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Supplementary Material 

METHODS 

Search Strategy 

An updated systematic search of the three databases was conducted for the period of March 

1, 2013 to December 18, 2013, with the objective of capturing new subgroup analyses from 

phase 3 trials of dabigatran, rivaroxaban, and apixaban. No limits in terms of publication date 

or language were included in this search strategy. 

Data Extraction 

A total of 43 variables were extracted using a standardized data abstraction form developed 

in Microsoft Excel (Table A-1). In addition, data for the outcomes of interest, if available, 

were extracted from the trials that compared a new oral anticoagulant versus warfarin in 

patients with CHADS2 score ≥ 2 at baseline. In addition, edoxaban data were extracted from 

the clinical study report or post hoc analysis of ENGAGE AF-TIMI 48 (Effective 

Anticoagulation with Factor Xa Next Generation in Atrial Fibrillation–Thrombolysis In 

Myocardial Infarction study 48) if needed. 

Statistical Methods 

The mixed Poisson regression model specific to this analysis can be described as follows: 
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yij ~ Poisson(λijEij) 

log(λij) = tj + si  

where  

 yij is the number of events that occurred among the patients who received treatment j 

in study i  

 λij is the risk of events among the patients who received treatment j in study i 

 Eij is the exposure time contributed by the patients who received treatment j in study i, 

generally given in the format of person-years 

 tj is the mean logarithm of risk for treatment j 

 si are random study effects following a normal distribution with mean zero and 

unknown variance that account for the correlation between yij and yij’ for j ≠ j’ when 

treatment groups come from the same study 

It therefore follows that the risk of event due to treatment i is λi = exp(ti), and the risk ratio 

(RR) of treatment a versus treatment b is defined as λa/λb = exp(ta-tb).  

In this model, we assumed that risk is constant over the follow-up period. Suppose there are 

1,000 person-years from one treatment j and study i after 1 year follow-up, then the mean of 

observed number of events is 1,000λij. If we follow up the patients for another 1.2 years and 

have a total of 2,000 person-years, then the mean number of events should be 2,000λij. This 

assumption is not true when the chance of events is varied according to the exposure time 

(e.g., for a type of adverse event that occurs immediately after the first treatment). 
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For each outcome analyzed using a model based on the Poisson distribution, the risk for 

specified treatment was estimated by exp(  ̂) with 95% confidence interval (CI) and the RR 

was estimated by exp(  ̂    ̂) with 95% CI. The estimated risk, RR, and 95% CI are 

presented in the tables and forest plots. For consistency, person-years were derived by the 

ratio of number of events versus risk, even if person-years were provided separately.  

RESULTS 

Systematic Review and Summary of Included Trials 

Of the 1,357 records identified in the initial literature search, 51 publications met the 

inclusion criteria. Eleven additional publications were identified from an updated systematic 

search of the literature. A total of 33 publications were identified as relevant. Of them, four 

phase 3 trials that compared a new oral anticoagulant versus warfarin and two publications‎
1,‎2 

of these trials evaluating outcomes by CHADS2 score were included in this meta-analysis. 

The four phase 3 trials were ARISTOTLE (apixaban),‎
3
 ROCKET-AF (rivaroxaban),‎

4
 RE-LY 

(dabigatran),‎
5
 and ENGAGE AF-TIMI 48 (edoxaban).‎

6
 The PRISMA checklist is presented 

in table A-2 and a list of excluded publications is presented in table A-3. 

The average age of patients was similar among trials, as were the proportion of women 

recruited and the percentage or patients with prior myocardial infarction. However, there 

were a number of differences across these four trials in trial design, patients enrolled, and 

populations analyzed: 
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 The ARISTOTLE, ROCKET-AF, and ENGAGE AF-TIMI 48 trials were double-

blind, double-dummy trials. In contrast, in the RE-LY trial, the assignments to 

dabigatran or warfarin were not concealed, and warfarin was administered as an 

open-label treatment. 

 The RE-LY trial publication based all efficacy and safety analyses on the intention-

to-treat (ITT) principle. In the ARISTOTLE trial publication, efficacy analyses were 

conducted on the ITT population and safety analyses on the on-treatment population. 

Analyses of efficacy in the ROCKET-AF trial publication were conducted on the ITT 

population only for the primary efficacy endpoint, and on a per-protocol population to 

demonstrate non-inferiority, with superiority and safety analyses run on the on-

treatment population. In the ENGAGE AF-TIMI 48 trial, efficacy analyses were 

conducted on the ITT/modified ITT (mITT) overall study period and on-treatment 

populations, and safety analyses were conducted on the safety population during the 

on-treatment and overall study periods.  

 Median follow-up ranged from 1.8 years in ARISTOTLE to 2.8 years in ENGAGE 

AF-TIMI 48. 

 Subjects were enrolled in the ARISTOTLE, ENGAGE AF-TIMI 48, and RE-LY 

trials if they had a CHADS2 score of ≥ 1, whereas ROCKET-AF enrolled a higher-

risk population (CHADS2 score ≥ 2). At baseline, the mean CHADS2 score for the 

ROCKET-AF trial was 3.4, compared with 2.1 for both RE-LY and ARISTOTLE. 

 A larger proportion of patients with previous stroke or transient ischemic attack, with 

heart failure, or with diabetes were enrolled in ROCKET-AF than in the other trials. 
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 The mean percentage of time in which the international normalized ratio was in the 

therapeutic range of 2.0-3.0 for warfarin was 64% in the RE-LY trial, 62% in the 

ARISTOTLE trial, 55% in the ROCKET-AF trial, and 65% in the ENGAGE AF-

TIMI 48 trial. 
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Table A-1. Data Abstraction Form 

Worksheet Fields  

Study characteristics 

 

 

 Record number 

 Reference 

 Follow-up duration; study duration 

 Study design 

 Study phase 

 Intention-to-treat analysis 

 Inclusion criteria 

 Exclusion criteria 

 Concomitant medications at baseline 

Baseline 

characteristics by 

arm 

 Record number 

 Age 

 Female (% patients) 

 BP 

 Type of AF 

 Diabetes (% patients) 

 Hypertension (% patients) 

 CHADS2 score 

 Creatinine clearance 

 VKA naïve (% patients) 

 Definition of VKA naïve 

 Comments 

Treatments per arm  Record number 

 Treatment group 

 Number randomized 

 Dosing schedule 

 Time in therapeutic range (% patients) 

 Dyspepsia, n (%) 

 Lost to follow-up, n (%) 

 Discontinuations, n (%) 
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Worksheet Fields  

Outcomes per arm
a
  Record number 

 Composite of stroke and systemic embolism 

 systemic embolism 

 Ischemic stroke 

 Hemorrhagic stroke 

 All-cause death 

 Cardiovascular mortality  

 MI 

 Composite of major bleeding or clinically relevant nonmajor bleeding 

 Major bleeding
b
 

 Major gastrointestinal bleeding 

 Clinically relevant non-major bleeding 

 Fatal bleeding 

 Intracranial hemorrhage 

Abbreviations: AF, atrial fibrillation; BP, blood pressure; CHADS2, stroke risk factor scoring system in which 1 point is given for 

history of congestive heart failure, hypertension, age ≥ 75 years, and diabetes, and 2 points are given for history of stroke or 

transient ischemic attack; CI, confidence interval; ITT, intention to treat; MACE, major adverse cardiac event; MI, myocardial 

infarction; TIA, transient ischemic attack; VKA, vitamin K antagonist. 

a
 For each treatment arm, definition, type of analysis (e.g., ITT, per-protocol population), total number of patients analyzed, 

number of patients with events, and event rate (%/patient-year) were extracted for each outcome. In addition, hazard ratios 

between treatment groups with CIs, standard errors, and P values were also extracted. 

b
The Subcommittee on Control of Anticoagulation, of the Scientific and Standardization Committee of the ISTH, endorses the 

following criteria for major bleeding in non-surgical patients: (i) fatal bleeding, and/or (ii) symptomatic bleeding in a critical area 

or organ, such as intracranial, intraspinal, intraocular, retroperitoneal, intraarticular, or pericardial, or intramuscular with 

compartment syndrome, and/or (iii) bleeding causing a fall in hemoglobin level of 20g L (-1) (1.24 mmol/L[-1]) or more, or 

leading to a transfusion of two or more units of whole blood or red cells. 
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Table A-2. PRISMA Checklist 

Section/topic  # Checklist item  
Reported 
on page #  

TITLE   

Title  1 Identify the report as a systematic review, meta-analysis, or 
both.  

