14
	7223
	1296
	52517526
	78.54 (46.36–133.06)
	78.39 (1058.28)
	77.57 (49.9)
	4.41 (3.51)
	< 0.001

	Hallucinations, mixed
	13
	7224
	3430
	52515392
	27.55 (15.97–47.52)
	27.5 (330.8)
	27.4 (17.37)
	3.79 (2.85)
	< 0.001

	Sleep talking*
	5
	7232
	1432
	52517390
	25.36 (10.53–61.03)
	25.34 (116.49)
	25.25 (12.11)
	2.98 (1.42)
	< 0.001

	Belligerence
	4
	7233
	405
	52518417
	71.71 (26.78–192.05)
	71.67 (276.03)
	70.98 (31.13)
	3.02 (1.25)
	< 0.001

	Mental disorder due to a general medical condition
	3
	7234
	276
	52518546
	78.91 (25.29–246.24)
	78.88 (228.2)
	78.04 (30.12)
	2.7 (0.63)
	< 0.001

	Substance-induced psychotic disorder
	3
	7234
	1694
	52517128
	12.86 (4.14–39.91)
	12.85 (32.73)
	12.83 (4.97)
	2.25 (0.18)
	< 0.001

	Illusion
	3
	7234
	1443
	52517379
	15.09 (4.86–46.86)
	15.09 (39.38)
	15.06 (5.84)
	2.32 (0.25)
	< 0.001

	Nervous system disorders

	Convulsion
	214
	7023
	57089
	52461733
	28 (24.43–32.09)
	27.2 (5387.03)
	27.11 (24.18)
	4.68 (4.45)
	< 0.001

	Seizure
	144
	7093
	91764
	52427058
	11.6 (9.83–13.68)
	11.39 (1364.76)
	11.37 (9.9)
	3.46 (3.18)
	< 0.001

	Epilepsy
	107
	7130
	25026
	52493796
	31.48 (26–38.11)
	31.03 (3097.65)
	30.9 (26.33)
	4.76 (4.44)
	< 0.001

	Encephalopathy
	81
	7156
	20580
	52498242
	28.87 (23.19–35.96)
	28.56 (2146.8)
	28.45 (23.68)
	4.61 (4.24)
	< 0.001

	Neurotoxicity
	53
	7184
	13703
	52505119
	28.27 (21.56–37.06)
	28.07 (1378.54)
	27.96 (22.3)
	4.48 (4.02)
	< 0.001

	Myoclonus
	46
	7191
	10320
	52508502
	32.55 (24.34–43.52)
	32.35 (1391.46)
	32.21 (25.26)
	4.59 (4.1)
	< 0.001

	Status epilepticus
	44
	7193
	9447
	52509375
	34 (25.26–45.76)
	33.8 (1394.26)
	33.65 (26.24)
	4.62 (4.12)
	< 0.001

	Toxic encephalopathy*
	43
	7194
	3897
	52514925
	80.55 (59.59–108.88)
	80.07 (3321.35)
	79.21 (61.55)
	5.38 (4.88)
	< 0.001

	Dysarthria
	36
	7201
	32884
	52485938
	7.98 (5.75–11.07)
	7.94 (218.44)
	7.94 (6.03)
	2.86 (2.3)
	< 0.001

	Grand mal convulsion
	32
	7205
	9330
	52509492
	25 (17.65–35.39)
	24.89 (731.39)
	24.81 (18.54)
	4.18 (3.59)
	< 0.001

	Generalised tonic-clonic seizure
	28
	7209
	13115
	52505707
	15.55 (10.72–22.55)
	15.49 (378.91)
	15.46 (11.33)
	3.62 (2.99)
	< 0.001

	Speech disorder
	24
	7213
	45934
	52472888
	3.8 (2.55–5.68)
	3.79 (49.35)
	3.79 (2.71)
	1.84 (1.16)
	< 0.001

	Depressed level of consciousness
	21
	7216
	34184
	52484638
	4.47 (2.91–6.86)
	4.46 (56.33)
	4.46 (3.11)
	2.04 (1.31)
	< 0.001

	Unresponsive to stimuli
	21
	7216
	21888
	52496934
	6.98 (4.55–10.71)
	6.96 (107.17)
	6.96 (4.86)
	2.61 (1.88)
	< 0.001

