SUPPLEMENT MATERIAL
Table S1. Classification of positive drugs according to the World Health Organization (WHO) Anatomical Therapeutic Chemical (ATC) System
	WHO ATC code
	WHO ATC category
	Drugs

	B05AA01
	Blood substitutes and perfusion solutions
	Albumin Human

	B02BD03
	Antihemorrhagics
	Factor VIII Inhibitor Bypassing Fraction

	B01AX05
	Antithrombotic agents
	Fondaparinux

	B01AE07
	
	Dabigatran

	B01AE03
	
	Argatroban

	B01AD11
	
	Tenecteplase

	B01AD02
	
	Alteplase

	B01AB05
	
	Enoxaparin

	B01AB04
	
	Dalteparin

	B01AB01
	
	Heparin

	H02AB09
	Corticosteroids for systemic use
	Hydrocortisone

	H02AB07
	
	Prednisone

	H02AB06
	
	Prednisolone

	H02AB04
	
	Methylprednisolone

	H02AB02
	
	Dexamethasone

	J02AX04
	Antimycotics for systemic use
	Caspofungin

	J01XX08
	Antibacterials for systemic use
	Linezolid

	J01FA10
	
	Azithromycin

	J01DH51
	
	Cilastatin;Imipenem

	J01DH02
	
	Meropenem

	J01CR05
	
	Piperacillin;Tazobactam

	J01AA13
	
	Eravacycline

	J01AA12
	
	Tigecycline

	L04AC08
	Immunosuppressants
	Canakinumab

	L04AC07
	
	Tocilizumab

	L04AC03
	
	Anakinra

	L04AA04
	
	Antithymocyte Immunoglobulin

	L03AC01
	Immunostimulants
	Aldesleukin

	L01XX27
	Antineoplastic agents
	Arsenic Trioxide

	L01XX24
	
	Pegaspargase

	L01XX02
	
	Asparaginase

	L01XL06
	
	Brexucabtagene Autoleucel

	L01XL04
	
	Tisagenlecleucel

	L01XL03
	
	Axicabtagene Ciloleucel

	L01XG01
	
	Bortezomib

	L01XA03
	
	Oxaliplatin

	L01FX14
	
	Polatuzumab Vedotin

	L01FX07
	
	Blinatumomab

	L01EA01
	
	Imatinib

	L01DB02
	
	Daunorubicin

	L01DB01
	
	Doxorubicin

	L01CA02
	
	Vincristine

	L01BC01
	
	Cytarabine

	L01BB05
	
	Fludarabine

	L01BB02
	
	Mercaptopurine

	L01BA01
	
	Methotrexate

	L01AA01
	
	Cyclophosphamide

	M04AA01
	Antigout preparations
	Allopurinol

	N03AX09
	Antiepileptics
	Lamotrigine

	N03AG01
	
	Valproic Acid

	P01BA02
	Antiprotozoals
	Hydroxychloroquine

	Unknown
	Unknown
	Crotalidae polyvalent immune Fab


Table S2. Signal detection of drug-induced hypofibrinogenemia
	WHO ATC category
	Drug
	DIHF
(n)
	DIHF proportion（%）
	ROR

ROR（95%CI）
	PRR

PRR（95%CI）
	MHRA

PRR（χ2）
	BCPNN

IC(IC±2SD)

	Aminoquinolines
	Hydroxychloroquine
	10
	0.82
	5.26
(2.82,9.79)
	5.26
(2.82,9.78)
	5.26
(34.25)
	1.92
(1.04,2.79)

	Anthracyclines and related substances
	Doxorubicin
	19
	1.55
	6.34
(4.03,9.96)
	6.34
(4.03,9.96)
	6.34
(84.42)
	2.31
(1.66,2.96)

	
	Daunorubicin
	14
	1.14
	73.36
(43.32,124.21)
	73.19
(43.28,123.78)
	73.19
(988.47)
	3.65
(2.90,4.40)

	Antineoplastic cell and gene therapy
	Tisagenlecleucel
	38
	3.11
	84.50

(61.23,116.60)
	84.28
(61.12,116.21)
	84.28
(3055.71)
	4.74
(4.27,5.21)

	
	Axicabtagene ciloleucel
	35
	2.86
	56.09
(40.12,78.43)
	56.00
(40.08,78.25)
	56.00
(1850.86)
	4.46
(3.97,4.94)

	
	Brexucabtagene autoleucel
	15
	1.23
	144.53

(86.83,240.56)
	143.88

(86.64,238.93)
	143.88

(2109.15)
	3.86
(3.13,4.58)

	BCR-ABL tyrosine kinase inhibitors
	Imatinib
	30
	2.45
	5.77
(4.02,8.28)
	5.77
(4.02,8.28)
	5.77
(116.11)
	2.30
(1.78,2.83)

