	
	
	





	Figure 1: Summary of findings table using Cochrane RoB2 (Risk of Bias) tool (Sterne et al, 2019), as part of the GRADE (Grading of Recommendations, Assessment, Development and Evaluation) approach (Schünemann et al, 2013). Final GRADE rating assesses overall quality of evidence.
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DATA



				Basic Info						Study Design										Intervention Details						Baseline Characteristics								Outcomes and Conclusions - see notes to fill in

				RCT Trial		Database		Link to source		Sample Size 		Intervention (n)		Comparator (n)		Median Duration (years)		Population		Drug		Dose		Comparator		Age (mean)		Gender (% female)		HbA1c (%)		CVD (%)		Statistical Test Used		Primary Outcomes		Incidents (Primary Outcome - Intervention)		Incidents (Primary Outcome - Comparator)		Hazard Ratio		Secondary Outcomes		Incidents (Secondary Outcome - Intervention)		Incidents (Secondary Outcome - Comparator)		Hazard Ratio		Severe Hypoglycaemia (%)		Pancreatitis (%)		GI Side effects (%)

				LEADER		The New England Journal of Medicine		https://www.nejm.org/doi/full/10.1056/NEJMoa1603827		9340		4668		4672		3.8		Mean diabetes duration 13 years; T2DM at heightened risk for cardiovascular complications		Liraglutide		1.8mg or max tolerated dose		Placebo		64		36%		8.7		81%		Cox regression model including only treatment group as covariate		Composite CV outcome (MACE): CV death, MI, stroke		608		694		0.87 (95% Cl: 0.78-0.97); P<0.001 for noninferiority; P=0.01
for superiority		CV death, all-cause death, MI, stroke, HF hospitalisation		CV death: 219; all cause death: 381		CV death: 278; all cause death: 447		CV death (0.78; 95% CI: 0.66–0.93; P=0.007), all-cause death (0.85; 95% CI: 0.74–0.97; P=0.02)		2.4 (liraglutide); 3.3 (placebo); P= 0.02		0.4 (liraglutide); 0.5 (placebo); P=0.44		9.5 (liraglutide), 7.3 (placebo); P <0.001

				ELIXA		PubMed		https://pubmed.ncbi.nlm.nih.gov/26630143/		6068		3034		3034		2.1		T2DM and recent acute coronary syndrome		Lixisenatide		10-20mcg S/C once daily		Placebo		60		31% female		7.7		100%		Cox proportional-hazards model with study group and geographocal region as covariates		Composite CV outcome (MACE): CV death, MI, stroke		406		399		1.02 (95% Cl: 0.89-1.17); P<0.001 for noninferiority; P=0.81
for superiority		HF hospitalisation, all-cause death		CV death: 156; MI: 270; stroke: 67; HF hospitalisation: 456		CV death: 158; MI: 261; stroke: 60; HF hospitalisation: 469		HF hospitalisation (HR 0.96; 95% Cl: 0.75-1.23), all-cause death (HR 0.94; 95% Cl: 0.78-1.13)		0.5 (lixisenatide), 0.8 (placebo)		0.2 (lixisenatide), 0.3 (placebo)		4.9 (lixisenatide), 1.2 (placebo); P<0.001

				SUSTAIN-6		PubMed		https://pubmed.ncbi.nlm.nih.gov/27633186/		3297		1648		1649		2.1		T2DM on standard care regimen		Semaglutide S/C		0.5mg or 1mg once weekly for 104 wks		Placebo		65		39%		8.7		83%		Cox proportional-hazards model with pooled treatment as a fixed factor		Composite CV outcome (MACE): CV death, MI, stroke		108		146		0.74 (95% Cl: 0.58-0.95); P<0.001 for noninferiority		Non-fatal MI, non-fatal stroke, CV death		Non-fatal MI: 47; Non-fatal stroke: 27; CV death: 44		Non-fatal MI: 64; Non-fatal stroke: 27; CV death: 46		Nonfatal MI: 0.74 (95% CI: 0.51–1.08; P=0.12), Nonfatal Stroke: 0.61 (95% CI: 0.38–0.99; P=0.04), CV death: 0.98 (95% CI: 0.65-1.48; P=0.92)		22.1 (semaglutide), 21.2 (placebo)		0.5 (semaglutide), 0.7 (placebo)		52 (semaglutide), 35 (placebo)