	Coma
	19
	7218
	41120
	52477702
	3.36 (2.14–5.27)
	3.35 (31.39)
	3.35 (2.3)
	1.66 (0.89)
	< 0.001

	Dyskinesia
	18
	7219
	35431
	52483391
	3.69 (2.33–5.87)
	3.69 (35.25)
	3.69 (2.5)
	1.78 (0.99)
	< 0.001

	Partial seizures
	15
	7222
	4309
	52514513
	25.31 (15.24–42.05)
	25.26 (348.34)
	25.18 (16.47)
	3.82 (2.95)
	< 0.001

	Altered state of consciousness
	12
	7225
	17680
	52501142
	4.93 (2.8–8.69)
	4.93 (37.53)
	4.92 (3.06)
	2.09 (1.11)
	< 0.001

	Metabolic encephalopathy*
	9
	7228
	2532
	52516290
	25.83 (13.42–49.71)
	25.79 (213.75)
	25.71 (14.86)
	3.48 (2.34)
	< 0.001

	Psychomotor hyperactivity
	8
	7229
	15005
	52503817
	3.87 (1.94–7.75)
	3.87 (17.02)
	3.87 (2.16)
	1.73 (0.51)
	0.019

	Postictal state
	6
	7231
	925
	52517897
	47.11 (21.1–105.17)
	47.07 (268.82)
	46.78 (23.89)
	3.37 (1.96)
	< 0.001

	Seizure like phenomena
	6
	7231
	1312
	52517510
	33.21 (14.89–74.09)
	33.19 (186.46)
	33.04 (16.88)
	3.25 (1.84)
	< 0.001

	Petit mal epilepsy
	6
	7231
	4311
	52514511
	10.11 (4.54–22.52)
	10.1 (49.13)
	10.09 (5.16)
	2.57 (1.15)
	< 0.001

	Clonic convulsion
	5
	7232
	621
	52518201
	58.47 (24.24–141.02)
	58.43 (279.98)
	57.97 (27.75)
	3.23 (1.67)
	< 0.001

	Neurological symptom
	5
	7232
	4709
	52514113
	7.71 (3.21–18.54)
	7.71 (29.15)
	7.7 (3.69)
	2.26 (0.7)
	< 0.001

	Circadian rhythm sleep disorder
	4
	7233
	693
	52518129
	41.91 (15.68–112.01)
	41.89 (158.73)
	41.65 (18.3)
	2.92 (1.15)
	< 0.001

	Tonic clonic movements
	4
	7233
	1099
	52517723
	26.43 (9.9–70.56)
	26.41 (97.45)
	26.32 (11.57)
	2.79 (1.02)
	< 0.001

	Complex partial seizures
	4
	7233
	1129
	52517693
	25.72 (9.64–68.68)
	25.71 (94.67)
	25.62 (11.27)
	2.78 (1.01)
	< 0.001

	Convulsive threshold lowered
	4
	7233
	362
	52518460
	80.23 (29.94–214.99)
	80.19 (309.38)
	79.32 (34.77)
	3.03 (1.27)
	< 0.001

	Myoclonic epilepsy
	4
	7233
	1193
	52517629
	24.34 (9.12–64.99)
	24.33 (89.19)
	24.25 (10.67)
	2.76 (0.99)
	< 0.001

	Clumsiness
	4
	7233
	2424
	52516398
	11.98 (4.49–31.96)
	11.98 (40.17)
	11.96 (5.26)
	2.43 (0.67)
	< 0.001

	Cerebellar syndrome*
	4
	7233
	1973
	52516849
	14.72 (5.52–39.27)
	14.71 (51.02)
	14.68 (6.46)
	2.54 (0.78)
	< 0.001

	Cerebral atrophy*
	4
	7233
	3626
	52515196
	8.01 (3–21.36)
	8.01 (24.5)
	8 (3.52)
	2.17 (0.4)
	0.003 

	Tonic convulsion
	3
	7234
	1103
	52517719
	19.75 (6.36–61.33)
	19.74 (53.22)
	19.69 (7.63)
	2.42 (0.35)
	< 0.001