1 

ABSTRACT   

Structured 
summary  

2 Provide a structured summary including, as applicable: 
background; objectives; data sources; study eligibility 
criteria, participants, and interventions; study appraisal and 
synthesis methods; results; limitations; conclusions and 
implications of key findings; systematic review registration 
number.  

1 

INTRODUCTION   

Rationale  3 Describe the rationale for the review in the context of what is 
already known.  

2-3 

Objectives  4 Provide an explicit statement of questions being addressed 
with reference to participants, interventions, comparisons, 
outcomes, and study design (PICOS).  

4-6 

METHODS   

Protocol and 
registration  

5 Indicate if a review protocol exists, if and where it can be 
accessed (e.g., Web address), and, if available, provide 
registration information including registration number.  

NA 

Eligibility criteria  6 Specify study characteristics (e.g., PICOS, length of follow-

up) and report characteristics (e.g., years considered, 
language, publication status) used as criteria for eligibility, 
giving rationale.  

4 

Information 
sources  

7 Describe all information sources (e.g., databases with dates 
of coverage, contact with study authors to identify additional 
studies) in the search and date last searched.  

4 

Search  8 Present full electronic search strategy for at least one 
database, including any limits used, such that it could be 
repeated.  

4 

Study selection  9 State the process for selecting studies (i.e., screening, 
eligibility, included in systematic review, and, if applicable, 
included in the meta-analysis).  

4 

Data collection 
process  

10 Describe method of data extraction from reports (e.g., 
piloted forms, independently, in duplicate) and any 
processes for obtaining and confirming data from 
investigators.  

5 

Data items  11 List and define all variables for which data were sought 
(e.g., PICOS, funding sources) and any assumptions and 
simplifications made.  

5-6 
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Risk of bias in 
individual studies  

12 Describe methods used for assessing risk of bias of 
individual studies (including specification of whether this was 
done at the study or outcome level), and how this 
information is to be used in any data synthesis.  

5 

Summary 
measures  

13 State the principal summary measures (e.g., risk ratio, 
difference in means).  

6-7 

Synthesis of 
results  

14 Describe the methods of handling data and combining 
results of studies, if done, including measures of 
consistency (e.g., I

2
) for each meta-analysis.  

6-7 

Risk of bias 
across studies  

15 Specify any assessment of risk of bias that may affect the 
cumulative evidence (e.g., publication bias, selective 
reporting within studies).  

NA 

Additional 
analyses  

16 Describe methods of additional analyses (e.g., sensitivity or 
subgroup analyses, meta-regression), if done, indicating 
which were pre-specified.  

6-7 

RESULTS  
   

Study selection  17 Give numbers of studies screened, assessed for eligibility, 
and included in the review, with reasons for exclusions at 
each stage, ideally with a flow diagram.  

4 

Study 
characteristics  

18 For each study, present characteristics for which data were 
extracted (e.g., study size, PICOS, follow-up period) and 
provide the citations.  

5 

Risk of bias within 
studies  

19 Present data on risk of bias of each study and, if available, 
any outcome level assessment (see item 12).  

5 

Results of 
individual studies  

20 For all outcomes considered (benefits or harms), present, 
for each study: (a) simple summary data for each 
intervention group (b) effect estimates and confidence 
intervals, ideally with a forest plot.  

8-10 

Synthesis of 
results  

21 Present results of each meta-analysis done, including 
confidence intervals and measures of consistency.  

8-10 

Risk of bias 
across studies  

22 Present results of any assessment of risk of bias across 
studies (see Item 15).  

NA 

Additional 
analysis  

23 Give results of additional analyses, if done (e.g., sensitivity 
or subgroup analyses, meta-regression [see Item 16]).  

10 

DISCUSSION  
   

Summary of 
evidence  

24 Summarize the main findings including the strength of 
evidence for each main outcome; consider their relevance to 
key groups (e.g., healthcare providers, users, and policy 
makers).  

11-13 

Limitations  25 Discuss limitations at study and outcome level (e.g., risk of 
bias), and at review-level (e.g., incomplete retrieval of 
identified research, reporting bias).  

12-13 

Conclusions  26 Provide a general interpretation of the results in the context 
of other evidence, and implications for future research.  

14 
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FUNDING  
   

Funding  27 Describe sources of funding for the systematic review and 
other support (e.g., supply of data); role of funders for the 
systematic review.  

14 

NA= not available; 
From:  Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic 
Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med 6(6): e1000097. doi:10.1371/journal.pmed1000097. 
Available at www.prisma-statement.org. Accessed on 29 July 2015. 

 

Table A-3. Excluded Studies and Reasons for Exclusion 

Reference  Ref ID Reason 

Level 1 Screening (n = 1,101)   

[Embolic complications in atrial fibrillation. Data of the Studio Italiano Fibrillation Atriale (SIFA)]. G 

Chir 1995 Mar;16(3):137-9. 

464 Study Design 

[INR self monitoring: large study shows no prognostic value]. MMW Fortschr Med 2008 Nov 

20;150(47):14. 

191 Intervention/Com

parators 

Aalbers J, Bryer A, Klug E. FDA committee unanimously recommends approval of dabigatran 

etexilate for stroke prevention in atrial fibrillation. Cardiovasc J Afr 2010 Nov;21(6):341. 

129 Study Design 

Aalbers J, Wagenaar P, Klug E. New anti-coagulant therapies set to revitalise clinical haemotology 

practice. Cardiovasc J Afr 2010 Nov;21(6):323-6, 337. 

130 Study Design 

Aalbers J, Wagenaar P, Klug E. New anti-coagulant therapies set to revitalise clinical haemotology 

practice: Annual meeting of the Southern African Society of Thrombosis and Haemostasis. 

Cardiovascular Journal of Africa 2010;21(6):323-6+337. 

734 Study Design 

Aalbers J. New anticoagulants offer consistent stroke-reduction benefit in atrial fibrillation. 

Cardiovascular Journal of Africa 2012;23(3):168. 

612 Study Design 

Aalbers J. Rivaroxaban equals warfarin treatment in atrial fibrillation patients at high risk of stroke. 

Cardiovasc J Afr 2010 Nov;21(6):342-3. 

128 Intervention/Com

parators 

Abdelhafiz AH, Myint MP, Tayek JA, Wheeldon NM. Anemia, hypoalbuminemia, and renal 

impairment as predictors of bleeding complications in patients receiving anticoagulation therapy for 

nonvalvular atrial fibrillation: a secondary analysis. Clin Ther 2009 Jul;31(7):1534-9. 

175 Study Design 

Abdelhafiz AH, Wheeldon NM. Results of an open-label, prospective study of anticoagulant 

therapy for atrial fibrillation in an outpatient anticoagulation clinic. Clinical Therapeutics 

2004;26(9):1470-8. 

946 Intervention/Com

parators 

Abi nasr I, Mansencal N, Dubourg O. Management of atrial fibrillation in heart failure in the elderly. 

International Journal of Cardiology 2008;125(2):178-82. 

843 Study Design 

Abrol R, Page RL. Azimilide dihydrochloride: A new class III anti-arrhythmic agent. Expert Opinion 

on Investigational Drugs 2000;9(11):2705-15. 

1060 Study Design 

http://www.prisma-statement.org/
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Reference  Ref ID Reason 

ACTIVE-W: warfarin beats clopidogrel/aspirin in atrial fibrillation. Cardiovasc J S Afr 2006 

Mar;17(2):91. 

260 Intervention/Com

parators 

Ad N, Henry L, Schlauch K, Holmes SD, Hunt S. The CHADS score role in managing 

anticoagulation after surgical ablation for atrial fibrillation. Annals of Thoracic Surgery 

2010;90(4):1257-62. 

736 Study Design 

Adam SS, McDuffie JR, Ortel TL, Nagi A, Williams JW. 2012 Apr. 41 Study Population 

Adams Jr HP. 10 Most Commonly Asked Questions about which Antiplatelet Agent to Prescribe. 

Neurologist 2003;9(6):318-22. 

