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Supplementary Methods
Exclusion criteria
According to the label recommendations for 220 mg once daily dabigatran, patients were excluded if they were ≥75 years old, were using amiodarone, had creatinine clearance (Cockcroft-Gault formula) ≤50 mL/min, elevated liver enzymes >2× the upper limit of normal, hepatic impairment or liver disease expected to have any impact on survival, anaesthesia with post-operative indwelling epidural catheters, hypersensitivity to dabigatran, active clinically significant bleeding or an organic lesion at risk of bleeding, a spontaneous or pharmacological impairment of haemostasis, an indication for concomitant treatment with quinidine or chronic anticoagulant therapy. 


Supplementary Table 1 Summary of MBEs by qualifying major bleeding event criteria and by bleeding site – treated set
	 
	THR
	TKR
	Total

	Treated, n
	2734
	2558
	5292

	Number of patients with any MBE, n (%) 
	19 (0.7)
	19 (0.7)
	38 (0.7)

	Number of MBEs 
	20
	20
	40

	MBE categorya
	
	
	

	Fatal bleeding 
	0
	0
	0

	≥20 g/L fall in haemoglobinb 
	5
	8
	13

	Leading to transfusion of ≥2 units 
	11
	4
	15

	Symptomatic bleeding in critical organc 
	1
	0
	1

	Requiring treatment cessation 
	9
	8
	17

	Leading to re-operation 
	4
	5
	9

	Site of bleedingd
	
	
	

	Surgical site 
	10
	12
	22

	Intra-articular 
	0
	2
	2

	Gastrointestinal 
	9
	4
	13

	Nasal 
	1
	0
	1

	Other 
	0
	2
	2


MBEs major bleeding events, THR total hip replacement, TKR total knee replacement
aEvents may be counted in more than one category; bIn excess of what the investigator expected; cSymptomatic documented retroperitoneal, intracranial, intraocular or intraspinal bleeding (note: for one patient, the site of bleeding was reported as ‘gastrointestinal’ but the category of event was ‘symptomatic bleeding in critical organ’); dCategories with no entries are not tabulated here
Supplementary Table 2 Treatment-emergent and post-study ACS events identified by investigator assessment (based on AE data)
	
	n
	Incidence, %

	Total patients with ≥1 ACS event during treatment period (total n = 5292)
Myocardial infarction	
Myocardial ischaemia
Total patients with ≥1 ACS event during post-study period (total n = 4421)
Myocardial infarction
	4

3
1
1

1
	0.1

0.1
0.0
0.0

0.0


ACS acute coronary syndrome, AE adverse event
Percentages are calculated using total number of patients per treatment as the denominator. For dabigatran dose groups, a patient is assigned to the group of his/her first full dose