	Musculoskeletal and connective tissue disorders

	Muscular weakness
	37
	7200
	97735
	52421087
	2.76 (2–3.81)
	2.75 (41.18)
	2.75 (2.1)
	1.42 (0.88)
	< 0.001

	Skin and subcutaneous tissue disorders

	Rash generalised
	22
	7215
	25923
	52492899
	6.17 (4.06–9.39)
	6.16 (95.03)
	6.15 (4.34)
	2.47 (1.75)
	< 0.001

	Stevens-johnson syndrome
	21
	7216
	19676
	52499146
	7.76 (5.06–11.92)
	7.75 (123.28)
	7.74 (5.41)
	2.74 (2.01)
	< 0.001

	Drug reaction with eosinophilia and systemic symptoms
	13
	7224
	20373
	52498449
	4.64 (2.69–7.99)
	4.63 (37)
	4.63 (2.94)
	2.03 (1.09)
	< 0.001

	Toxic skin eruption
	12
	7225
	8663
	52510159
	10.07 (5.71–17.74)
	10.05 (97.7)
	10.04 (6.25)
	2.88 (1.9)
	< 0.001

	Drug eruption
	12
	7225
	14385
	52504437
	6.06 (3.44–10.68)
	6.05 (50.6)
	6.05 (3.77)
	2.33 (1.35)
	< 0.001

	Erythema multiforme
	9
	7228
	8028
	52510794
	8.14 (4.23–15.67)
	8.14 (56.27)
	8.13 (4.7)
	2.56 (1.42)
	< 0.001

	Rash maculo-papular
	9
	7228
	18419
	52500403
	3.55 (1.85–6.83)
	3.55 (16.45)
	3.54 (2.05)
	1.64 (0.51)
	0.022

	Acute generalised exanthematous pustulosis
	8
	7229
	6553
	52512269
	8.87 (4.43–17.75)
	8.86 (55.72)
	8.85 (4.95)
	2.6 (1.39)
	< 0.001 

	Dermatitis allergic
	7
	7230
	9884
	52508938
	5.14 (2.45–10.8)
	5.14 (23.33)
	5.14 (2.76)
	2.01 (0.71)
	0.001 

	Purpura*
	6
	7231
	7773
	52511049
	5.61 (2.52–12.49)
	5.6 (22.67)
	5.6 (2.86)
	2.05 (0.63)
	0.002 

	Decubitus ulcer*
	6
	7231
	7223
	52511599
	6.03 (2.71–13.44)
	6.03 (25.15)
	6.02 (3.08)
	2.12 (0.7)
	0.001 

	Granulomatous dermatitis
	4
	7233
	193
	52518629
	150.49 (55.9–405.15)
	150.4 (581.59)
	147.37 (64.35)
	3.09 (1.33)
	< 0.001

	Rash morbilliform
	3
	7234
	2332
	52516490
	9.34 (3.01–28.99)
	9.34 (22.3)
	9.33 (3.61)
	2.09 (0.02)
	0.015 

	Respiratory, thoracic and mediastinal disorders

	Apnoea*
	7
	7230
	6960
	52511862
	7.3 (3.48–15.33)
	7.3 (38.02)
	7.29 (3.92)
	2.36 (1.06)
	< 0.001

	Oropharyngeal oedem
	3
	7234
	114
	52518708
	191.05 (60.7–601.35)
	190.97 (552.4)
	186.1 (71.3)
	2.76 (0.69)
	< 0.001

	Renal and urinary disorders

	Urinary tract disorder
	7
	7230
	3748
	52515074
	13.57 (6.46–28.49)
	13.55 (81.25)
	13.53 (7.27)
	2.88 (1.58)
	< 0.001

	Nephritis interstitial
	4
	7233
	1289
	52517533
	22.53 (8.44–60.14)
	22.52 (82)
	22.45 (9.87)
	2.73 (0.97)
	< 0.001

	Investigations

	Liver function test abnormal
	19
	7218
	26779
	52492043
	5.16 (3.29–8.1)
	5.15 (63.51)
	5.15 (3.53)
	2.22 (1.45)
	< 0.001

	Clostridium test positive
	11
	7226
	1623
	52517199
	49.26 (27.21–89.16)
	49.18 (515.78)
	48.86 (29.74)
	3.99 (2.96)
	< 0.001