971 Study Design 

Adjusted-dose warfarin versus low-intensity, fixed-dose warfarin plus aspirin for high-risk patients 

with atrial fibrillation: Stroke Prevention in Atrial Fibrillation III randomised clinical trial. Lancet 1996 

Sep 7;348(9028):633-8. 

448 Intervention/Com

parators 

Agarwal S, Bennett D, Smith DJ. Predictors of warfarin use in atrial fibrillation patients in the 

inpatient setting. Am J Cardiovasc Drugs 2010;10(1):37-48. 

155 Intervention/Com

parators 

Agbahiwe SO, Okeke C, Okonkwo O. Janssen pharmaceuticals' xarelto. Pharm.Times 77. 2011. 648 Study Design 

Ageno W, Crowther M, Steidl L, Ultori C, Mera V, Dentali F, et al. Low dose oral vitamin K to 

reverse acenocoumarol-induced coagulopathy: A randomized controlled trial. Thrombosis and 

Haemostasis 2002;88(1):48-51. 

1013 Study Population 

Aguirre FV, McMahon RP, Mueller H, Kleiman NS, Kern MJ, Desvigne-Nickens P, et al. Impact of 

age on clinical outcome and postlytic management strategies in patients treated with intravenous 

thrombolytic therapy: Results from the TIMI II study. Circulation 1994;90(1):78-86. 

1148 Study Design 

Ahmad Y, Lip GYH, Apostolakis S. New oral anticoagulants for stroke prevention in atrial 

fibrillation: Impact of gender, heart failure, diabetes mellitus and paroxysmal atrial fibrillation. 

Expert Review of Cardiovascular Therapy 2012;10(12):1471-80. 

521 Study Design 

Ahrens I, Bode C. Oral anticoagulation with edoxaban. Focus on current phase III clinical 

development. Hamostaseologie 2012;32(3):212-5. 

34 Study Design 

Ahrens I, Lip GY, Peter K. What do the RE-LY, AVERROES and ROCKET-AF trials tell us for 

stroke prevention in atrial fibrillation? Thromb Haemost 2011 Apr;105(4):574-8. 

122 Study Design 

Aizawa Y, Kohsaka S, Suzuki S, Atarashi H, Kamakura S, Sakurai M, et al. Comparison of 

antiarrhythmics used in patients with paroxysmal atrial fibrillation: Subanalysis of J-RHYTHM 

study. Circulation Journal 2010;74(1):71-6. 

776 Intervention/Com

parators 

Akdeniz B, Badak O, Baris N, Aslan O, Kirimli O, Goldeli O, et al. Left atrial appendage-flow 

velocity predicts cardioversion success in atrial fibrillation. Tohoku Journal of Experimental 

Medicine 2006;208(3):243-50. 

897 Study Design 

Akdeniz B, Turker S, Ozturk V, Badak O, Okan T, Aslan O, et al. Cardioversion under the 

guidance of transesophageal echochardiograhy in persistent atrial fibrillation: Results with low 

molecular weight heparin. International Journal of Cardiology 2005;98(1):49-55. 

934 Intervention/Com

parators 
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Reference  Ref ID Reason 

Akins PT, Feldman HA, Zoble RG, Newman D, Spitzer SG, Diener HC, et al. Secondary stroke 

prevention with ximelagatran versus warfarin in patients with atrial fibrillation: pooled analysis of 

SPORTIF III and V clinical trials. Stroke 2007 Mar;38(3):874-80. 

241 Intervention/Com

parators 

Al Suwaidi J, Zubaid M, Al-Mahmeed WA, Al-Rashdan I, Amin H, Bener A, et al. Impact of fasting 

in Ramadan in patients with cardiac disease. Saudi Medical Journal 2005;26(10):1579-83. 

916 Study Population 

Albage A, van der Linden J, Lindblom D, Kenneback G, Nygren AT, Svedenhag J, et al. The maze 

operation for treatment of atrial fibrillation. Scandinavian Cardiovascular Journal 2000;34(5):480-5. 

1058 Intervention/Com

parators 

Albers GW, Atwood JE, Hirsh J, Sherman DG, Hughes RA, Connolly SJ. Stroke prevention in 

nonvalvular atrial fibrillation. Ann Intern Med 1991 Nov 1;115(9):727-36. 

492 Study Design 

Albers GW, Dalen JE, Laupacis A, Manning WJ, Petersen P, Singer DE. Antithrombotic therapy in 

atrial fibrillation. Chest 2001;119(1 SUPPL.):194S-206S. 

1051 Study Design 

Albers GW, Diener HC, Frison L, Grind M, Nevinson M, Partridge S, et al. Ximelagatran vs 

warfarin for stroke prevention in patients with nonvalvular atrial fibrillation: a randomized trial. 

JAMA 2005 Feb 9;293(6):690-8. 

296 Intervention/Com

parators 

Albers GW. Antithrombotic therapy for prevention and treatment of ischemic stroke. Journal of 

Thrombosis and Thrombolysis 2001;12(1):19-22. 

1024 Study Design 

Albers GW. Atrial fibrillation and stroke: Three new studies, three remaining questions. Archives of 

Internal Medicine 1994;154(13):1443-8. 

1146 Study Design 

Alex J, Guvendik L. Evaluation of ventral cardiac denervation as a prophylaxis against atrial 

fibrillation after coronary artery bypass grafting. Annals of Thoracic Surgery 2005;79(2):517-20. 

932 Study Population 

Alexander R, Ferretti AC, Sorensen JR. Stop the nonsense not the anticoagulants: a matter of life 

and death. N Y State Dent J 2002 Nov;68(9):24-6. 

349 Study Design 

Alexander W, Connolly S, Arnesen H. European Society of Cardiology: Apixaban or aspirin in 

decreasing stroke risk (The AVERROES Trial). P and T 2010;35(10):580-1. 

737 Intervention/Com

parators 

Algra A, Koundstaal PJ, Van Gijn J. Secondary prevention after cerebral ischaemia: Monotherapy 

with acetylsalicylic acid still first choice? Nederlands Tijdschrift voor Geneeskunde 

1998;142(6):277-80. 

1103 Intervention/Com

parators 

Al-Khadra AS, Salem DN, Rand WM, Udelson JE, Smith JJ, Konstam MA. Warfarin 

anticoagulation and survival: a cohort analysis from the Studies of Left Ventricular Dysfunction. J 

Am Coll Cardiol 1998 Mar 15;31(4):749-53. 

438 Intervention/Com

parators 

Al-Khatib SM, Hafley G, Harrington RA, Mack MJ, Ferguson TB, Peterson ED, et al. Patterns of 

management of atrial fibrillation complicating coronary artery bypass grafting: Results from the 

PRoject of Ex-vivo Vein graft ENgineering via Transfection IV (PREVENT-IV) Trial. Am Heart J 

2009 Nov;158(5):792-8. 

166 Intervention/Com

parators 

Al-Khatib SM, Pieper KS, Lee KL, Mahaffey KW, Hochman JS, Pepine CJ, et al. Atrial fibrillation 

and mortality among patients with acute coronary syndromes without ST-segment elevation: 

Results from the PURSUIT trial. American Journal of Cardiology 2001;88(1):76-9. 

1044 Study Population 
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Reference  Ref ID Reason 

Almroth H, Hoglund N, Boman K, Englund A, Jensen S, Kjellman B, et al. Atorvastatin and 

persistent atrial fibrillation following cardioversion: A randomized placebo-controlled multicentre 

study. European Heart Journal 2009;30(7):827-33. 

808 Intervention/Com

parators 

Alonso-Coello P, Zhou Q, Guyatt G. Home-monitoring of oral anticoagulation vs. dabigatran: An 

indirect comparison. Thrombosis and Haemostasis 2012;108(4):647-53. 

564 Intervention/Com

parators 

Alreja G, Chandrasekaran D, Trikalinos T, Rothberg M. Oral anticoagulants for secondary 

prophylaxis of stroke in coronary artery disease and cerebrovascular accident. J Am Coll Cardiol 

2011;57(14):E1509. 

701 Study Population 

Amabile G, Matteoli S, Fattapposta F, Lavezzari M, Trappolini M, Heiman F, et al. [Italian Study on 

Atrial Fibrillation (SIFA): status report]. Cardiologia 1993 Dec;38(12 Suppl 1):327-32. 

