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SUPPLEMENTAL MATERIAL


S1. MEDLINE search terms
(diabetes mellitus, type 2[mh] OR (diabet*[tiab] AND (“non-insulin dependent”[tiab] OR type-2[tiab] OR "type II"[tiab] OR "type 2"[tiab]))) 
AND (sulfonylurea compounds [mh] OR sulfonylurea*[tiab] OR sulphonylurea*[tiab] OR glipizide[tiab] OR glyburide [tiab] OR glimepiride[tiab] OR glibenclamide[tiab])
AND English[lang]
NOT (animal[mh] NOT human[mh]) 
NOT (letter[pt] OR comment[pt] OR editorial[pt])
AND Humans[mh]
AND ("controlled clinical trial"[pt] OR "randomized controlled trial"[pt] OR "comparative study"[pt] OR "case control studies"[mh] OR "cohort studies"[mh])
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S3. Cardiovascular composite definitions. 

	Study
	Cardiovascular composite definition

	Berkowitz, 2014
	Acute myocardial infarction, ischemic stroke, coronary revascularization procedure, coronary heart disease, congestive heart failure, or unstable angina

	Currie, 2013
	Myocardial infarction, ischemic or hemorrhagic stroke, or cardiovascular death

	DelPrato, 2014
	Myocardial infarction, stroke, or cardiovascular death

	Filozof, 2010
	Not defined

	Gallwitz, 2012
	Myocardial infarction, fatal stroke, admission to hospital due to unstable angina,  or cardiovascular death (includes fatal stroke or fatal myocardial infarction)

	Hsiao, 2009
	Myocardial infarction, stroke, congestive heart failure, angina pectoris, or transient ischemic attack

	Hung, 2013
	Myocardial infarction, angina pectoris, coronary atherosclerosis, heart failure (other and unspecified forms), cerebrovascular disease, or other artery disease except atherosclerosis of aorta and renal artery)  

	Jain, 2006
	Myocardial infarction or coronary artery disease (not otherwise specified) 

	Johnson, 2005
	Myocardial infarction, stroke, congestive heart failure, atherosclerosis, other ischemic heart diseases, or  other forms of heart disease

	Kahn, 2006
	Myocardial infarction, stroke, or congestive heart failure

	Li, 2014
	Nonfatal myocardial infarction, coronary heart disease, or stroke

	McAfee, 2007
	Acute myocardial infarction or coronary revascularization

	Mogensen, 2014
	Myocardial infarction, stroke, or cardiovascular death

	Morgan, 2012
	Myocardial infarction or ischemic or hemorrhagic stroke

	Morgan, 2014a
	Myocardial infarction or stroke

	Morgan, 2014b
	Myocardial infarction or stroke

	Ou, 2015
	Myocardial infarction or ischemic stroke

	Pantalone, 2009
	Myocardial infarction, coronary revascularization (coronary artery bypass grafting and percutaneous transluminal coronary angioplasty) or diagnosis of CAD via ICD-9 documentation (MI; other ischemic heart disease; angina pectoris; chronic ischemic heart disease; aortocoronary bypass status; percutaneous transluminal coronary angioplasty status; intestinal bypass or anastomosis status;  Of unspecified graft , due to coronary bypass graft;  Of artery bypass graft-internal mammary artery)

	Perriello, 2006
	Not defined

	Rosenstock, 2013
	Not defined

	Schramm, 2011
	Myocardial infarction, stroke, or cardiovascular death

	Sillars, 2010
	Ischemic heart disease or stroke/transient ischemic attack 

	St. John Sutton, 2002
	Cardiovascular disease morbidities and heart disease (not defined)

	Sullivan, 2011
	Myocardial infarction, stroke, cardiovascular disease death, coronary revascularization (coronary artery bypass grafting or percutaneous transluminal coronary angioplasty) or carotid revascularization

	Walker, 2008
	Myocardial infarction or coronary revascularization (coronary artery bypass grafting and percutaneous coronary intervention)


 


S4. Newcastle-Ottawa Scale for assessing the quality of
Observational cohort studies and an additional item on industry funding
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S5. Items from Jadad Scale for randomized trials and an additional item on industry funding
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S6. Meta-analytic results for outcomes.  Note: D&L = DerSimonian and Laird random effects model; NA=Not applicable; *= Comparison with less than 10 studies

METF+SU vs. METF
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	Single RCT
	
	
	
	
	
	