	Anticonvulsant drug level decreased*
	6
	7231
	1366
	52517456
	31.9 (14.3–71.16)
	31.88 (178.66)
	31.74 (16.22)
	3.24 (1.82)
	< 0.001

	Infections and infestations

	Pathogen resistance
	37
	7200
	7720
	52511102
	34.95 (25.29–48.32)
	34.78 (1208.35)
	34.62 (26.4)
	4.58 (4.03)
	< 0.001

	Clostridium difficile infection
	19
	7218
	17624
	52501198
	7.84 (5–12.3)
	7.82 (112.99)
	7.82 (5.36)
	2.73 (1.96)
	< 0.001

	Clostridium difficile colitis
	19
	7218
	8996
	52509826
	15.36 (9.79–24.11)
	15.33 (253.96)
	15.3 (10.49)
	3.48 (2.71)
	< 0.001

	Osteomyelitis*
	10
	7227
	16173
	52502649
	4.49 (2.42–8.35)
	4.49 (27.09)
	4.48 (2.67)
	1.94 (0.87)
	< 0.001

	Clostridial infection
	9
	7228
	3257
	52515565
	20.08 (10.43–38.64)
	20.05 (162.49)
	20 (11.57)
	3.32 (2.18)
	< 0.001

	Enterococcal infection*
	6
	7231
	3966
	52514856
	10.99 (4.93–24.48)
	10.98 (54.34)
	10.96 (5.61)
	2.63 (1.22)
	< 0.001

	Clostridium colitis
	5
	7232
	1135
	52517687
	31.99 (13.29–77.03)
	31.97 (149.35)
	31.83 (15.26)
	3.07 (1.5)
	< 0.001

	Encephalitis*
	5
	7232
	5625
	52513197
	6.45 (2.68–15.52)
	6.45 (23.01)
	6.45 (3.09)
	2.11 (0.55)
	0.003

	Acinetobacter infection*
	4
	7233
	899
	52517923
	32.31 (12.1–86.29)
	32.29 (120.75)
	32.15 (14.13)
	2.85 (1.08)
	< 0.001

	Urinary tract infection fungal
	3
	7234
	482
	52518340
	45.19 (14.52–140.63)
	45.17 (128.77)
	44.89 (17.36)
	2.63 (0.56)
	< 0.001

	Urinary tract infection pseudomonal
	3
	7234
	514
	52518308
	42.37 (13.62–131.85)
	42.36 (120.44)
	42.12 (16.29)
	2.62 (0.55)
	< 0.001

	Immune system disorders

	Therapeutic product cross-reactivity
	4
	7233
	891
	52517931
	32.6 (12.2–87.07)
	32.58 (121.89)
	32.44 (14.26)
	2.85 (1.09)
	< 0.001

	Type iv hypersensitivity reaction
	3
	7234
	2285
	52516537
	9.53 (3.07–29.58)
	9.53 (22.87)
	9.52 (3.69)
	2.1 (0.03)
	0.012

	Hepatobiliary disorders

	Drug-induced liver injury
	13
	7224
	22028
	52496794
	4.29 (2.49–7.39)
	4.28 (32.71)
	4.28 (2.71)
	1.93 (0.99)
	< 0.001

	Hepatitis
	12
	7225
	21588
	52497234
	4.04 (2.29–7.12)
	4.03 (27.38)
	4.03 (2.51)
	1.85 (0.87)
	< 0.001

	Hepatocellular injury
	12
	7225
	12962
	52505860
	6.73 (3.82–11.86)
	6.72 (58.37)
	6.71 (4.18)
	2.45 (1.47)
	< 0.001

	Cholestasis
	10
	7227
	16030
	52502792
	4.53 (2.44–8.43)
	4.53 (27.47)
	4.52 (2.69)
	1.95 (0.88)
	< 0.001

	Hepatitis toxic
	5
	7232
	2348
	52516474
	15.46 (6.43–37.2)
	15.45 (67.45)
	15.42 (7.4)
	2.74 (1.18)
	< 0.001