				EXSCEL		PubMed		https://pubmed.ncbi.nlm.nih.gov/28910237/		14752		7356		7396		3.2		T2DM with or without CVD		Exenatide S/C extended release		 2mg once weekly		Placebo		62		38% female		8		73%		Cox proportional-hazards model		Composite CV outcome (MACE): CV death, MI, stroke		839		905		0.91 (95% Cl: 0.83-1.00); P<0.001 for noninferiority; P=0.06
for superiority		All-cause death, CV death, stroke, HF hospitalisation		All-cause death:507; CV death: 340; MI: 483; Stroke: 187; HF hospitalisation: 219		All-cause death:584; CV death: 383; MI: 493; Stroke: 218; HF hospitalisation: 231		Non-fatal MI: 0.91 (95% CI: 0.81-1.02), Non-fatal Stroke: 0.90 (95% CI: 0.75-1.08), HF hospitalisation: 0.99 (95% CI: 0.79-1.24), Acute Coronary Syndrome: 1.00 (95% CI: 0.81-1.24)		3.4 (exenatide), 3.0 (placebo)		0.4 (exenatide), 0.3 (placebo)		Not recorded

				HARMONY Outcomes		The Lancet		https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32261-X/fulltext 		9463		4731		4732		1.6		T2DM and CVD		Albiglutide		30-50mg based on glycaemic response and tolerability		Placebo		64		30% female		8.7		100%		Cox proportional hazards regression, with treatment group as the only explanatory variable		Composite cardiovascular events (CV death, MI, stroke)		338		428		0.78 (95% CI: 0.68–0.90); P<0.0001 for noninferiority; P=0.0006
for superiority		CV death, MI, Stroke, All cause death		CV death:122; MI: 181; Stroke: 94; all cause death: 196		CV death:130; MI: 240; Stroke: 108; all cause death: 205		MI: 0.75 (95% CI: 0.61–0.90; P=0.003), stroke: 0.86 (95% CI: 0.66–1.14; P=0.3), CV death: 0.93 (95% CI: 0.73–1.19; P=0.578)		1.0 (albiglutide), 1.0 (placebo		<0.1 (albiglutide), <0.1 (placebo) 		2.0 (albiglutide), 2.0 (placebo)

				PIONEER-6		PubMed		https://pubmed.ncbi.nlm.nih.gov/31185157/		3183		1591		1592		1.3		age of ≥50 years with established cardiovascular or chronic kidney disease, or age of ≥60 years with cardiovascular risk factors only		Semaglutide Oral		14mg max daily dose		Placebo		66		32%		8.2		85%		A stratified Cox proportional-hazards model was used for the primary outcome analysis, with trial group as a fixed factor. 		Composite cardiovascular events (CV death, MI, stroke)		61		76		0.79 (95% CI: 0.57–1.11); P<0.001 for noninferiority		CV death, nonfatal MI, nonfatal stroke, all-cause death		all-cause death: 23; CV death: 15; non-fatal MI: 37; non-fatal stroke: 12; HF hospitalisation:21		all-cause death: 45; CV death: 30; non-fatal MI: 31; non-fatal stroke: 16; HF hospitalisation:24		CV death: 0.49 (95% CI: 0.27–0.92); Nonfatal MI: 1.18 (95% CI: 0.73–1.90); Nonfatal stroke: 0.74 (95% CI: 0.35–1.57); all-cause death: 0.51 (95% CI: 0.31-0.84)		1.4 (semaglutide), 0.8 (placebo)		0.1 (semaglutide), 0.2 (placebo) 		6.8 (semaglutide), 1.6 (placebo)

				REWIND		The Lancet		https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(19)31149-3/fulltext 		9901		4949		4952		5.4		T2DM with and without CVD or risk factors; at least 50 years old		Dulaglutide		1.5mg S/C once a week		Placebo		66		46%		7.3		31%		Kaplan-Meier estimates were used to generate cumulative risks and Cox proportional hazards models were used to determine the effect of the intervention on the outcome and to estimate HRs and 95% CIs.		Composite cardiovascular events (CV death, MI, stroke)		594		663		0.88 (95% CI: 0.79–0.99); P=0.026)		CV death, nonfatal MI, nonfatal stroke		MI: 223; stroke: 158; cvs death: 317; all-cause death: 536; HF: 213 		MI: 231; stroke: 205; cvs death: 346; all-cause death: 592; HF: 226 		CV death: 0.91 (95% CI: 0.78–1.06; P=0.21); Nonfatal MI: 0.96 (95% CI: 0.79–1.16; P=0.65); Nonfatal stroke: 0.76 (95% CI: 0.61–0.95; P=0.017); all-cause death: 0.90 (95% CI: 0.80-1.01; P=0.067)		1.3 (dulaglutide), 1.5 (placebo)		0.5 (dulaglutide), 0.3 (placebo)		47.4 (dulaglutide), 34.1 (placebo)