	
	Ahrén, 2014
	0.99
(0.10–9.38)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Johnson, 2002
	0.81
(0.66–0.99)
	
	
	
	
	

	
	Gulliford, 2004
	0.95
(0.64–1.40)
	
	
	
	
	

	
	Evans, 2006
	0.60
(0.35–1.03)
	
	
	
	
	

	
	Evans, 2006
	2.47
(1.88–3.25)
	
	
	
	
	

	
	Evans, 2006
	2.16
(1.68–2.78)
	
	
	
	
	

	
	Sillars, 2010
	1.18
(0.81–1.72)
	
	
	
	
	

	
	Currie, 2013
	1.10
(1.02–1.18)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.21
(0.89–1.65)
	1.15
(1.08–1.22)
	91.81%
	0.693*

	
	Overall Pooled Estimate
	
	1.12
(0.17–7.59)
	1.21
(0.89–1.64)
	1.15
(1.08–1.22)
	90.44%
	0.72*

	
	
	
	
	
	
	
	

	Cardio-vascular compo-site
	Obs Cohort
	
	
	
	
	
	

	
	Johnson, 2005
	1.17
(0.92–1.48)
	
	
	
	
	

	
	Sillars, 2010
	0.83
(0.60–1.15)
	
	
	
	
	

	
	Currie, 2013
	1.10
(0.98–1.22)
	
	
	
	
	

	
	Li, 2014
	1.99
(1.07–3.70)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.11
(0.91–1.34)
	1.10
(1.00–1.20)
	54.86%
	0.733*

	
	
	
	
	
	
	
	

	Cardio-vascular death
	Obs Cohort
	
	
	
	
	
	

	
	Johnson, 2005
	0.78
(0.52–1.15)
	
	
	
	
	

	
	Evans, 2006
	0.62
(0.25–1.53)
	
	
	
	
	

	
	Evans, 2006
	2.29
(1.45–3.61)
	
	
	
	
	

	
	Evans, 2006
	2.43
(1.61–3.66)
	
	
	
	
	

	
	Sillars, 2010
	1.49
(0.85–2.63)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.38
(0.80–2.37)
	1.47
(1.18–1.82)
	82.73%
	0.692*




METF+SU vs. METF+DPP-4
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	RCT
	
	
	
	
	
	

	
	Ferrannini, 2009
	1.50
(0.25–8.98)
	
	
	
	
	

	
	Filozof, 2010
	1.03
(0.06–16.49)
	
	
	
	
	

	
	Matthews, 2010
	0.86
(0.29–2.55)
	
	
	
	
	

	
	Seck, 2010
	8.05
(1.01–64.20)
	
	
	
	
	

	
	Gallwitz, 2012
	1.00
(0.25–3.99)
	
	
	
	
	

	
	Göke, 2013
	0.50
(0.09–2.70)
	
	
	
	
	

	
	Ahrén, 2014
	2.95
(0.31–28.22)
	
	
	
	
	

	
	DelPrato, 2014
	1.68
(0.51–5.49)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Mogensen, 2014
	1.54
(1.25–1.85)
	
	
	
	
	

	
	Morgan, 2014a
	1.50
(1.09–2.05)
	
	
	
	
	

	
	Kannan, 2015
	0.97
(0.76–1.23)
	
	
	
	
	

	
	Ou, 2015
	1.59
(1.39–1.82)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	1.28
(0.74–2.23)
	1.28
(0.74–2.23)
	0.00%
	0.347*

	
	Pooled Estimate for Obs Cohort
	
	
	1.39
(1.12–1.72)
	1.45
(1.32–1.59)
	76.70%
	0.468*

	
	Overall Pooled Estimate
	
	1.42
(0.67–2.81)
	1.38
(1.15–1.65)
	1.44(
1.32–1.59)
	41.12%
	0.698

	Cardio-vascular compo-site
	RCT
	
	
	
	
	
	

	
	Filozof, 2010
	1.77
(0.70–4.47)
	
	
	
	
	

	
	Gallwitz, 2012
	2.17
(1.10–4.35)
	
	
	
	
	

	
	DelPrato, 2014
	1.58
(0.72–3.47)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Mogensen, 2014
	1.43
(1.18–1.75)
	
	
	
	
	

	
	Morgan, 2014a
	1.55
(1.08–2.23)
	
	
	
	
	