475 Intervention/Com

parators 

Amin A. New oral anticoagulants for stroke prevention in atrial fibrillation: An update for managed 

care and hospital decision-makers. Formulary 2012;47(8):299-305. 

522 Study Design 

Amin AN, Lin J, Thompson S, Wiederkehr D. Inpatient and outpatient occurrence of deep vein 

thrombosis and pulmonary embolism and thromboprophylaxis following selected at-risk surgeries. 

Ann Pharmacother 2011 Sep;45(9):1045-52. 

87 Study Design 

Andersen LV, Lip GY, Lindholt JS, Frost L. Upper limb arterial thromboembolism: A systematic 

review on incidence, risk factors, and prognosis including a meta-analysis of risk-modifying drugs. 

J Thromb Haemost 2013 Feb 25. 

2 Study Population 

Anderson DC, Buckingham T, Hart RG, Kelley RE, Litin SC, McBride R, et al. Design of a 

multicenter randomized trial for the stroke prevention in atrial fibrillation study. Stroke 

1990;21(4):538-45. 

1165 Study Design 

Anderson DC. Progress report of the Stroke Prevention in Atrial Fibrillation Study. Stroke 1990 

Nov;21(11 Suppl):III12-III17. 

498 Study Design 

Anderson J, O'Donnell M. Clinical trials of new anticoagulants. Vnitrni Lekarstvi 2006;52(SUPPL. 

1):123-6. 

895 Study Design 

Antiplatelet agents for stroke patients. MeReC Bulletin 2003;14(2):5-8. 975 Study Design 

Antonielli E, Pizzuti A, Gandolfo N, Sclavo M, Tanga M, Riva G, et al. Short-term anticoagulation 

before electrical cardioversion of chronic atrial fibrillation. Giornale Italiano di Cardiologia 

1997;27(8):803-10. 

1108 Intervention/Com

parators 

Apixaban in other situations? Prescrire Int 2012 Sep;21(130):203. 25 Study Design 

Apixaban superior to warfarin in preventing stroke or systemic embolism. Australian Journal of 

Pharmacy 2012;93(1104):93. 

601 Study Design 

Apostolakis S, Lane DA, Guo Y, Buller H, Lip GY. Performance of the HEMORR(2)HAGES, 

ATRIA, and HAS-BLED bleeding risk-prediction scores in patients with atrial fibrillation undergoing 

anticoagulation: the AMADEUS (evaluating the use of SR34006 compared to warfarin or 

acenocoumarol in patients with atrial fibrillation) study. J Am Coll Cardiol 2012 Aug 28;60(9):861-7. 

28 Intervention/Com

parators 

Apostolakis S, Marin F, Lip GYH. Antiplatelet therapy in stroke prevention. Adv.Cardiol. 47, 141-

154. 2012. 

580 Study Design 
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Reference  Ref ID Reason 

Appadu B, Morosan M. Drugs affecting coagulation. Anaesthesia and Intensive Care Medicine 

2013;14(1):32-8. 

518 Study Design 

Aramendi JI, Mestres CA, Campos V, Martinez-Leon J, Pontes C, Munoz G, et al. Triflusal versus 

oral anticoagulation for primary prevention of thromboembolism after bioprosthetic valve 

replacement (TRAC): Rationale and design for a prospective, randomized, co-operative trial. 

Interactive Cardiovascular and Thoracic Surgery 2003;2(2):170-4. 

992 Study Design 

Aramendi JI, Mestres CA, Martinez-Leon J, Campos V, Munoz G, Navas C. Triflusal versus oral 

anticoagulation for primary prevention of thromboembolism after bioprosthetic valve replacement 

(trac): prospective, randomized, co-operative trial. Eur J Cardiothorac Surg 2005 May;27(5):854-

60. 

294 Study Design 

Archer SL, James KE, Kvernen LR, Cohen IS, Ezekowitz MD, Gornick CC. Role of 

transesophageal echocardiography in the detection of left atrial thrombus in patients with chronic 

nonrheumatic atrial fibrillation. Am Heart J 1995 Aug;130(2):287-95. 

460 Intervention/Com

parators 

Arentz T, Weber R, Burkle G, Herrera C, Blum T, Stockinger J, et al. Small or large isolation areas 

around the pulmonary veins for the treatment of atrial fibrillation? Results from a prospective 

randomized study. Circulation 2007 Jun 19;115(24):3057-63. 

228 Intervention/Com

parators 

Ariesen MJ, Algra A, Koudstaal PJ, Rothwell PM, Van Walraven C. Risk of Intracerebral 

Hemorrhage in Patients with Arterial Versus Cardiac Origin of Cerebral Ischemia on Aspirin or 

Placebo: Analysis of Individual Patient Data from 9 Trials. Stroke 2004;35(3):710-4. 

964 Intervention/Com

parators 

Arnold M, Nedeltchev K, Mattle HP. [Anticoagulation and antiaggregation in neurological patients]. 

Ther Umsch 2003 Jan;60(1):33-5. 

343 Study Design 

Arnold M, Nedeltchev K, Mattle HP. Antiplatelet agents and anticoagulation in the neurological 

patient. Therapeutische Umschau 2003;60(1):33-5. 

998 Study Design 

Aronow WS. Special considerations for the elderly patient with atrial fibrillation. Cardiac 

Electrophysiology Review 2001;5(2-3):243-53. 

1039 Study Design 

Arsava EM. Prevention of stroke with medical treatment. CardioVascular and Interventional 

Radiology 2010;33:91-2. 

743 Study Design 

Asher CR, Klein AL. Transesophageal echocardiography to guide cardioversion in patients with 

atrial fibrillation: ACUTE trial update. Cardiac Electrophysiology Review 2003;7:387-91. 

1188 Intervention/Com

parators 

Asher CR, Klein AL. Transesophageal echocardiography to guide electrical cardioversion in atrial 

fibrillation. Cleveland Clinic Journal of Medicine 2002;69(9):713-8. 

1009 Intervention/Com

parators 

Asinger RW, Koehler J, Pearce LA, Zabalgoitia M, Blackshear JL, Fenster PE, et al. 

Pathophysiologic correlates of thromboembolism in nonvalvular atrial fibrillation: II. Dense 

spontaneous echocardiographic contrast (The Stroke Prevention in Atrial Fibrillation [SPAF-III] 

study). J Am Soc Echocardiogr 1999 Dec;12(12):1088-96. 

409 Study Design 

Asopa S, Patel A, Dunning J. Is short-term anticoagulation necessary after mitral valve repair? 

Interact Cardiovasc Thorac Surg 2006 Dec;5(6):761-5. 

224 Study Design 

AstraZeneca reports on progress in its pharmaceutical research pipeline. Manufacturing Chemist 

2001;72(1):9. 

1054 Study Design 
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Asukai Y, Duran A, Lloyd A, McLeod EJ, Evers T, Broughton J. Cost-effectiveness of rivaroxaban 

for the prevention of stroke and systemic embolism in adult patients with non-valvular atrial 

fibrillation with one or more risk factors-A UK perspective. Value in Health 2012;15(7):A371. 

548 Study Design 

Atarashi H, Endoh Y, Saitoh H, Kishida H, Hayakawa H. Chronotropic effects of cilostazol, a new 

antithrombotic agent, in patients with bradyarrhythmias. Journal of Cardiovascular Pharmacology 

1998;31(4):534-9. 

1102 Study Population 

Atarashi H, Inoue H, Okumura K, Yamashita T, Kumagai N, Origasa H. Present status of 

anticoagulation treatment in Japanese patients with atrial fibrillation - A report from the J-RHYTHM 

registry. Circulation Journal 2011;75(6):1328-33. 

684 Study Design 

Atay JK, Fiumara K, Piazza G, Fanikos J, Goldhaber SZ. Hospital budget implications of 

substituting dabigatran for warfarin in an anticoagulation service. Clinical and Applied 

Thrombosis/Hemostasis 2012;18(2):181-4. 

623 Study Design 

Atrial fibrillation: rate control often better than rhythm control. Prescrire Int 2004 Apr;13(70):64-9. 311 Intervention/Com

parators 

Audebert HJ, Schenk B, Tietz V, Schenkel J, Heuschmann PU. Initiation of oral anticoagulation 

after acute ischaemic stroke or transient ischaemic attack: timing and complications of overlapping 

heparin or conventional treatment. Cerebrovasc Dis 2008;26(2):171-7. 