	Hepatic cytolysis*
	5
	7232
	6264
	52512558
	5.8 (2.41–13.93)
	5.79 (19.81)
	5.79 (2.78)
	2.01 (0.45)
	0.011

	Hepatitis cholestatic
	4
	7233
	5005
	52513817
	5.8 (2.18–15.47)
	5.8 (15.88)
	5.8 (2.55)
	1.92 (0.15)
	0.087

	General disorders and administration site conditions

	Drug resistance
	14
	7223
	20854
	52497968
	4.88 (2.89–8.24)
	4.87 (43.07)
	4.87 (3.14)
	2.1 (1.2)
	< 0.001

	Gastrointestinal disorders

	Tooth discolouration
	13
	7224
	2636
	52516186
	35.85 (20.78–61.86)
	35.79 (437.49)
	35.62 (22.57)
	3.96 (3.03)
	< 0.001

	Lip oedema
	4
	7233
	3687
	52515135
	7.88 (2.95–21)
	7.87 (23.98)
	7.87 (3.46)
	2.16 (0.39)
	0.003

	Eye disorders

	Eye movement disorder
	4
	7233
	5918
	52512904
	4.91 (1.84–13.08)
	4.91 (12.43)
	4.9 (2.16)
	1.77 (0.01)
	0.358

	Gaze palsy
	3
	7234
	1466
	52517356
	14.86 (4.78–46.13)
	14.85 (38.68)
	14.82 (5.74)
	2.32 (0.25)
	< 0.001

	Blood and lymphatic system disorders

	Neutropenia
	42
	7195
	113365
	52405457
	2.7 (1.99–3.65)
	2.69 (44.62)
	2.69 (2.09)
	1.4 (0.88)
	< 0.001

	Leukopenia
	27
	7210
	42413
	52476409
	4.63 (3.17–6.76)
	4.62 (76.59)
	4.62 (3.37)
	2.12 (1.47)
	< 0.001

	Eosinophilia
	15
	7222
	14406
	52504416
	7.57 (4.56–12.57)
	7.56 (85.26)
	7.55 (4.94)
	2.64 (1.77)
	< 0.001

	Leukocytosis*
	9
	7228
	15394
	52503428
	4.25 (2.21–8.17)
	4.24 (22.3)
	4.24 (2.45)
	1.86 (0.72)
	0.001 

	Thrombocytosis
	6
	7231
	2990
	52515832
	14.57 (6.54–32.48)
	14.56 (75.64)
	14.54 (7.43)
	2.83 (1.42)
	< 0.001

	Acquired haemophilia*
	3
	7234
	772
	52518050
	28.21 (9.08–87.69)
	28.2 (78.41)
	28.1 (10.88)
	2.53 (0.46)
	< 0.001


Note: *, FDA label instructions for Ertapenem do not warn of this signal. a, number of adverse events containing both ertapenem and the target adverse event; b, number of adverse events containing the other adverse events of ertapenem; c, number of adverse events containing the target adverse event of other drugs; d, number of adverse events containing the other adverse events of other drugs. The P values were adjusted using the Bonferroni correction to account for multiple comparisons.
[bookmark: _Hlk178870711]Abbreviations: SOC, System Organ Class; PTs, preferred terms; Cl, confidence interval; χ2, chi-squared; ROR, reporting odds ratio; PRR, proportional reporting ratio; BCPNN, Bayesian confidence propagation neutral network; MGPS, multi-item gamma Poisson shrinker; IC, information component; IC025, the lower limit of the 95% CI of the IC; EBGM, empirical Bayesian geometric mean; EBGM05, the lower limit of the 90% CI of EBGM.

[bookmark: _Hlk193145221]Table S5. Top 10 concomitant drugs with Ertapenem
	Concomitant drugs
	N (%) 2931
	Neurotoxicity
	Psychotoxicity
	Dermatotoxicity
	Hematotoxicity
	Hepatotoxicity
	Respiratory toxicity
	Investigations
	Infections and infestations

	Acetaminophen
	200 (6.82%)
	No
	No
	Yes
	No
	Yes
	Yes
	Yes
	No

	Vancomycin
	179 (6.11%)
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Furosemide
	150 (5.12%)
	Yes
	No
	Yes
	Yes
	No
	No
	Yes
	No