				AMPLITUDE-O		PubMed		https://pubmed.ncbi.nlm.nih.gov/34215025/ 		4076		2717		1359		1.8		T2DM and CVD or renal disease		Efpeglenatide		4mg or 6mg		Placebo		65		33%		8.9		76%		 Kaplan–Meier curves were used to display cumulative risks, and Cox proportional-hazards models adjusted for geographic region and the randomization stratification factor were used to estimate the hazard ratios and 95% confidence intervals for the effect of efpeglenatide (with data from both dose groups combined) on the primary and secondary outcomes.		Composite cardiovascular events (CV death, MI, stroke)		189		125		0.73 (95% CI: 0.58–0.92); P<0.001 for noninferiority; P=0.007 for superiority [double checked and this is correct]		Non-fatal MI, non-fatal stroke, HF, CV death, all-cause death		MI: 91; Stroke: 47; CV death: 75; all-cause mortality: 111; HF: 40		MI: 58; Stroke: 31; CV death: 50; all-cause mortality: 69; HF: 31		Non-fatal MI: 0.78 (95% CI: 0.55-1.10), non-fatal stroke: 0.80 (95% CI: 0.48-1.31), HF: 0.61 (95% CI: 0.38-0.98), CV death: 0.72 (95% CI: 0.50-1.03), all-cause death: 0.78 (95% CI: 0.58-1.06)		0.9 (efpeglenatide), 1.0 (placebo)		0.4 (efpeglenatide), 0.5 (placebo)		3.3 (efpeglenatide), 1.8 (pacebo)

				ITCA 650		PubMed		https://pubmed.ncbi.nlm.nih.gov/34873344/ 		4156		2075		2081		1.8		Type 2 diabetes and either a history of cardiovascular disease or current kidney disease (defined as an estimated glomerular filtration rate of 25.0 to 59.9 ml per minute per 1.73 m2 of body-surface area) plus at least one other cardiovascular risk factor		Efpeglenatide S/C		4mg or 6mg once weekly		Placebo		63		37.5% (ITCA); 35.9% placebo		8		76%		HRs, 95% CIs and P values for time-to-event analyses were derived from a stratified Cox proportional hazards model.		First major adverse cardiovascular event (MACE; a composite of nonfatal myocardial infarction, nonfatal stroke, or death from cardiovascular or undetermined causes)		95		79		1.21 (95% CI: 0.90-1.63); P=0.004 for non-inferiority		All-cause mortality, cvs death, non-fatal MI, non-fatal stroke; HF hospitalisation 		all-cause mortality: 49; cvs death: 28; non-fatal MI: 37; non-fatal stroke: 23; HF hospitalisation 16		all-cause mortality: 41; cvs death: 23; non-fatal MI: 28; non-fatal stroke: 23; HF hospitalisation 17		CV death:1.22 (95% CI: 0.70-2.12); non-fatal MI: 1.33 (95% CI: 0.82-2.17); non-fatal stroke: 1.00 (95% CI: 0.56-1.79); all-cause mortality: 1.20 (95% CI: 0.79-1.81); HF hospitalisation: 0.95 (95% CI: 0.48-1.88)		0.4 (ITCA 650), 0.2 (placebo)		0.4 (ITCA 650), 0.1  (placebo)		Nausea - 20.6 (ITCA 650), 3.6 (placebo); Vomiting - 13.5 (ITCA 650), 1.2 (placebo); diarrhoea - 7.8 (ITCA 650), 3.5 (placebo)