202 Intervention/Com

parators 

Avanzini F, Latini R, Maggioni A, Colombo F, Santoro E, Franzosi MG, et al. Antiarrhythmic drug 

prescription in patients after myocardial infarction in the last decade: Experience of the Gruppo 

Italiano per lo Studio della Sopravvivenza nell'Infarto miocardico (GISSI). Archives of Internal 

Medicine 1995;155(10):1041-5. 

1137 Intervention/Com

parators 

Avellana P, Segovia J, Ferrero A, Vazquez R, Brugada J, Borras X, et al. Anticoagulation therapy 

in patients with heart failure due to systolic dysfunction and sinus rhythm: Analysis of REDINSCOR 

registry. Revista Espanola de Cardiologia 2012;65(8):705-12. 

582 Study Population 

Avidan MS, Levy JH, Scholz J, Delphin E, Rosseel PMJ, Howie MB, et al. A phase III, double-

blind, placebo-controlled, multicenter study on the efficacy of recombinant human antithrombin in 

heparin-resistant patients scheduled to undergo cardiac surgery necessitating cardiopulmonary 

bypass. Anesthesiology 2005;102(2):276-84. 

933 Intervention/Com

parators 

Azoulay L, Dell'Aniello S, Simon T, Renoux C, Suissa S. Early effects on ischemic strokes after 

initiation of warfarin in patients with atrial fibrillation. Circulation 2012;126(21). 

534 Study Design 

Badheka AO, Rathod A, Kizilbash MA, Bhardwaj A, Ali O, Afonso L, et al. Comparison of mortality 

and morbidity in patients with atrial fibrillation and heart failure with preserved versus decreased 

left ventricular ejection fraction. Am J Cardiol 2011 Nov 1;108(9):1283-8. 

90 Intervention/Com

parators 

Bai R, Fahmy TS, Patel D, Di Biase L, Riedlbauchova L, Wazni OM, et al. Radiofrequency ablation 

of atypical atrial flutter after cardiac surgery or atrial fibrillation ablation: A randomized comparison 

of open-irrigation-tip and 8-mm-tip catheters. Heart Rhythm 2007;4(12):1489-96. 

849 Intervention/Com

parators 

Baigent C, Sudlow C, Collins R, Peto R. Collaborative meta-analysis of randomised trials of 

antiplatelet therapy for prevention of death, myocardial infarction, and stroke in high risk patients. 

British Medical Journal 2002;324(7329):71-86. 

1022 Study Population 
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Bajorek BV, Krass I, Ogle SJ, Duguid MJ, Shenfield GM. Optimizing the use of antithrombotic 

therapy for atrial fibrillation in older people: a pharmacist-led multidisciplinary intervention. J Am 

Geriatr Soc 2005 Nov;53(11):1912-20. 

279 Intervention/Com

parators 

Baker DW, Wright RF. Management of heart failure. IV. Anticoagulation for patients with heart 

failure due to left ventricular systolic dysfunction. JAMA 1994 Nov 23;272(20):1614-8. 

465 Study Population 

Baker S, Ramani GV. Heart failure in the elderly. Clinical Geriatrics 2011;19(12):21-8. 647 Study Population 

Baker WL, Cios DA, Sander SD, Coleman CI. Meta-analysis to assess the quality of warfarin 

control in atrial fibrillation patients in the United States. J Manag Care Pharm 2009 Apr;15(3):244-

52. 

188 Intervention/Com

parators 

Baker WL, Cios DA, Sander SD, Coleman CI. What is the quality of real world warfarin control in 

atrial fibrillation patients treated in the United States? A meta-analysis. J Am Coll Cardiol 

2009;53(10):A384. 

817 Intervention/Com

parators 

Balaji S, Silka MJ, McAnulty JH. Arrhythmias in patients with congenital heart disease. Cardiac 

Electrophysiology Review 2002;6(1-2):42-4. 

1019 Study Design 

Ball J, Carrington MJ, Stewart S. Do clinical trial cohorts reflect the complexities of real-world 

patients with chronic atrial fibrillation? European Heart Journal 2012;33:955. 

575 Study Design 

Barcellona D, Contu P, Marongiu F. A "two-step" educational approach for patients taking oral 

anticoagulants does not improve therapy control. Journal of Thrombosis and Thrombolysis 

2006;22(3):185-90. 

883 Intervention/Com

parators 

Barnett HJM, Gunton RW, Eliasziw M, Fleming L, Sharpe B, Gates P, et al. Causes and severity of 

ischemic stroke in patients with internal carotid artery stenosis. Journal of the American Medical 

Association 2000;283(11):1429-36. 

1071 Study Population 

Barras MA, Duffull SB, Atherton JJ, Green B. Individualized compared with conventional dosing of 

enoxaparin. Clinical Pharmacology and Therapeutics 2008;83(6):882-8. 

838 Intervention/Com

parators 

Barras MA, Duffull SB, Atherton JJ, Green B. Modelling the occurrence and severity of enoxaparin-

induced bleeding and bruising events. British Journal of Clinical Pharmacology 2009;68(5):700-11. 

782 Study Design 

Barry AR, Ackman ML. Triple antithrombotic therapy in patients with atrial fibrillation who have 

undergone percutaneous coronary intervention with stent implantation. American Journal of 

Health-System Pharmacy 2012;69(17):1485-93. 

567 Study Population 

Barry PJ, Gallagher P, Ryan C, O'mahony D. START (screening tool to alert doctors to the right 

treatment)--an evidence-based screening tool to detect prescribing omissions in elderly patients. 

Age Ageing 2007 Nov;36(6):632-8. 

220 Intervention/Com

parators 

Baruch L, Gage BF, Horrow J, Juul-Moller S, Labovitz A, Persson M, et al. Can patients at 

elevated risk of stroke treated with anticoagulants be further risk stratified? Stroke 2007 

Sep;38(9):2459-63. 

223 Intervention/Com

parators 

Barwad P, Raheja A, Venkat R, Kothari SS, Bahl V, Karthikeyan G. High prevalence of silent brain 

infarction in patients presenting with mechanical heart valve thrombosis. Am J Cardiovasc Drugs 

2012 Oct 1;12(5):345-8. 

35 Study Population 
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Baseline characteristics of patients with atrial fibrillation: the AFFIRM Study. Am Heart J 2002 

Jun;143(6):991-1001. 

360 Intervention/Com

parators 

Bauer KA. New anticoagulants: Anti IIa vs anti Xa - Is one better? Journal of Thrombosis and 

Thrombolysis 2006;21(1):67-72. 

899 Study Design 

Bayes M, Rabasseda X, Prous JR. Gateways to clinical trials: January/February 2007. Methods 

and Findings in Experimental and Clinical Pharmacology 2007;29(1):53-71. 

878 Study Design 

Bechtold H, Kleist P, Landgraf K, Moser K. Influence of low-dose intravenous nitrate therapy on 

the anticoagulatory effect of heparin. Medizinische Klinik 1994;89(7):360-6. 

1145 Study Population 

Belavic JM. Dabigatran etexilate (Pradaxa) for the treatment of atrial fibrillation. Nurse Pract 2011 

Sep;36(9):6-7. 

89 Study Design 

Belcher PR, Gaw A, Cooper M, Brown M, Wheatley DJ, Lindsay GM. Are we negating the benefits 

of CABG by forgetting secondary prevention? Journal of Human Hypertension 2002;16(10):691-7. 

1005 Study Population 

Bell C, Kapral M. Use of ambulatory electrocardiography for the detection of paroxysmal atrial 

fibrillation in patients with stroke. Canadian Journal of Neurological Sciences 2000;27(1):25-31. 

1072 Intervention/Com

parators 

Benedini G, Marchini A, Curnis A, Bianchetti F, Gardini A, Pinetti P, et al. Implantable defibrillation 

and thromboembolic events. PACE - Pacing and Clinical Electrophysiology 1995;18(1 II):199-202. 

1141 Study Design 

Benjo AM, Nascimento F, Macedo FYB, Javed F, Cornielle V, Pineda A, et al. Dabigatran 

consistently increases the risk of acute coronary disease: A randomizedcontrolled trials meta-

analysis. J Am Coll Cardiol 2012;59(13):E1871. 