	Aspirin
	141 (4.81%)
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Yes
	No

	Omeprazole
	134 (4.57%)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	No

	Pantoprazole
	127 (4.33%)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	No

	Atorvastatin
	103 (3.51%)
	Yes
	No
	Yes
	No
	Yes
	Yes
	Yes
	No

	Enoxaparin
	91 (3.10%)
	Yes
	No
	Yes
	Yes
	Yes
	No
	Yes
	No

	Amlodipine
	84 (2.87%)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	No

	Sulfamethoxazole
/Trimethoprim
	59 (2.01%)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	No


Note: Yes, FDA label information available; No, FDA label information not available.
[bookmark: OLE_LINK1][bookmark: _Hlk193145237]Table S6. Raw data of gender-differentiated signals in Ertapenem
	SOC name
	PT name
	a
	b
	c
	d
	ROR (95% CI)

	Vascular disorders
	Hypotension
	7
	3243
	21
	3966
	0.41(0.17-0.96)

	Renal and urinary disorders
	Renal Failure Acute
	3
	3247
	14
	3973
	0.26(0.08-0.91)

	Psychiatric disorders
	Agitation
	14
	3236
	44
	3943
	0.39(0.21-0.71)

	Psychiatric disorders
	Confusional State
	99
	3151
	166
	3821
	0.72(0.56-0.93)

	Nervous system disorders
	Somnolence
	26
	3224
	15
	3972
	2.14(1.13-4.04)

	Nervous system disorders
	Dizziness
	27
	3223
	18
	3969
	1.85(1.02-3.36)

	Nervous system disorders
	Dysarthria
	8
	3242
	28
	3959
	0.35(0.16-0.77)

	Musculoskeletal and connective tissue disorders
	Muscular Weakness
	23
	3227
	14
	3973
	2.02(1.04-3.94)

	Musculoskeletal and connective tissue disorders
	Arthralgia
	8
	3242
	2
	3985
	4.92(1.04-23.17)

	Infections and infestations
	Urinary Tract Infection
	16
	3234
	6
	3981
	3.28(1.28-8.4)

	Infections and infestations
	Clostridium Difficile Colitis
	4
	3246
	15
	3972
	0.33(0.11-0.98)

	General disorders and administration site conditions
	Pain
	18
	3232
	5
	3982
	4.44(1.64-11.96)

	General disorders and administration site conditions
	Abasia
	8
	3242
	1
	3986
	9.84(1.23-78.68)

	General disorders and administration site conditions
	General Physical Health Deterioration
	8
	3242
	2
	3985
	4.92(1.04-23.17)

	General disorders and administration site conditions
	Drug Interaction
	9
	3241
	25
	3962
	0.44(0.21-0.94)

	Gastrointestinal disorders
	Nausea
	36
	3214
	17
	3970
	2.62(1.47-4.67)

	Gastrointestinal disorders
	Dysphagia
	8
	3242
	1
	3986
	9.84(1.23-78.68)

	Gastrointestinal disorders
	Diarrhoea
	35
	3215
	22
	3965
	1.96(1.15-3.35)

	Gastrointestinal disorders
	Swollen Tongue
	8
	3242
	2
	3985
	4.92(1.04-23.17)


[bookmark: _Hlk178871464]Abbreviations: SOC, System Organ Class; PT, preferred term; Cl, confidence interval; ROR, reporting odds ratio; a, number of reports containing both female and the target adverse event; b, number of reports containing both female and other adverse event; c, number of reports containing both male and the target adverse event; d, number of reports containing both male and other adverse event.


[bookmark: _Hlk193145250]Table S7. Raw data of age-differentiated signals in Ertapenem
	SOC name
	PT name
	a
	b
	c
	d
	ROR (95% CI)

	Psychiatric disorders
	Disorientation
	50
	4246
	5
	2807
	6.61(2.63-16.6)

	Psychiatric disorders
	Confusional State
	211
	4085
	52
	2760
	2.74(2.02-3.73)

	Psychiatric disorders
	Delirium
	73
	4223
	27
	2785
	1.78(1.14-2.78)

	Psychiatric disorders
	Hallucination
	127
	4169
	54
	2758
	1.56(1.13-2.15)