				SELECT		PubMed		https://pubmed.ncbi.nlm.nih.gov/37952131/		17604		8803		8801		3.3		45 year or older; pre-existing CVD and BMI 27 or more; no history of diabetes		Semaglutide S/C		2.4mg once weekly		Placebo		62		28%		5.8		>75% previous MI; ~25% chronic heart failure		Cause-specific hazard ratios and 95% confidence intervals were generated with the use of a Cox proportional hazards model with randomization assignment (semaglutide or placebo) as a fixed factor. One-sided P values were obtained from a score test. 		Composite cardiovascular events (CV death, MI, stroke)		569		701		0.80 (95% CI: 0.72–0.90); P<0.001 for noninferiority; P=0.046 for superiority		CV death, HF, all- cause death, non-fatal MI, non-fatal stroke, HF hospitalisation 		cvs death: 223; HF: 300; all-cause death: 375; non-fatal MI: 234; non-fatal stroke: 154; HF hospitalisation: 109		cvs death: 262; HF: 361; all-cause death: 458; non-fatal MI: 322; non-fatal stroke: 165; HF hospitalisation: 122		CV death: 0.85 (95% CI: 0.71-1.01; P=0.07), HF:  0.82 (95% CI: 0.71-0.96), all-cause death: 0.81 (95% CI: 0.71-0.93)		Not recorded		0.2 (semaglutide), 0.3 (placebo)		10.0 (semaglutide), 2.0 (placebo)

				SOUL		PubMed		https://pubmed.ncbi.nlm.nih.gov/40162642/		9650		4825		4825		4.1		50 years of age or older, had type 2 diabetes with a glycated hemoglobin level of 6.5 to 10.0%, and had known atherosclerotic cardiovascular disease, chronic kidney disease, or both		Semaglutide Oral		Once daily 14mg max dose		Placebo		66		28.90%		8		57%		Cox proportional-hazards model with randomized group assignment as a fixed factor		Major adverse cardiovascular events (a composite of death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke), assessed in a time-to-first-event analysis		579		668		0.86; 95% confidence interval, 0.77 to 0.96; P = 0.006		CV death, MI, Stroke, All cause death, HF		CV death: 301; MI: 200; stroke: 164; all-cause death: 528; HF: 146		CV death: 320; MI: 268; stroke: 171; all-cause death: 577; HF: 167		CV death: 0.93 (95% CI: 0.80-1.09), MI: 0.73 (95% CI: 0.61-0.88), stroke: 0.95 (95% CI: 0.76-1.17), all-cause death: 0.91 (95% CI: 0.80-1.02)		1.6 (semaglutide), 1.7 (placebo)		0.4 (semaglutide), 0.4 (placebo)		5.0 (semaglutide), 4.4 (placebo)





https://pubmed.ncbi.nlm.nih.gov/28910237/https://pubmed.ncbi.nlm.nih.gov/40162642/https://pubmed.ncbi.nlm.nih.gov/34873344/https://pubmed.ncbi.nlm.nih.gov/27633186/https://pubmed.ncbi.nlm.nih.gov/31185157/https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(19)31149-3/fulltexthttps://pubmed.ncbi.nlm.nih.gov/37952131/https://pubmed.ncbi.nlm.nih.gov/34215025/https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32261-X/fulltexthttps://pubmed.ncbi.nlm.nih.gov/26630143/https://www.nejm.org/doi/full/10.1056/NEJMoa1603827

GRADE Approach

		Outcome		Risk of Bias - ROB-2 (this is per outcome and per study, whereas GRADE is only just per outcome)																										Overall Outcome ROB-2				Inconsistency				Indirectness				Imprecision				Publication Bias				Overall GRADE				Notes

				Study Name		Randomisation Process				Deviations from intended interventions				Missing Outcome Data				Measurement of outcome				Selection of reported result				Overall rating

						KP		OR		KP		OR		KP		OR		KP		OR		KP		OR		KP		OR		KP		OR		KP		OR		KP		OR		KP		OR		KP		OR		KP		OR

		MACE		LEADER		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		High		High		Not Serious		Not serious		Not Serious		Not serious		Not Serious		Not serious		Undetected		Undetected		High		High

				ELIXA		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low																										ITCA 650 reported some concerns for RoB2 D2 (deviations)  Implantable device affected blinding of procedure, may have influenced how treatment was given.  

