[bookmark: _GoBack]Appendix Table 3: Assessment of risk of bias and completeness of reporting
	Study, Year (Reference)
	Study Objectives Stated Clearly?
	Were inclusion/ exclusion Criteria Clear?
	Consecutive Patients Enrolled?
	Selection Bias Likely?
	Interventions Adequately Described?
	Outcomes Fully Defined?
	Power calculations described
	Dropout rate/ Crossover to CEA rate >20%?
	Outcome Ascertainment by Neurologist?
	Risk of bias
	Funding
source

	Medical therapy groups of RCTs

	AbuRahma, 2003, USA*34
	Y
	Y
	Y
	N
	N
	Y
	N
	Y (37%)
	unclear
	Medium
	NR

	ACAS, 1995, USA28
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y
	Low
	NIH-NINDS

	ACST, 2004, 2010, Europe29-30
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y
	Low
	Medical research council UK and Ireland

	ECST, 1995, Europe26
	Y
	Y
	N
	Y
	N
	Y
	Y
	N
	Y
	Medium
	Medical Research Council UK

	Hobson, 1993, USA31 
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y
	Low
	Veteran Affairs

	Inzitari, 2000; Anderson, 2002, USA32-33 
	Y
	Y
	Y
	N
	N
	Y
	N
	N
	Y
	Low
	NIH-NINDS

	Prospective cohort studies

	Abbott, 2005,
Australia27
	Y
	Y
	unclear
	N
	Y
	N
	N
	N
	Y
	Low
	Government grant and Industry

	AbuRahma, 2003, USA35
	Y
	Y
	Y
	N
	N
	N
	N
	N
	unclear
	Medium
	NR

	Aichner, 2009,
USA36
	Y
	Y
	Y
	Y
	Y
	Y
	N
	N
	N
	High
	Sanofi-Aventis, Bristol-Myers Squibb, Waksman foundation

	Ballotta, 2007, Italy37
	Y
	Y
	unclear
	Y

	N
	Y
	N
	N
	Y
	High
	NR

	Bock, 1993, Australia38
	Y
	Y
	unclear
	N
	N
	Y
	N
	Y
	N
	Medium
	Industry, Government

	Bogousslavsky, 1986, Switzerland39 
	Y
	N
	N
	Y
	N
	N
	N
	N
	Y
	High
	NR

	CASANOVA,
1991,
Germany40
	Y
	Y
	N
	Y (comparisons conducted only for unilateral stenosis)
	N
	Y
	N
	N
	N
	High
	NR

	Dick, 2005,
Austria41
	Y
	Y
	Y
	Y(only patients with complete FU were analyzed)
	Y
	unclear
	Y
	Y
	N
	High
	NR

	Ellis, 1992, UK42
	Y
	Y
	unclear
	N
	N
	N
	N
	N
	unclear
	High
	AFG Arterial Research Foundation

	Goessens, 2007, Netherlands43
	Y
	Y
	Y
	N
	Y
	Y
	N
	N
	Y
	Low
	University grant

	Gronholdt, 2001, Denmark44
	Y
	Y
	Y
	N
	N
	Y
	N
	N
	Y
	Medium
	Danish Medical and Technical Research Council

	Gur, 1996, Israel45
	Y
	N
	Y
	N
	N
	Y
	N
	N
	N
	High
	NR

	Hennerici, 1987, Germany46
	Y
	N
	Y
	Y
	N
	N
	N
	N
	N
	High
	Government

	Johnson 1985, USA47
	Y
	N
	unclear
	Y
	N
	N
	N
	unclear
	N
	High
	NR

	Johnson, 1995, USA48 
	Y
	Y
	unclear
	N
	N
	N
	N
	N
	N
	High
	NR

	Langsfeld, 1989, Australia49
	Y
	N
	unclear
	Y
	N
	N
	N
	N
	unclear
	High
	NR

	Levien, 1984, South Africa50
	Y
	N
	unclear
	Y
	N
	Y
	N
	Y
	N
	High
	NR

	Liapis, 2001, Greece51
	Y
	N
	unclear
	Y
	N
	y
	N
	Y
	N
	High
	NR

	Longstreth, 1998, USA52
	Y
	Y
	N
	N
	N
	N
	N
	N
	Y
	Medium
	NIH

	Mackey, 1997, Canada53
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Medium
	NR

	Mansour, 1999, USA54
	Y
	N
	Y
	N
	N
	N
	N
	N
	Y
	Medium
	NR

	Markus, 2010, International55
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	N (central committee)
	Low
	British Heart Foundation program

	Marquardt, 2010, UK56
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y (long follow-up; 10% death)
	Y
	Low
	UK Government; Charitable trusts

	Mayo57, 1992
	Y
	N
	N
	Y
	N
	Y
	N
	N
	N
	Medium
	NR

	Nicolaides, 2005; Kakkos, 2005, UK58-59
	Y
	Y
	unclear
	N
	N
	Y
	N
	N
	Y
	Medium
	EU and UK grant

	Norris, 1991, Canada60
	Y
	N
	Y
	N
	unclear
	N
	N
	N
	N
	High
	NR

	Sabeti, 2007 Austria61
	Y
	Y
	Y
	Y
	Y
	Y
	unclear
	unclear
	Y
	Medium
	NR

	Satiani, 1990, USA62
	Y
	N
	unclear
	Y
	N
	N
	Y
	unclear
	Y
	High
	NR

	Satiani, 1993, USA63
	Y
	Y
	unclear
	Y
	N
	N
	N
	N
	unclear
	High
	NR

	Siebler, 1995, Germany64
	Y
	Y
	Y
	Y
	Y
	Y
	N
	N
	N
	High
	NR

	Silvestrini, 2000, Italy65
	Y
	Y
	N
	Y
	Y
	Y
	Y
	N
	unclear (a designated outcome assessor)
	Medium
	NR

	Spence, 2005, 2010, Canada66-67
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	N
	Low
	Heart and Stroke Foundation of Ontario

	Takahashi, 2006, Japan68
	Y
	Y
	N
	Y
	Y
	Y
	N
	unclear
	Y
	High
	

	Takaya, 2006, USA69
	Y
	Y
	Y
	N
	N
	Y
	N
	unclear
	Y
	Medium
	NIH

	Zhang, 2009, China70
	Y
	Y
	N
	N
	N
	Y
	N
	N
	N
	Medium
	International Collaborative grant


CEA = Carotid endarterectomy, EU = European Union, NIH = National Institutes of Health, NINDS = National Institute of Neurological Disorders and Stroke, N = No, UK = United Kingdom, USA = United States of America, Y = yes.
* Includes Medical therapy arms from two randomized prospective trials