	Psychiatric disorders
	Insomnia
	17
	4279
	3
	2809
	3.72(1.09-12.71)

	Psychiatric disorders
	Hallucination, Visual
	45
	4251
	16
	2796
	1.85(1.04-3.28)

	Psychiatric disorders
	Mental Disorder
	16
	4280
	3
	2809
	3.5(1.02-12.02)

	Product issues
	Product Quality Issue
	6
	4290
	17
	2795
	0.23(0.09-0.58)

	Nervous system disorders
	Encephalopathy
	68
	4228
	12
	2800
	3.75(2.03-6.95)

	Nervous system disorders
	Status Epilepticus
	36
	4260
	7
	2805
	3.39(1.5-7.62)

	Nervous system disorders
	Somnolence
	33
	4263
	8
	2804
	2.71(1.25-5.88)

	Nervous system disorders
	Epilepsy
	78
	4218
	27
	2785
	1.91(1.23-2.96)

	Nervous system disorders
	Neurotoxicity
	41
	4255
	12
	2800
	2.25(1.18-4.29)

	Nervous system disorders
	Unresponsive To Stimuli
	18
	4278
	3
	2809
	3.94(1.16-13.39)

	Nervous system disorders
	Speech Disorder
	20
	4276
	4
	2808
	3.28(1.12-9.62)

	Nervous system disorders
	Seizure
	98
	4198
	41
	2771
	1.58(1.09-2.28)

	Nervous system disorders
	Hypoaesthesia
	1
	4295
	7
	2805
	0.09(0.01-0.76)

	Nervous system disorders
	Convulsion
	105
	4191
	107
	2705
	0.63(0.48-0.83)

	Musculoskeletal and connective tissue disorders
	Muscular Weakness
	28
	4268
	8
	2804
	2.3(1.05-5.05)

	Investigations
	Aspartate Aminotransferase Increased
	4
	4292
	10
	2802
	0.26(0.08-0.83)

	Investigations
	Alanine Aminotransferase Increased
	5
	4291
	10
	2802
	0.33(0.11-0.96)

	Injury, poisoning and procedural complications
	Fall
	47
	4249
	7
	2805
	4.43(2-9.82)

	Injury, poisoning and procedural complications
	Off Label Use
	32
	4264
	59
	2753
	0.35(0.23-0.54)

	Injury, poisoning and procedural complications
	Drug Dose Omission
	3
	4293
	12
	2800
	0.16(0.05-0.58)

	Injury, poisoning and procedural complications
	Product Use In Unapproved Indication
	88
	4208
	120
	2692
	0.47(0.35-0.62)

	Injury, poisoning and procedural complications
	Inappropriate Schedule Of Drug Administration
	4
	4292
	9
	2803
	0.29(0.09-0.94)

	Infections and infestations
	Pathogen Resistance
	15
	4281
	22
	2790
	0.44(0.23-0.86)

	Infections and infestations
	Septic Shock
	2
	4294
	7
	2805
	0.19(0.04-0.9)

	Immune system disorders
	Anaphylactic Reaction
	2
	4294
	11
	2801
	0.12(0.03-0.54)

	Immune system disorders
	Hypersensitivity
	6
	4290
	12
	2800
	0.33(0.12-0.87)

	General disorders and administration site conditions
	Asthenia
	51
	4245
	12
	2800
	2.8(1.49-5.27)

	General disorders and administration site conditions
	Death
	41
	4255
	12
	2800
	2.25(1.18-4.29)

	General disorders and administration site conditions
	Drug Resistance
	3
	4293
	11
	2801
	0.18(0.05-0.64)

	General disorders and administration site conditions
	Drug Ineffective
	48
	4248
	65
	2747
	0.48(0.33-0.7)

	General disorders and administration site conditions
	Drug Interaction
	12
	4284
	22
	2790
	0.36(0.18-0.72)


Abbreviations: SOC, System Organ Class; PT, preferred term; Cl, confidence interval; ROR, reporting odds ratio; a, number of reports containing both patients aged 18–64 and the target adverse event; b, number of reports containing both patients aged 65 or older and other adverse event; c, number of reports containing both patients aged 18–64 and the target adverse event; d, number of reports containing both patients aged 65 or older and other adverse event.