				SUSTAIN-6		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low																										ITCA 650 contributes minimally to pooled estimate, therefore D1 (Risk of bias) has reported as High certainty overall

				EXSCEL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				PIONEER-6		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				ITCA 650		Low		Low		Some concerns		Some concerns		Low		Low		Low		Low		Low		Low		Some concerns		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

		All-cause mortality		LEADER		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		High		High		Not Serious		Not serious		Not Serious		Not serious		Not Serious		Not serious		Undetected		Undetected		High		High

				ELIXA		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SUSTAIN-7		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				PIONEER-7		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				ITCA 651		Low		Low		Some concerns		Some concerns		Low		Low		Low		Low		Low		Low		Some concerns		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

		CV death		LEADER		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		High		High		Not Serious		Not serious		Not Serious		Not serious		Not Serious		Not serious		Undetected		Undetected		High		High

				ELIXA		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SUSTAIN-8		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				PIONEER-8		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				ITCA 652		Low		Low		Some concerns		Some concerns		Low		Low		Low		Low		Low		Low		Some concerns		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

		HF Hospitalisation		LEADER		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		High		High		Not Serious		Not serious		Not Serious		Not serious		Not Serious		Not serious		Undetected		Undetected		High		High

				ELIXA		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SUSTAIN-9		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				PIONEER-9		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				ITCA 653		Low		Low		Some concerns		Some concerns		Low		Low		Low		Low		Low		Low		Some concerns		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

		Non-fatal MI		LEADER		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		High		High		Not Serious		Not serious		Not Serious		Not serious		Not Serious		Not serious		Undetected		Undetected		High		High

				ELIXA		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SUSTAIN-10		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				PIONEER-10		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				ITCA 654		Low		Low		Some concerns		Some concerns		Low		Low		Low		Low		Low		Low		Some concerns		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

		Non-fatal Stroke		LEADER		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		High		High		Not Serious		Not serious		Not Serious		Not serious		Not Serious		Not serious		Undetected		Undetected		High		High

				ELIXA		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SUSTAIN-11		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				PIONEER-11		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				ITCA 655		Low		Low		Some concerns		Some concerns		Low		Low		Low		Low		Low		Low		Some concerns		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low		Low



						RoB2 = low risk, some concerns, high risk																								GRADE = very low, low, moderate and high quality/certainty of evidence





Simplified Figure



				Basic Info		Study Design				Intervention Details				Baseline Characteristics								Outcomes and Conclusions

				RCT Trial		Sample Size 		Median Duration (years)		Drug		Dose		Mean age		Female (%)		HbA1c (%)		CVD (%)		Primary Outcome (hazard ratio)		Secondary Outcomes (hazard ratio)		Severe Hypoglycaemia (%)		Pancreatitis (%)		GI Side effects (%)

				LEADER		9340		3.8		Liraglutide		1.8mg or max tolerated dose		64		36		8.7		81%		0.87 (95% Cl: 0.78-0.97); P<0.001 for noninferiority; P=0.01
for superiority		CV death: 0.78 (95% CI: 0.66–0.93), all-cause death: 0.85 (95% CI: 0.74–0.97)		2.4 (drug); 3.3 (placebo); P= 0.02		0.4 (drug); 0.5 (placebo); P=0.44		9.5 (drug), 7.3 (placebo); P <0.001

				ELIXA 		6068		2.1		Lixisenatide		10-20mcg S/C once daily		60		31		7.7		100%		1.02 (95% Cl: 0.89-1.17); P<0.001 for noninferiority; P=0.81
for superiority		HF hospitalisation: 0.96 (95% Cl: 0.75-1.23), all-cause death: 0.94 (95% Cl: 0.78-1.13)		0.5 (drug), 0.8 (placebo)		0.2 (drug), 0.3 (placebo)		4.9 (drug), 1.2 (placebo); P<0.001

				SUSTAIN-6 		3297		2.1		Semaglutide S/C		0.5mg or 1mg once weekly for 104 wks		65		39		8.7		83%		0.74 (95% Cl: 0.58-0.95); P<0.001 for noninferiority		Nonfatal MI: 0.74 (95% CI: 0.51–1.08), Nonfatal Stroke: 0.61 (95% CI: 0.38–0.99), Retinopathy: 1.76 (95% CI: 1.11–2.78)		22.1 (drug), 21.2 (placebo)		0.5 (drug), 0.7 (placebo)		52 (drug), 35 (placebo)