617 Study Population 

Berge E, Abdelnoor M, Nakstad PH, Sandset PM, Farqubar D. ASA or low-molecular-weight 

heparin in the initial management of acute ischemic stroke complicating atrial fibrillation? Canadian 

Medical Association Journal 2001;164(3):396. 

1055 Intervention/Com

parators 

Berge E, Abdelnoor M, Nakstad PH, Sandset PM. Low molecular-weight heparin versus aspirin in 

patients with acute ischaemic stroke and atrial fibrillation: a double-blind randomised study. 

HAEST Study Group. Heparin in Acute Embolic Stroke Trial. Lancet 2000 Apr 8;355(9211):1205-

10. 

397 Intervention/Com

parators 

Berge E, Abdelnoor M, Nakstad PH, Sandset PM. Low molecular-weight heparin versus aspirin in 

patients with acute ischaemic stroke and atrial fibrillation: A double-blind randomised study. Lancet 

2000;355(9211):1205-10. 

1070 Intervention/Com

parators 

Berge E, Sandercock-Peter AG. Anticoagulants versus antiplatelet agents for acute ischaemic 

stroke. Cochrane Database of Systematic Reviews 2002. 

1170 Study Population 

Berger PB. Assessment of Advantages and Disadvantages of Agents Used For Therapeutic 

Anticoagulation. Disease-a-Month 2012;58(8):462-8. 

581 Study Design 

Bern MM, Bierbaum B, Wetzner S, Brennan W, McAlister S. Very low dose warfarin as prophylaxis 

against ultrasound detected deep vein thrombosis following primary hip replacement. American 

Journal of Hematology 2002;71(2):69-74. 

1006 Intervention/Com

parators 
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Bernhardt P, Schmidt H, Hammerstingl C, Luderitz B, Omran H. Patients at high risk with atrial 

fibrillation: a prospective and serial follow-up during 12 months with transesophageal 

echocardiography and cerebral magnetic resonance imaging. J Am Soc Echocardiogr 2005 

Sep;18(9):919-24. 

281 Intervention/Com

parators 

Berry C, Norrie J, McMurray JJ. Ximelagatran compared with warfarin for the prevention of 

systemic embolism and stroke. An imputed placebo analysis. Cardiovasc Drugs Ther 2005 

Mar;19(2):149-51. 

284 Intervention/Com

parators 

Besson G, Bogousslavsky J. [European atrial fibrillation trial (EAFT). Secondary prevention with 

anticoagulants and aspirin in patients with non-valvular atrial fibrillation having suffered a transient 

ischemic attack or a regressive vascular accident]. Rev Med Suisse Romande 1991 

Jan;111(1):49-55. 

496 Study Design 

Beyth RJ, Antani MR, Covinsky KE, Miller DG, Chren MM, Quinn LM, et al. Why isn't warfarin 

prescribed to patients with nonrheumatic atrial fibrillation? Journal of General Internal Medicine 

1996;11(12):721-8. 

1117 Study Population 

Beyth RJ, Quinn L, Landefeld CS. A multicomponent intervention to prevent major bleeding 

complications in older patients receiving warfarin. A randomized, controlled trial. Ann Intern Med 

2000 Nov 7;133(9):687-95. 

386 Intervention/Com

parators 

Beyth RJ. Review: High dose and moderate dose oral anticoagulants reduce events in coronary 

artery disease but increase major bleeding and are no more effective than aspirin. Evidence-

Based Medicine 2000;5(4):111. 

1064 Study Design 

Biffi A, Devan WJ, Anderson CD, Ayres AM, Schwab K, Cortellini L, et al. Statin use and outcome 

after intracerebral hemorrhage: Case-control study and meta-analysis. Neurology 

2011;76(18):1581-8. 

694 Intervention/Com

parators 

Birks S. Wind of change blows through Bayer. Manuf.Chem. 81-82, 20-21. 2010. 732 Study Design 

Blackshear JL, Baker VS, Holland A, Litin SC, Ahlquist DA, Hart RG, et al. Fecal hemoglobin 

excretion in elderly patients with atrial fibrillation: combined aspirin and low-dose warfarin vs 

conventional warfarin therapy. Arch Intern Med 1996 Mar 25;156(6):658-60. 

453 Intervention/Com

parators 

Blackshear JL, Zabalgoitia M, Pennock G, Fenster P, Strauss R, Halperin J, et al. Warfarin safety 

and efficacy in patients with thoracic aortic plaque and atrial fibrillation. SPAF TEE Investigators. 

Stroke Prevention and Atrial Fibrillation. Transesophageal echocardiography. Am J Cardiol 1999 

Feb 1;83(3):453-5, A9. 

428 Intervention/Com

parators 

Blackshear JL. Update on antithrombotic therapy in atrial fibrillation. Cardiac Electrophysiology 

Review 2001;5(2-3):217-21. 

1038 Study Design 

Blair KL, Hatton AC, White WD, Smith LR, Lowe JE, Wolfe WG, et al. Comparison of 

anticoagulation regimens after Carpentier-Edwards aortic or mitral valve replacement. Circulation 

1994 Nov;90(5 Pt 2):II214-II219. 

466 Study Population 

Blakely JA. Anticoagulation in chronic nonvalvular atrial fibrillation: appraisal of two meta-analyses. 

Can J Cardiol 1998 Jul;14(7):945-8. 

433 Study Design 

Blecic S. Acute stroke: Early diagnosis, follow-up and treatment. Revue Medicale de Bruxelles 

2003;24(4):A369-A375. 

985 Study Design 
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Bleske BE, Welage LS, Warren EW, Brown MB, Shea MJ. Variations in prothrombin time and 

international normalized ratio over 24 hours in warfarin-treated patients. Pharmacotherapy 

1995;15(6 I):709-12. 

1129 Intervention/Com

parators 

Bloomfield H. Self-monitoring of oral anticoagulation reduces thromboembolic events and does not 

increase risk of bleeding in selected patients and settings. Evidence-Based Medicine 

2012;17(6):e14. 

525 Intervention/Com

parators 

Bo S, Valpreda S, Scaglione L, Boscolo D, Piobbici M, Bo M, et al. Implementing hospital 

guidelines improves warfarin use in non-valvular atrial fibrillation: a before-after study. BMC Public 

Health 2007;7:203. 

222 Intervention/Com

parators 

Body R, Allie B. Negative D-dimer may allow safe early cardioversion of atrial fibrillation. 

Emergency Medicine Journal 2007;24(6):432-3. 

861 Study Design 

Boehlen F, de MP. [New anticoagulants: better knowledge, better prescriptions]. Rev Med Suisse 

2012 Jan 18;8(324):96-9. 

14 Study Design 

Bollmann A, Tveit A, Husser D, Stridh M, Sornmo L, Smith P, et al. Fibrillatory rate response to 

candesartan in persistent atrial fibrillation. Europace 2008;10(10):1138-44. 

829 Intervention/Com

parators 

Boos C, Ritzema J, More RS. A short course of oral amiodarone improves sinus rhythm 

maintenance post-cardioversion for atrial fibrillation. Heart 2004;90(9):1063-4. 

949 Study Population 

Borg XC, Shaw RL, Lane DA. Patients' and health professionals' views and experiences of atrial 

fibrillation and oral-anticoagulant therapy: a qualitative meta-synthesis. Patient Educ Couns 2012 

Aug;88(2):330-7. 

40 Study Design 

Borgman MP, Pendleton RC, McMillin GA, Reynolds KK, Vazquez S, Freeman A, et al. 

Prospective pilot trial of PerMIT versus standard anticoagulation service management of patients 

initiating oral anticoagulation. Thromb Haemost 2012 Sep;108(3):561-9. 

29 Study Design 

Boriani G, Biffi M, Zannoli R, Branzi A, Magnani B. Transvenous internal cardioversion for atrial 

fibrillation: a randomized study on defibrillation threshold and tolerability of asymmetrical compared 

with symmetrical shocks. Int J Cardiol 1999 Sep 30;71(1):63-9. 