	
	Ou, 2015
	1.47
(1.20–1.82)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	1.86
(1.18–2.93)
	1.86
(1.18–2.93)
	0.00%
	0.589*

	
	Pooled Estimate for Obs Cohort
	
	
	1.46
(1.27–1.68)
	1.46
(1.27–1.68)
	0.00%
	0.301*

	
	Overall Pooled Estimate
	
	1.56
(0.77–3.52)
	1.49
(1.31–1.70)
	1.49
(1.31–1.70)
	0.00%
	0.055*

	
	
	
	
	
	
	
	

	Cardio-vascular death
	RCT
	
	
	
	
	
	

	
	Ferrannini, 2009
	0.50
(0.05–5.52)
	
	
	
	
	

	
	Göke, 2010
	1.99
(0.18–21.87)
	
	
	
	
	

	
	Seck, 2010
	5.03
(0.24–104.63)
	
	
	
	
	

	
	Gallwitz, 2012
	1.00
(0.14–7.14)
	
	
	
	
	

	
	DelPrato, 2014
	2.02
(0.51–8.04)
	
	
	
	
	

	
	Single Obs Cohort
	
	
	
	
	
	

	
	Mogensen, 2014
	1.75
(1.25–2.50)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	1.55
(0.63–3.81)
	1.55
(0.63–3.81)
	0.00%
	0.971*

	
	Overall Pooled Estimate
	
	1.70
(0.56–4.81)
	1.73
(1.24–2.40)
	1.73
(1.24–2.40)
	0.00%
	0.731*





METF+SU vs. METF+GLP-1
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	RCT
	
	
	
	
	
	

	
	Gallwitz, 2012b
	1.01
(0.29–3.45)
	
	
	
	
	

	
	Ahrén, 2014
	0.98
(0.20–4.84)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Mogensen, 2014
	1.30
(0.85–1.96)
	
	
	
	
	

	
	Kannan, 2015
	1.76
(0.93–3.33)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	1.00
(0.38–2.64)
	1.00
(0.38–2.64)
	0.00%
	NA

	
	Pooled Estimate for Obs Cohort
	
	
	1.42
(1.00–2.01)
	1.42
(1.00–2.01)
	0.00%
	NA

	
	Overall Pooled Estimate
	
	1.30
(0.37–3.80)
	1.36
(0.98–1.89)
	1.36
(0.98–1.89)
	0.00%
	0.639*





METF+SU vs. METF+MEGL
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	RCT
	
	
	
	
	
	

	
	Gerich, 2005
	1.05
(0.07–16.64)
	
	
	
	
	

	
	Schwarz, 2008
	2.63
(0.11–62.66)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	1.56
(0.19–12.54)
	1.56
(0.19–12.54)
	0.00%
	NA





METF+SU vs. METF+SGLT-2
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayes-ian Pooled Esti-mate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	RCT
	
	
	
	
	
	

	
	DelPrato, 2015
	2.49
(0.49–12.75)
	
	
	
	
	

	
	Leiter, 2015
	0.67
(0.14–3.30)
	
	
	
	
	

	
	Leiter, 2015
	6.02
(0.25–147.47)
	
	
	
	
	

	
	NCT01167881, 2015
	0.99
(0.25–3.93)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	1.29
(0.55–3.01)
	1.29
(0.55–3.01)
	0.00%
	0.307*





METF+SU vs. METF+TZD
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	RCT
	
	
	
	
	
	

	
	Matthews, 2005
	5.06
(0.24–105.05)
	
	
	
	
	

	
	Hamann, 2008
	0.98
(0.14–6.89)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Morgan, 2012
	1.41
(1.03–1.94)
	
	
	
	
	

	
	Morgan, 2012
	1.10
(0.90–1.35)
	
	
	
	
	

	
	Prentice, 2014
	1.50
(1.09–2.09)
	
	
	
	
	

	
	Kannan, 2015
	1.16
(1.00–1.35)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	1.58
(0.31–8.18)
	1.58
(0.31–8.18)
	0.00%
	NA

	
	Pooled Estimate for Obs Cohort
	
	
	1.21
(1.07–1.37)
	1.20
(1.08–1.34)
	17.24%
	0.164*

	
	Overall Pooled Estimate
	
	1.22
(0.30–6.50)
	1.20
(1.08–1.34)
	1.20
(1.08–1.34)
	0.00%
	0.257*

	
	
	
	
	
	
	
	

	Cardio-vascular compo-site
	Obs Cohort
	
	
	
