Supplementary Table 1. Search strategies for systematic reviews
Ovid MEDLINE(R) 1950 to June Week 5 2010
#; Searches

1; Rivaroxaban.rn.

2; Morpholines/

3; Thiophenes/

4; dabigatran etexilate.rn.

5; Benzimidazoles/

6; Pyridines/

7; Anticoagulants/

8; Heparin, Low-Molecular-Weight/

9; Dalteparin/

10; Enoxaparin/

11; Factor Xa/

12; (direct adj (thrombin inhibitors or antithrombins)).tw.

13; (Rivaroxaban or bay 59 7939 or bay 597939 or bay59 7939 or bay597939 or xarelto).tw.

14; (dabigatran or bibr 1048 or bibr1048 or bibr 953 or bibr953 or pradaxa or rendix).tw.

15; (Dalteparin or Kabi 2165 or Kabi2165 or k 2165 or k2165 or FR 860 or FR860 or fragmin or fragmine or low liquemin or Tedelparin).tw.

16; (Enoxaparin or enoxaparin or PK 10,169 or PK10,169 or PK 10169 or PK10169 or EMT 967 or EMT967 or EMT 966 or EMT966 or clexane or klexane or lovenox).tw.

17; (("low molecular" adj1 (heparin or "weight heparin" or "weight fraction")) or LMWH or bm 2123 or bm2123 or choay or depolymerized heparin or ebpm 1 or ebpm 2 or ebpm 3 or ebpm1 or ebpm2 or ebpm3 or ff 1034 or ff1034 or fr 860 or fr860 or gag 869 or heparin lmw 2133 or nm heparin or "pk 007" or sandoz 5100 or sandoz 6700 or traxyparine).tw.

18; ((anti coagula$ or anticoagula$ or antithrombotic) adj1 (drug? or agent? or therapy or therapies)).tw.

19; ((("blood clotting factor 10a" or "factor xa" or thrombin) adj (inhibitor? or inhibition)) or ((inhibitor? or inhibition) adj "of factor Xa") or ((morpholide or morpholine or morpholinomethyl or oxazolidine or pyridyl or benzimidazole) adj derivative) or (thiophene adj (derivative or compound or series)) or (pyridine adj (derivative or n substituted derivative or series)) or morpholines or benzimidazoles or thiophenes or pyridines).tw.

20; or/1-19

21; Arthroplasty/

22; Arthroplasty, Replacement/

23; Arthroplasty, Replacement, Hip/

24; Arthroplasty, Replacement, Knee/

25; Prosthesis Implantation/

26; "Prostheses and Implants"/

27; exp Joint Prosthesis/28; (prosthesiology or endoprosthesis or endoprostheses or (prosthetic adj (replacement or substitution or implant? or joint))).tw.

29; ((Joint or hip or "femoral head" or "femur head" or total or knee or orthopedic or Implantation? or "weber huggler" or "mckee ferrar") adj1 (Prosthesis or prostheses)).tw.

30; (arthroplasty or arthroplasties or alloarthroplasty or alloarthroplasties or hemiarthroplasties or hemiarthroplasty or arthroprosthesis or acetabuloplasty or "mac bride acetabulum cup" or "acetabulum plasty" or "hip plasty").tw.

31; ((joint or hip or knee or "femoral head" or "femur head" or (total adj1 (hip or joint or knee))) adj1 (replacement? or reconstruction or artificial)).tw.

32; or/21-31

33; 20 and 32

34; Cost-Benefit Analysis/

35; (cost* adj2 (benefit* or effective* or minim* or utillit*)).tw.

36; cba.tw.

37; cea.tw.

38; cua.tw.

39; Economics, Medical/

40; (health economic? or economic evaluation?).tw.

41; Economics, Pharmaceutical/

42; (pharmac* adj economic?).tw.

43; pharmacoeconomic?.tw.

44; Technology Assessment, Biomedical/

45; technology assessment?.tw.

46; or/34-45

47; 33 and 46

48; limit 33 to "reviews (optimized)"

49; 47 or 48

Supplementary Table 2. Included studies
	Study
	Description 

	Salazar et al 2010 
 ADDIN REFMGR.CITE 

(4)

	

	Study design 
	Systematic review of randomized controlled trials 

	Included studies


	14 randomized controlled trials, of which four used oral dabigatran

(BISTRO II; RE-MOBILIZE; RE-MODEL; RE-NOVATE)

	Ndegwa et al 2009 (3)
	

	Study design 
	Systematic review/rapid alert which included Health technology

assessments, systematic reviews, meta-analyses, or randomized

controlled trials 

	Included studies


	Dabigatran: BISTRO II; RE-NOVATE;RE-MODEL; REMOBILIZE

Rivaroxaban: Four phase 2 RCTs ( three from the ODIX-programme and one by Eriksson et al 2006) and three phase 3 RCTs (RECORD 1 to 3 + preliminary results from RECORD 4)

	Eriksson et al 2011 
 ADDIN REFMGR.CITE 

(29)

(RE-NOVATE II)
	

	Study design
	Randomized controlled trial

	Turpie et al 2009 
 ADDIN REFMGR.CITE 

(35)

(RECORD4 )
	

	Study design
	Randomized controlled trial


Supplementary Table 3. Treatment regimens in the included studies comparing dabigatran to enoxaparin
	Study
	Type of replacement surgery
	Dabigatran

Doses used and treatment start
	Enoxaparin 

Doses used and treatment start
	Treatment duration 

Follow-up

	BISTRO II
 
 ADDIN REFMGR.CITE 

(25)
 