	Blood coagulation factors
	Factor VIII inhibitor bypassing fraction
	8
	0.65
	80.57
(40.19,161.52)
	80.37
(40.16,160.83)
	80.37
(624.04)
	3.03

(2.07,4.00)

	Blood substitutes and plasma protein fractions
	Albumin human
	8
	0.65
	38.83
(19.38,77.82)
	38.79

(19.37,77.66)
	38.79

(293.11)
	2.90
(1.93,3.86)

	Carbapenems
	Meropenem
	6
	0.49
	16.41
(7.36,36.59)
	16.40

(7.36,36.55)
	16.40

(86.47)
	2.36

(1.26,3.45)

	
	Cilastatin;Imipenem
	3
	0.25
	9.43
(3.04,29.26)
	9.42

(3.04,29.24)
	9.42

(22.55)
	1.60
(0.16,3.05)

	Combinations of penicillins, incl. beta-lactamase inhibitors
	Piperacillin;Tazobactam
	4
	0.33
	4.98
(1.87,13.29)
	4.98
(1.87,13.29)
	4.98
(12.70)
	1.47
(0.18,2.76)

	Direct thrombin inhibitors
	Dabigatran
	16
	1.31
	3.20

(1.96,5.24)
	3.20

(1.96,5.24)
	3.20

(24.02)
	1.50

(0.79,2.20)

	
	Argatroban
	12
	0.98
	173.46

(98.16,306.55)
	172.53

(97.93,303.95)
	172.53

(2031.68)
	3.60

(2.80,4.41)

	Enzymes
	Alteplase
	57
	4.66
	68.97
(52.94,89.84)
	68.82
(52.86,89.61)
	68.82
(3679.36)
	4.96
(4.58,5.35)

	
	Tenecteplase
	4
	0.33
	45.92

(17.20,122.59)
	45.86

(17.20,122.24)
	45.86

(175.09)
	2.20

(0.91,3.49)

	Folic Acid Analogues
	Methotrexate
	124
	10.14
	8.78
(7.31,10.55)
	8.78
(7.31,10.54)
	8.78
(791.35)
	2.95

(2.69,3.22)

	Glucocorticoids
	Prednisolone
	43
	3.52
	13.79
(10.19,18.67)
	13.78
(10.18,18.66)
	13.78
(496.67)
	3.39
(2.95,3.83)

	
	Dexamethasone
	39
	3.19
	10.43
(7.59,14.33)
	10.43
(7.59,14.33)
	10.43
(324.75)
	3.05
(2.59,3.51)

	
	Prednisone
	29
	2.37
	8.66
(6.00,12.50)
	8.66
(6.00,12.49)
	8.66
(192.93)
	2.77
(2.24,3.30)

	
	Methylprednisolone
	12
	0.98
	4.69

(2.66,8.28)
	4.69

(2.66,8.28)
	4.69

(34.64)
	1.86

(1.06,2.67)

	
	Hydrocortisone
	7
	0.57
	7.86
(3.74,16.51)
	7.85

(3.74,16.50)
	7.85

(41.70)
	2.08

(1.06,3.10)

	Heparin group
	Heparin
	12
	0.98
	6.70

(3.80,11.83)
	6.70

(3.80,11.82)
	6.70

(57.78)
	2.21

(1.41,3.02)

	
	Enoxaparin
	12
	0.98
	7.63

(4.32,13.46)
	7.62

(4.32,13.45)
	7.62

(68.57)
	2.33

(1.53,3.13)

	
	Dalteparin
	5
	0.41
	18.96
(7.88,45.62)
	18.95

(7.88,45.57)
	18.95

(84.75)
	2.25
(1.07,
3.43)

	Interleukin inhibitors
	Tocilizumab
	100
	8.18
	14.92
(12.19,18.26)
	14.91
(12.18,18.25)
	14.91
(1219.83)
	3.64

(3.34,3.93)

	
	Canakinumab
	12
	0.98
	13.83

(7.84,24.41)
	13.83

(7.84,24.39)
	13.83

(141.76)
	2.79

(1.99,3.60)

	
	Anakinra
	6
	0.49
	6.24
(2.80,13.90)
	6.24
(2.80,13.90)
	6.24
(26.28)
	1.83

(0.74,2.93)

	Interleukins
	Aldesleukin
	3
	0.25
	29.71
(9.57,92.25)
	29.68

(9.57,92.07)
	29.68

(82.99)
	1.86
(0.42,3.31)

	Macrolides
	Azithromycin
	13
	1.06
	5.68

(3.29,9.81)
	5.68

(3.29,9.81)
	5.68

(49.78)
	2.08

(1.31,2.86)