412 Intervention/Com

parators 

Botto GL, Bonini W, Broffoni T. Modulation of ventricular rate in permanent atrial fibrillation: 

randomized, crossover study of the effects of slow-release formulations of gallopamil, diltiazem, or 

verapamil. Clin Cardiol 1998 Nov;21(11):837-40. 

431 Intervention/Com

parators 

Bounameaux H. Overview of direct thrombin inhibitors in clinical practice. Seminars in Thrombosis 

and Hemostasis 2008;34(SUPPL. 1):12-7. 

824 Study Design 

Bounhoure JP, Galinier M, Pathak A. [Anticoagulant treatment and cardiac insufficiency]. Arch Mal 

Coeur Vaiss 2000 Feb;93 Spec No 2:29-32. 

390 Study Design 

Bounhoure JP, Galinier M, Pathak A. Anticoagulant therapy and cardiac failure. Archives des 

Maladies du Coeur et des Vaisseaux 2000;93(SPEC. ISS. 2):29-32. 

1076 Study Design 

Bousser MG, Bouthier J, Buller HR, Cohen AT, Crijns H, Davidson BL, et al. Comparison of 

idraparinux with vitamin K antagonists for prevention of thromboembolism in patients with atrial 

fibrillation: a randomised, open-label, non-inferiority trial. Lancet 2008 Jan 26;371(9609):315-21. 

207 Intervention/Com

parators 
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Bousser MG. Aspirin or heparin immediately after a stroke? Lancet 1997;349(9065):1564-5. 1109 Intervention/Com

parators 

Boyce SW, Bandyk DF, Bartholomew JR, Frame JN, Rice L. A randomized, open-label pilot study 

comparing desirudin and argatroban in patients with suspected heparin-induced thrombocytopenia 

with or without thrombosis: PREVENT-HIT study. American Journal of Therapeutics 

2011;18(1):14-22. 

726 Study Design 

Bracey AW, Reyes MA, Chen AJ, Bayat M, Allison PM. How do we manage patients treated with 

antithrombotic therapy in the perioperative interval. Transfusion 2011;51(10):2066-77. 

663 Study Design 

Bradley DJ, Shen WK. Atrioventricular junction ablation combined with either right ventricular 

pacing or cardiac resynchronization therapy for atrial fibrillation: The need for large-scale 

randomized trials. Heart Rhythm 2007;4(2):224-32. 

875 Intervention/Com

parators 

Brass EP, Anthony R, Cobb FR, Koda I, Jiao J, Hiatt WR. The Novel Phosphodiesterase Inhibitor 

NM-702 Improves Claudication-Limited Exercise Performance in Patients With Peripheral Arterial 

Disease. J Am Coll Cardiol 2006;48(12):2539-45. 

880 Intervention/Com

parators 

Brignole M, Menozzi C, Gianfranchi L, Musso G, Mureddu R, Bottoni N, et al. Assessment of 

atrioventricular junction ablation and VVIR pacemaker versus pharmacological treatment in 

patients with heart failure and chronic atrial fibrillation: A randomized, controlled study. Circulation 

1998;98(10):953-60. 

1097 Intervention/Com

parators 

Brooks RC, Hasley PB, Jasti H, Macpherson D. Update in general internal medicine: Evidence 

published in 2011. Annals of Internal Medicine 2012;156(9):649-54. 

604 Study Design 

Bungard TJ, Ghali WA, Teo KK, McAlister FA, Tsuyuki RT. Why do patients with atrial fibrillation 

not receive warfarin? Archives of Internal Medicine 2000;160:41-6. 

1194 Study Design 

Bungard TJ, Ritchie B, Garg S, Tsuyuki RT. Sustained impact of anticoagulant control achieved in 

an anticoagulation management service after transfer of management to the primary care 

physician. Pharmacotherapy 2012 Feb;32(2):112-9. 

58 Intervention/Com

parators 

Bungard TJ, Sonnenberg B. Valvular heart disease: A primer for the clinical pharmacist. 

Pharmacotherapy 2011;31(1):76-91. 

724 Study Design 

Burton CD, Hamilton KE, Isles CG, Norrie J. Warfarin for nonvalvular atrial fibrillation in primary 

care--another example of the age paradox? J Cardiovasc Risk 2001 Oct;8(5):307-9. 

369 Study Design 

Bush D, Martin LW, Leman R, Chandler M, Haywood LJ. Atrial fibrillation among African 

Americans, Hispanics and Caucasians: Clinical features and outcomes from the AFFIRM trial. 

Journal of the National Medical Association 2006;98(3):330-9. 

896 Intervention/Com

parators 

Calkins H, Kuck KH, Cappato R, Brugada J, Camm AJ, Chen SA, et al. 2012 HRS/EHRA/ECAS 

expert consensus statement on catheter and surgical ablation of atrial fibrillation: 

Recommendations for patient selection, procedural techniques, patient management and follow-

up, definitions, endpoints, and research trial design. Europace 2012;14(4):528-606. 

614 Study Design 

Camm AJ, Pratt CM, Schwartz PJ, Al-Khalidi HR, Spyt MJ, Holroyde MJ, et al. Mortality in Patients 

after a Recent Myocardial Infarction: A Randomized, Placebo-Controlled Trial of Azimilide Using 

Heart Rate Variability for Risk Stratification. Circulation 2004;109(8):990-6. 

963 Intervention/Com

parators 
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Cannon CP, Kohli P. Danger ahead: Watch out for indirect comparisons! J Am Coll Cardiol 

2012;60(8):747-8. 

570 Study Design 

Capucci A, Prisco D. [The ROCKET AF study]. G Ital Cardiol (Rome) 2012 Sep;13(9):553-6. 31 Study Design 

Capucci A, Villani GQ, Aschieri D, Rosi A, Piepoli MF. Oral amiodarone increases the efficacy of 

direct-current cardioversion in restoration of sinus rhythm in patients with chronic atrial fibrillation. 

Eur Heart J 2000 Jan;21(1):66-73. 

408 Intervention/Com

parators 

Carlquist JF, Anderson JL. Using pharmacogenetics in real time to guide warfarin initiation: A 

clinician update. Circulation 2011;124(23):2554-9. 

641 Study Design 

Caro JJ, Flegel KM, Orejuela ME, Kelley HE, Speckman JL, Migliaccio-Walle K. Anticoagulant 

prophylaxis against stroke in atrial fibrillation: effectiveness in actual practice. CMAJ 1999 Sep 

7;161(5):493-7. 

416 Study Design 

Caro JJ, Groome PA, Flegel KM. Atrial fibrillation and anticoagulation: from randomised trials to 

practice. Lancet 1993 May 29;341(8857):1381-4. 

483 Study Design 

Carolei A, Sacco S, Marini C. Antiaggregant therapy and/or anticoagulant therapy in the 

cerebrovascular patient. Haematologica 2001;86(11 SUPPL. 2):36-9. 

1028 Study Population 

Carr LL, Mankoff DA, Goulart BH, Eaton KD, Capell PT, Kell EM, et al. Phase II study of daily 

sunitinib in FDG-PET-positive, iodine-refractory differentiated thyroid cancer and metastatic 

medullary carcinoma of the thyroid with functional imaging correlation. Clinical Cancer Research 

2010;16(21):5260-8. 

735 Intervention/Com

parators 

Carter G, Goss A, Lloyd J, Tocchetti R. Tranexamic Acid Mouthwash Versus Autologous Fibrin 

Glue in Patients Taking Warfarin Undergoing Dental Extractions: A Randomized Prospective 

Clinical Study. Journal of Oral and Maxillofacial Surgery 2003;61(12):1432-5. 

968 Study Population 

Carter G, Goss AN. Tranexamic acid mouthwash - A prospective randomized study of a 2-day 

regimen vs 5-day regimen to prevent postoperative bleeding in anticoagulated patients requiring 

dental extractions. International Journal of Oral and Maxillofacial Surgery 2003;32(5):504-7. 

979 Intervention/Com

parators 

Casajuana J, Iglesias B, Fabregas M, Fina F, Valles JA, Aragones R, et al. Safety of intramuscular 

influenza vaccine in patients receiving oral anticoagulation therapy: A single blinded multi-centre 

randomized controlled clinical trial. BMC Blood Disorders 2008;8. 

840 Intervention/Com

parators 

Catherwood E, Teng MP, Melby DP. Cost-effectiveness of current management strategies in atrial 

fibrillation. Cardiac Electrophysiology Review 2001;5(2-3):254-62. 