	
	
	

	
	McAfee, 2007
	1.27
(0.75–2.13)
	
	
	
	
	

	
	Walker, 2008
	1.12
(0.96–1.32)
	
	
	
	
	

	
	Walker, 2008
	1.08
(0.95–1.22)
	
	
	
	
	

	
	Morgan, 2012
	1.38
(0.93–2.06)
	
	
	
	
	

	
	Morgan, 2012
	1.19
(0.91–1.55)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.12
(1.03–1.23)
	1.12
(1.03–1.23)
	0.00%
	0.026*





METF+SU vs. SU
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	Single RCT
	
	
	
	
	
	

	
	UKPDS, 1998
	1.60
(1.02–2.52)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Olsson, 2000
	1.63
(1.27–2.09)
	
	
	
	
	

	
	Johnson, 2002
	0.63
(0.57–0.71)
	
	
	
	
	

	
	Gulliford, 2004
	1.06
(0.85–1.31)
	
	
	
	
	

	
	Evans, 2006
	0.42
(0.23–0.75)
	
	
	
	
	

	
	Evans, 2006
	1.73
(1.22–2.45)
	
	
	
	
	

	
	Evans, 2006
	1.51
(1.09–2.10)
	
	
	
	
	

	
	Sillars, 2010
	1.02
(0.76–1.37)
	
	
	
	
	

	
	Morgan, 2012
	0.69
(0.57–0.83)
	
	
	
	
	

	
	Currie, 2013
	0.63
(0.57–0.69)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	0.94
(0.73–1.22)
	0.75
(0.71–0.80)
	93.15%
	0.05*

	
	Overall Pooled Estimate
	
	1.06
(0.02–50.38)
	0.98
(0.76–1.27)
	0.77
(0.72–0.81)
	92.92%
	0.024

	
	
	
	
	
	
	
	

	Cardio-vascular compo-site
	Obs Cohort
	
	
	
	
	
	

	
	Johnson, 2005
	0.96
(0.82–1.12)
	
	
	
	
	

	
	Sillars, 2010
	0.87
(0.66–1.15)
	
	
	
	
	

	
	Morgan, 2012
	0.63
(0.48–0.84)
	
	
	
	
	

	
	Currie, 2013
	0.79
(0.68–0.92)
	
	
	
	
	

	
	Li, 2014
	1.79
(0.68–4.74)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	0.84
(0.71–0.99)
	0.84
(0.77–0.93)
	58.91%
	0.805*

	
	
	
	
	
	
	
	

	Cardio-vascular death
	Obs Cohort
	
	
	
	
	
	

	
	Johnson, 2005
	0.59
(0.45–0.78)
	
	
	
	
	

	
	Evans, 2006
	1.43
(0.83–2.47)
	
	
	
	
	

	
	Evans, 2006
	0.36
(0.14–0.97)
	
	
	
	
	

	
	Evans, 2006
	1.35
(0.75–2.41)
	
	
	
	
	

	
	Sillars, 2010
	0.98
(0.66–1.45)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	0.88
(0.57–1.35)
	0.80
(0.66–0.97)
	74.13%
	0.591*





METF+SU vs. SU+TZD
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	Cardio-vascular composite
	Obs Cohort
	
	
	
	
	
	

	
	Walker, 2008
	0.85
(0.72–1.01)
	
	
	
	
	

	
	Walker, 2008
	0.99
(0.83–1.18)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	0.92
(0.79–1.07)
	0.92
(0.81–1.04)
	30.98%
	NA





SU vs. DDP-4
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	Cardio-vascular compo-site
	Single RCT
	
	
	
	
	
	

	
	Rosenstock, 2013
	2.03
(0.19–22.20)
	
	
	
	
	

	
	Single Obs Cohort
	
	
	
	
	
	

	
	Berkowitz, 2014
	1.17
(0.97–1.42)
	
	
	
	
	

	
	Overall Pooled Estimate
	
	1.25
(0.15–10.53)
	1.18
(0.97–1.42)
	1.18
(0.97–1.42)
	0.00%
	NA







SU vs. METF
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	Single RCT
	
	
	
	
	
	

	
	Kahn, 2006
	1.01
(0.62–1.65)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Johnson, 2002
	1.28
(1.09–1.54)
	
	
	
	
	

	
	Evans, 2006
	1.43
(1.15–1.77)
	
	
	
	
	