	Nitrogen mustard analogues
	Cyclophosphamide
	17
	1.39
	6.55
(4.06,10.56)
	6.55
(4.06,10.56)
	6.55
(79.07)
	2.31
(1.63,3.00)

	Other antibacterials
	Linezolid
	13
	1.06
	12.06

(6.99,20.82)
	12.06

(6.99,20.81)
	12.06

(130.83)
	2.75

(1.97,3.52)

	
	Lamotrigine
	19
	1.55
	3.22
(2.05,5.07)
	3.22
(2.05,5.07)
	3.22
(28.80)
	1.53
(0.88,2.17)

	Other antimycotics for systemic use
	Caspofungin
	4
	0.33
	21.83
(8.18,58.25)
	21.81

(8.18,58.17)
	21.81

(79.25)
	2.08
(0.79,3.37)

	Other antineoplastic agents
	Pegaspargase
	83
	6.79
	216.06
(173.15,269.61)
	214.67
(172.27,267.50)
	214.67
(16771.98)
	5.90

(5.58,
6.22)

	
	Asparaginase
	35
	2.86
	184.93
(132.18,258.72)
	183.88
(131.68,256.77)
	183.88
(6232.15)
	4.91
(4.43,5.40)

	
	Arsenic trioxide
	4
	0.33
	26.57
(9.95,70.89)
	26.54
(9.95,70.78)
	26.54
(98.09)
	2.12
(0.83,3.41)

	
	Fondaparinux
	5
	0.41
	8.46
(3.52,20.36)
	8.46
(3.52,20.35)
	8.46
(32.78)
	1.91
(0.73,3.09)

	Other monoclonal antibodies and antibody drug conjugates
	Blinatumomab
	5
	0.41
	9.08
(3.77,21.85)
	9.08
(3.77,21.84)
	9.08
(35.84)
	1.95
(0.77,
3.13)

	
	Polatuzumab vedotin
	3
	0.25
	19.83
(6.39,61.57)
	19.82

(6.39,61.49)
	19.82

(53.51)
	1.80
(0.35,3.24)

	Platinum Compounds
	Oxaliplatin
	13
	1.06
	3.95

(2.29,6.81)
	9.89

(3.19,30.62)
	9.89

(36.62)
	1.62

(0.17,3.06)

	Preparations inhibiting uric acid production
	Allopurinol
	10
	0.82
	10.32

(5.54,19.22)
	10.32

(5.54,19.21)
	10.32

(83.67)
	2.48

(1.60,3.35)

	Proteasome inhibitors
	Bortezomib
	8
	0.65
	2.89
(1.44,5.78)
	2.89
(1.44,5.78)
	2.89
(9.81)
	1.25

(0.29,2.21)

	Purine analogues
	Fludarabine
	10
	0.82
	11.34
(6.09,21.12)
	11.34
(6.09,21.11)
	11.34
(93.71)
	2.54
(1.67,3.42)

	
	Mercaptopurine
	5
	0.41
	17.54
(7.29,42.21)
	17.53

(7.29,42.17)
	17.53

(77.72)
	2.22
(1.04,3.40)

	Pyrimidine analogues
	Cytarabine
	36
	2.94
	24.96
(17.94,34.74)
	24.94
(17.93,34.70)
	24.94
(809.55)
	3.90
(3.42,4.38)

	Selective immunosuppressants
	Antithymocyte immunoglobulin
	4
	0.33
	5.33
(2.00,14.21)
	5.33
(2.00,14.21)
	5.33
(14.02)
	1.51
(0.22,2.80)

	Tetracyclines
	Eravacycline
	12
	0.98
	2173.84
(1208.80,3909.30)
	2034.40
(1174.37,3524.26)
	2034.40
(24213.74)
	3.69

(2.86,4.52)

	
	Tigecycline
	119
	9.73
	747.34
(619.03,902.24)
	731.24
(607.98,879.47)
	731.24
(80575.85)
	6.67

(1.80,2.74)

	Unknown
	Crotalidae polyvalent immune Fab
	35
	2.86
	407.67
(291.07,570.99)
	402.58
(288.62,561.53)
	402.58
(13725.89)
	5.05
(4.56,5.54)

	Valproic acid
	Valproic acid
	43
	3.52
	9.64
(7.12,13.05)
	9.64
(7.12,13.05)
	9.64
(324.36)
	2.98
(2.54,3.42)

	Vinca alkaloids and analogues
	Vincristine
	44
	3.60
	69.39
(51.42,93.65)
	69.25
(51.34,93.40)
	69.25
(2881.35)
	4.77
(4.33,5.20)


DIHF: drug-induced hypofibrinogenemia. 