1040 Study Design 

Cervera R, Espinosa G. Therapeutic perspectives in the antiphospholipid syndrome. Current 

Rheumatology Reviews 2011;7(4):313-21. 

658 Study Design 

Chamorro A, Vila N, Ascaso C, Blanc R. Heparin in acute stroke with atrial fibrillation: clinical 

relevance of very early treatment. Arch Neurol 1999 Sep;56(9):1098-102. 

419 Intervention/Com

parators 

Chan FKL. Anti-platelet therapy and managing ulcer risk. Journal of Gastroenterology and 

Hepatology 2012;27(2):195-9. 

634 Study Design 

Chan KL. Transesophageal echocardiographic correlates of thromboembolism in high- risk 

patients with nonvalvular atrial fibrillation. Annals of Internal Medicine 1998;128(8):639-47+685. 

1099 Study Design 
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Chan PS, Maddox TM, Tang F, Spinler S, Spertus JA. Practice-level variation in warfarin use 

among outpatients with atrial fibrillation (from the NCDR PINNACLE program). Am J Cardiol 2011 

Oct 15;108(8):1136-40. 

94 Study Design 

Chaudhari D, Bhuriya R, Arora R. Newer anticoagulants as an alternate to warfarin in atrial 

fibrillation: A changing paradigm. American Journal of Therapeutics 2011;18(1):e1-e11. 

721 Study Design 

Chen WT, White CM, Phung OJ, Kluger J, Ashaye AO, Sobieraj DM, et al. Association between 

CHADS2 risk factors and anticoagulation- related bleeding: A systematic literature review. Mayo 

Clinic Proceedings 2011;86(6):509-21. 

687 Study Design 

Chen Z, Sandercock P, Pan H, Councell C, Collins R, Liu L, et al. Indications for early aspirin use 
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Subgroup of no 

interest 
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Reference  Ref ID Reason 

Hohnloser SH, Hijazi Z, Thomas L, Alexander JH, Amerena J, Hanna M, Keltai M, Lanas F, Lopes 

RD, Lopez-Sendon J, Granger CB, Wallentin L. Efficacy of apixaban when compared with warfarin 

in relation to renal function in patients with atrial fibrillation: insights from the ARISTOTLE trial. Eur 

Heart J. 2012 Nov;33(22):2821-30 [Abstract] 

 
Not enough 

information 

Hohnloser SH, Oldgren J, Yang S, Wallentin L, Ezekowitz M, Reilly P, et al. Myocardial ischemic 

events in patients with atrial fibrillation treated with dabigatran or warfarin in the RE-LY 

(Randomized Evaluation of Long-Term Anticoagulation Therapy) trial. Circulation 2012 Feb 

7;125(5):669-76. 

69 
Subgroup of no 

interest 

Hori M, Connolly SJ, Ezekowitz MD, Reilly PA, Yusuf S, Wallentin L. Efficacy and safety of 

dabigatran vs. warfarin in patients with atrial fibrillation--sub-analysis in Japanese population in 

RE-LY trial. Circ J 2011;75(4):800-5. 

113 
Subgroup of no 

interest 

Hori, M.; Connolly, S. J.; Zhu, J.; Liu, L. S.; Lau, C. P.; Pais, P.; Xavier, D.; Kim, S. S.; Omar, R.; 

Dans, A. L.; Tan, R. S.; Chen, J. H.; Tanomsup, S.; Watanabe, M.; Koyanagi, M.; Ezekowitz, M. 

D.; Reilly, P. A.; Wallentin, L.; Yusuf, S. Dabigatran versus warfarin: effects on ischemic and 

hemorrhagic strokes and bleeding in Asians and non-Asians with atrial fibrillation. Stroke 2013, 44 

(7), 1891-1896. 

R_45 
Subgroup of no 

interest 

Hori, M.; Matsumoto, M.; Tanahashi, N.; Momomura, S. I.; Uchiyama, S.; Goto, S.; Izumi, T.; 

Koretsune, Y.; Kajikawa, M.; Kato, M.; Ueda, H.; Iwamoto, K.; Tajiri, M. Safety and efficacy of 

adjusted dose of rivaroxaban in Japanese patients with non-valvular atrial fibrillation - Subanalysis 

of J-ROCKET AF for patients with moderate renal impairment. Circulation Journal 2013, 77 (3), 

632-638. 

R_189 
Subgroup of no 

interest 

Hu DY, Zhang HP, Sun YH, Jiang LQ. [The randomized study of efficiency and safety of 

antithrombotic therapy in nonvalvular atrial fibrillation: warfarin compared with aspirin]. Zhonghua 

Xin Xue Guan Bing Za Zhi 2006 Apr;34(4):295-8. 

257 
Methodological 

differences 

Jones, W. S.; Hellkamp, A. S.; Halperin, J.; Piccini, J. P.; Breithardt, G.; Singer, D. E.; Fox, K. A.; 

Hankey, G. J.; Mahaffey, K. W.; Califf, R. M.; Patel, M. R. Efficacy and safety of rivaroxaban 

compared with warfarin in patients with peripheral artery disease and non-valvular atrial fibrillation: 

insights from ROCKET AF. Eur. Heart J 2013. 

R_4 
Subgroup of no 

interest 

Lu Y, Zhang J. Anticoagulant treatment on chronic non-valvalar atrial fibrillation in the elderly 

patients. Chinese Journal of Emergency Medicine 2006;15(1):54-6. 
901 

Methodological 

differences 

Miller VT, Pearce LA, Feinberg WM, Rothrock JF, Anderson DC, Hart RG. Differential effect of 

aspirin versus warfarin on clinical stroke types in patients with atrial fibrillation. Stroke Prevention 

in Atrial Fibrillation Investigators. Neurology 1996 Jan;46(1):238-40. 

456 
Subgroup of no 

interest 

NICE. Apixaban (Eliquis®) for the prevention of stroke and systemic embolism in people with non-

valvular atrial fibrillation. Submitted by Bristol-Myers. Single Techonology Appraisal (STA) August 

2012  

Supporting 

document 

NICE. Single Technology Appraisal (STA) of Rivaroxaban (Xarelto®). Submitted by Bayer Plc. 

August 2011  

Supporting 

document 
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Reference  Ref ID Reason 

NICE. Single Technology Appraisal (STA). Atrial fibrillation. Dabigatran etexilate. Submitted by 

Boehringer Ingelheim. October 2009  

Supporting 

document 

Secondary prevention in non-rheumatic atrial fibrillation after transient ischaemic attack or minor 

stroke. EAFT (European Atrial Fibrillation Trial) Study Group. Lancet 1993 Nov 

20;342(8882):1255-62. 

476 
Methodological 

differences 

Tanahashi, N.; Hori, M.; Matsumoto, M.; Momomura, S. I.; Uchiyama, S.; Goto, S.; Izumi, T.; 

Koretsune, Y.; Kajikawa, M.; Kato, M.; Ueda, H.; Iwamoto, K.; Tajiri, M. Rivaroxaban versus 

warfarin in Japanese patients with nonvalvular atrial fibrillation for the secondary prevention of 

stroke: A subgroup analysis of J-ROCKET AF. Journal of Stroke and Cerebrovascular Diseases 

2013, 22 (8), 1317-1325. 

R_75 
Subgroup of no 

interest 

The Effect and Safety of Different Intensity Anticoagulation Therapy in Elderly Patients With Non-

valvular Atrial Fibrillation. NCT01438580. Available at 

http://clinicaltrials.gov/ct2/show/study/NCT01438580?term=anticoagulant&cond=atrial+fibrillation&i

ntr=anticoagulant&phase=123&rank=50. Accessed March 26, 2013. 

 
Not enough 

information 

The effect of low-dose warfarin on the risk of stroke in patients with nonrheumatic atrial fibrillation. 

The Boston Area Anticoagulation Trial for Atrial Fibrillation Investigators. N Engl J Med 1990 Nov 

29;323(22):1505-11. 

497 
Methodological 

differences 

Warfarin versus aspirin for prevention of thromboembolism in atrial fibrillation: Stroke Prevention in 

Atrial Fibrillation II Study. Lancet 1994 Mar 19;343(8899):687-91. 
471 

Methodological 

differences 
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