	
	Pantalone, 2009
	1.85
(1.56–2.17)
	
	
	
	
	

	
	Tzoulaki, 2009
	1.24
(1.14–1.35)
	
	
	
	
	

	
	Corrao, 2011
	1.37
(1.26–1.49)
	
	
	
	
	

	
	Schramm, 2011
	1.05
(0.94–1.16)
	
	
	
	
	

	
	Schramm, 2011
	1.32
(1.24–1.40)
	
	
	
	
	

	
	Schramm, 2011
	1.27
(1.17–1.38)
	
	
	
	
	

	
	Schramm, 2011
	1.19
(1.11–1.28)
	
	
	
	
	

	
	Sullivan, 2011
	1.09
(0.83–1.42)
	
	
	
	
	

	
	Currie, 2013
	1.75
(1.64–1.86)
	
	
	
	
	

	
	Wheeler, 2013
	1.38
(1.27–1.50)
	
	
	
	
	

	
	Wheeler, 2013
	1.55
(1.43–1.67)
	
	
	
	
	

	
	Morgan, 2014b
	1.50
(1.37–1.65)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.37
(1.26–1.48)
	1.38
(1.35–1.41)
	90.73%
	0.672

	
	Overall Pooled Estimate
	
	1.30
(0.46–3.05)
	1.36
(1.25–1.47)
	1.38
(1.35–1.41)
	90.12%
	0.568

	
	
	
	
	
	
	
	

	Cardio-vascular compo-site
	Single RCT
	
	
	
	
	
	

	
	Kahn, 2006
	0.71
(0.43–1.16)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Johnson, 2005
	1.22
(1.02–1.47)
	
	
	
	
	

	
	McAfee, 2007
	1.30
(1.04–1.61)
	
	
	
	
	

	
	Pantalone, 2009
	1.06
(0.95–1.18)
	
	
	
	
	

	
	Schramm, 2011
	1.06
(0.95–1.18)
	
	
	
	
	

	
	Schramm, 2011
	1.21
(1.14–1.29)
	
	
	
	
	

	
	Schramm, 2011
	1.17
(1.07–1.28)
	
	
	
	
	

	
	Schramm, 2011
	1.12
(1.04–1.21)
	
	
	
	
	

	
	Sullivan, 2011
	0.97
(0.79–1.18)
	
	
	
	
	

	
	Currie, 2013
	1.39
(1.25–1.55)
	
	
	
	
	

	
	Hung, 2013
	1.68
(1.15–2.45)
	
	
	
	
	

	
	Hung, 2013
	3.23
(2.50–4.17)
	
	
	
	
	

	
	Berkowitz, 2014
	1.16
(1.04–1.29)
	
	
	
	
	

	
	Li, 2014
	1.11
(0.52–2.35)
	
	
	
	
	

	
	Morgan, 2014b
	1.07
(0.88–1.30)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.24
(1.13–1.36)
	1.18
(1.15–1.22)
	85.18%
	0.294

	
	Overall Pooled Estimate
	
	1.02
(0.13–6.12)
	1.22
(1.11–1.34)
	1.18
(1.15–1.22)
	84.76%
	0.517

	
	
	
	
	
	
	
	

	Cardio-vascular death
	Single RCT
	
	
	
	
	
	

	
	Kahn, 2006
	1.52
(0.25–9.06)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Johnson, 2005
	1.32
(1.00–1.72)
	
	
	
	
	

	
	Evans, 2006
	1.70
(1.18–2.45)
	
	
	
	
	

	
	Schramm, 2011
	1.05
(0.91–1.20)
	
	
	
	
	

	
	Schramm, 2011
	1.28
(1.18–1.38)
	
	
	
	
	

	
	Schramm, 2011
	1.25
(1.12–1.40)
	
	
	
	
	

	
	Schramm, 2011
	1.14
(1.03–1.25)
	
	
	
	
	

	
	Sullivan, 2011
	1.17
(0.72–1.91)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.21
(1.12–1.31)
	1.21
(1.16–1.27)
	50.63%
	0.718*

	
	Overall Pooled Estimate
	
	1.25
(0.29–5.67)
	1.21
(1.12–1.31)
	1.21
(1.16–1.27)
	42.68%
	0.674*




SU vs. METF+TZD 
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	Obs Cohort
	
	
	
	
	
	

	
	Morgan, 2012
	2.06
(1.43–2.98)
	
	
	
	
	