	THR&TKR
	50 mg bid, 150 mg bid, 225 mg bid or 300 mg 

Start 1-4 hours after surgery
	40 mg 

Start the evening before surgery
	7 days 

Follow-up 4-6 weeks

	RE-MOBILIZE 

 ADDIN REFMGR.CITE 

(26)

	TKR
	150 mg, 220 mg 

Start 6-12 hours after surgery
	30 mg bid 

Start 12-24 hours after surgery
	12-15 days 

Follow-up 3 months 

	RE-MODEL
 
 ADDIN REFMGR.CITE 

(27)

	TKR
	150 mg, 220 mg 

Start 1-4 hours after surgery
	40 mg 

Start the evening before surgery
	6-10 days

Follow-up 2-3 months

	RE-NOVATE 

 ADDIN REFMGR.CITE 

(28)

	THR
	150 mg, 220 mg 

Start 1-4 h after surgery
	40 mg 

Start the evening before surgery 
	28-35 days

Follow-up 2-3 months

	RE-NOVATE II

 ADDIN REFMGR.CITE 

(29)

	THR
	220 mg 

Start 1-4 hours after surgery
	40 mg 

Start the evening before surgery
	28-35 days

Follow-up 2-3 months


THR: Total hip replacement; TKR: Total knee replacement; bid: twice a day
Supplementary Table 4. Treatment regimens in the included studies comparing rivaroxaban to enoxaparin
	Study
	Type of replacement surgery
	Rivaroxaban

Doses used and treatment start
	Enoxaparin 

Doses used and treatment start
	Treatment duration 

Follow-up

	Eriksson and
co-workers 

 ADDIN REFMGR.CITE 

(33)

	THR
	2.5 mg bid, 5 mg bid,
10 mg bid, 30 mg, 20 mg bid and 30 mg bid 

Start 6-8 hours after surgery
	40 mg

Start the evening before surgery
	5-9 days 

Follow-up 30-60 days

	ODIXa-HIP (bid) 


 ADDIN REFMGR.CITE 

(30)

	THR
	2.5 mg, 5 mg, 10 mg, 
20 mg or 30 mg (all bid) 

Start 6-8 hours after surgery
	40 mg 
Start the evening before surgery
	5-9 days 

Follow-up 30-60 days

	ODIXa-HIP (qd) 


 ADDIN REFMGR.CITE 

(31)

	THR
	5 mg, 10 mg, 20 mg, 
30 mg or 40 mg 

Start 6-8 hours after surgery
	40 mg 

Start the evening before surgery
	5-9 days 

Follow-up 30-60 days

	RECORD1 


 ADDIN REFMGR.CITE 

(45)

	THR
	10 mg 

Start 6-8 hours after surgery
	40 mg 

Start 12 hours before surgery and restarted
 6-8 hours after wound closure
	35 days

Follow-up 30-35 days after last dose 

	RECORD2 


 ADDIN REFMGR.CITE 

(36)

	THR
	10 mg 

Start6-8 h after wound closure and continued for 31-39 days
	40 mg 

Start 12 h before surgery and restarted 6-8 h after wound closure
	Rivaroxaban: 31-39 days
Enoxaparin: 10-14 days

Follow-up 30-35 days after last dose

	ODIXa-KNEE 


 ADDIN REFMGR.CITE 

(46)

	TKR
	2.5 mg, 5 mg, 10 mg, 20 mg or 30 mg (all bid)

Start 6-8 hours after surgery.
	30 mg bid 

Start 12-24 hours after surgery
	5-9 days

Follow-up 30-60 days

	RECORD3


 ADDIN REFMGR.CITE 

(32)

	TKR
	10 mg 

Start 6-8 hours after wound closure
	40 mg 

Start 12 hours before surgery and restarted 6-8 hours after wound closure 
	10-14 days 

Follow-up 30-35 days after last dose 

	RECORD4 

 ADDIN REFMGR.CITE 

(35)

	TKR
	10 mg 

Start 6-8 hours after wound closure
	30 mg bid 

Start 12-24 hours after wound closure
	10-14 days 

Follow-up 30-35 days after last dose


THR: Total hip replacement; TKR: Total knee replacement; bid: twice a day; qd: once a day

Supplementary Table 5. Results of the base-case cost-effectiveness analyses (discounted); dabigatran and rivaroxaban vs. enoxaparin (THR) (EUR1.00≈NOK8.01)
	Strategy
	Cost (EUR)
	Incremental cost (EUR)
	Effect (QALYs)
	Incremental effect (QALY)
	ICER (EUR/QALY)
	NHB

	Enoxaparin
	602
	
	8.029
	
	
	

	Dabigatran
	526
	-76
	7.725
	-0.304
	251
	-0.312

	Rivaroxaban
	1,585
	983
	8.204
	0.175
	5,617
	0.159


THR: Total hip replacement; QALY: Quality –adjusted life-year(s); ICER: Incremental cost-effectiveness ratio; NHB: Net health benefit
Supplementary Table 6. Results of the base-case cost-effectiveness analyses (discounted); dabigatran and rivaroxaban vs. enoxaparin (TKR) (EUR1.00≈NOK8.01)

	Strategy
	Cost (EUR)
	Incremental cost (EUR)
	Effect (QALYs)
	Incremental effect (QALY)
	ICER (EUR/QALY)
	NHB

	Enoxaparin
	378
	
	7.867
	
	
	

	Dabigatran
	356
	-22
	7.847
	-0.020
	1,093
	-0.020

	Rivaroxaban
	339
	-39
	7.849
	-0.018
	2,170
	-0.017


TKR: Total knee replacement; QALY: Quality –adjusted life-year(s); ICER: Incremental cost-effectiveness ratio; NHB: Net health benefit
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