	
	Morgan, 2012
	1.61
(1.21–2.12)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.77
(1.39–2.24)
	1.76
(1.41–2.20)
	11.90%
	NA

	
	
	
	
	
	
	
	

	Cardio-vascular compo-site
	Obs Cohort
	
	
	
	
	
	

	
	Morgan, 2012
	1.87
(1.27–2.76)
	
	
	
	
	

	
	Morgan, 2012
	2.18
(1.34–3.56)
	
	
	
	
	

	
	Pooled Estimate for Obs Cohort
	
	
	1.99
(1.47–2.69)
	1.99
(1.47–2.69)
	0.00%
	NA





SU vs. TZD 
	Outcome
	Study
	Study Effect Size (95% CI)
	Bayesian Pooled Estimate (95% CI)
	D&L Method (95% CI)
	Inverse-Variance Method (95% CI)
	I-squared
	Egger's Test P-value

	All-cause mortality
	RCT
	
	
	
	
	
	

	
	Tan, 2004
	3.59
(0.15–87.00)
	
	
	
	
	

	
	Jain, 2006
	5.00
(0.24–103.62)
	
	
	
	
	

	
	Kahn, 2006
	0.92
(0.57–1.49)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	Pantalone, 2009
	1.69
(1.23–2.33)
	
	
	
	
	

	
	Pantalone, 2009
	1.37
(0.98–1.96)
	
	
	
	
	

	
	Tzoulaki, 2009
	1.16
(0.82–1.63)
	
	
	
	
	

	
	Wheeler, 2013
	1.13
(0.90–1.42)
	
	
	
	
	

	
	Wheeler, 2013
	1.27
(1.01–1.59)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	0.99
(0.62–1.58)
	0.99
(0.62–1.58)
	0.00%
	0.09*

	
	Pooled Estimate for Obs Cohort
	
	
	1.28
(1.12–1.47)
	1.28
(1.13–1.45)
	13.73%
	0.445*

	
	Overall Pooled Estimate
	
	1.20
(0.46–2.60)
	1.26
(1.11–1.43)
	1.26
(1.12–1.42)
	6.97%
	0.426*

	
	
	
	
	
	
	
	

	Cardio-vascular compo-site
	RCT
	
	
	
	
	
	

	
	St. John Sutton, 2002
	0.58
(0.20–1.69)
	
	
	
	
	

	
	Jain, 2006
	2.00
(1.01–3.99)
	
	
	
	
	

	
	Kahn, 2006
	0.67
(0.41–1.08)
	
	
	
	
	

	
	Perriello, 2006
	0.53
(0.14–2.09)
	
	
	
	
	

	
	Obs Cohort
	
	
	
	
	
	

	
	McAfee, 2007
	1.22
(0.98–1.61)
	
	
	
	
	

	
	Walker, 2008
	1.10
(0.94–1.29)
	
	
	
	
	

	
	Walker, 2008
	1.12
(0.94–1.34)
	
	
	
	
	

	
	Hsiao, 2009
	0.97
(0.61–1.54)
	
	
	
	
	

	
	Hsiao, 2009
	0.65
(0.54–0.78)
	
	
	
	
	

	
	Pantalone, 2009
	0.96
(0.79–1.16)
	
	
	
	
	

	
	Pantalone, 2009
	1.11
(0.88–1.41)
	
	
	
	
	

	
	Berkowitz, 2014
	1.10
(0.89–1.37)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	0.87
(0.45–1.67)
	0.87
(0.61–1.24)
	61.39%
	0.939*

	
	Pooled Estimate for Obs Cohort
	
	
	1.01
(0.87–1.18)
	1.00
(0.93–1.07)
	75.11%
	0.73*

	
	Overall Pooled Estimate
	
	0.98
(0.53–1.70)
	0.99
(0.85–1.16)
	0.99
(0.92–1.07)
	69.83%
	0.871

	
	
	
	
	
	
	
	

	Cardio-vascular death
	RCT
	
	
	
	
	
	

	
	Tan, 2004
	3.59
(0.15–87.00)
	
	
	
	
	

	
	Jain, 2006
	3.00
(0.12–73.29)
	
	
	
	
	

	
	Kahn, 2006
	1.52
(0.25–9.06)
	
	
	
	
	

	
	Pooled Estimate for RCT
	
	
	2.04
(0.50–8.29)
	2.04
(0.50–8.29)
	0.00%
	0.095*
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