				EXSCEL 		14752		3.2		Exenatide S/C extended release		 2mg once weekly		62		38		8		73%		0.91 (95% Cl: 0.83-1.00); P<0.001 for noninferiority; P=0.06
for superiority		Non-fatal MI: 0.91 (95% CI: 0.81-1.02), Non-fatal Stroke: 0.90 (95% CI: 0.75-1.08), HF hospitalisation: 0.99 (95% CI: 0.79-1.24), ACS: 1.00 (95% CI: 0.81-1.24)		3.4 (drug), 3.0 (placebo)		0.4 (drug), 0.3 (placebo)		Not recorded

				HARMONY Outcomes 		9463		1.6		Albiglutide		30-50mg		64		30		8.7		100%		0.78 (95% CI: 0.68–0.90); P<0.0001 for noninferiority; P=0.0006
for superiority		MI: 0.75 (95% CI: 0.61–0.90), stroke: 0.86 (95% CI: 0.66–1.14), CV death: 0.93 (95% CI: 0.73–1.19)		1.0 (drug), 1.0 (placebo		<0.1 (drug), <0.1 (placebo) 		2.0 (drug), 2.0 (placebo)

				PIONEER-6 		3183		1.3		Semaglutide Oral		14mg max daily dose		66		32		8.2		85%		0.79 (95% CI: 0.57–1.11); P<0.001 for noninferiority		CV death: 0.49 (95% CI: 0.27–0.92); Nonfatal MI: 1.18 (95% CI: 0.73–1.90); Nonfatal stroke: 0.74 (95% CI: 0.35–1.57); all-cause death: 0.51 (95% CI: 0.31-0.84)		1.4 (drug), 0.8 (placebo)		0.1 (drug), 0.2 (placebo) 		6.8 (drug), 1.6 (placebo)

				REWIND 		9901		5.4		Dulaglutide		1.5mg S/C once a week		66		46		7.3		31%		0.88 (95% CI: 0.79–0.99; P=0.026)		CV death: 0.91 (95% CI: 0.78–1.06); Nonfatal MI: 0.96 (95% CI: 0.79–1.16); Nonfatal stroke: 0.76 (95% CI: 0.61–0.95); all-cause death: 0.90 (95% CI: 0.80-1.01)		1.3 (drug), 1.5 (placebo)		0.5 (drug), 0.3 (placebo)		47.4 (drug), 34.1 (placebo)

				AMPLITUDE-O 		4076		1.8		Efpeglenatide		4mg or 6mg		65		33		8.9		76%		0.73 (95% CI: 0.58–0.92); P<0.001 for noninferiority; P=0.007 for superiority		Non-fatal MI: 0.78 (95% CI: 0.55-1.10), non-fatal stroke: 0.80 (95% CI: 0.48-1.31), HF: 0.61 (95% CI: 0.38-0.98), CV death: 0.72 (95% CI: 0.50-1.03), all-cause death: 0.78 (95% CI: 0.58-1.06)		0.9 (drug), 1.0 (placebo)		0.4 (drug), 0.5 (placebo)		3.3 (drug), 1.8 (placebo)

				ITCA 650		4156		1.8		Efpeglenatide S/C		4mg or 6mg once weekly		63		37.5 (ITCA); 35.9 (placebo)		8		76%		1.21 (95% CI: 0.90-1.63); P=0.004 for non-inferiority		CV death:1.22 (95% CI: 0.70-2.12); non-fatal MI: 1.33 (95% CI: 0.82-2.17); non-fatal stroke: 1.00 (95% CI: 0.56-1.79); all-cause mortality: 1.20 (95% CI: 0.79-1.81); HF hospitalisation: 0.95 (95% CI: 0.48-1.88)		0.4 (ITCA 650), 0.2 (placebo)		0.4 (ITCA 650), 0.1  (placebo)		Nausea - 20.6 (ITCA 650), 3.6 (placebo); Vomiting - 13.5 (ITCA 650), 1.2 (placebo); diarrhoea - 7.8 (ITCA 650), 3.5 (placebo)

				SELECT 		17604		3.3		Semaglutide S/C		2.4mg once weekly		62		28		5.8		>75% previous MI; 25% chronic HF		0.80 (95% CI: 0.72–0.90); P<0.001 for noninferiority; P=0.046 for superiority		CV death: 0.85 (95% CI: 0.71-1.01), HF:  0.82 (95% CI: 0.71-0.96), all-cause death: 0.81 (95% CI: 0.71-0.93)		Not recorded		0.2 (drug), 0.3 (placebo)		10.0 (drug), 2.0 (placebo)

				SOUL		9650		4.1		Semaglutide Oral		14mg max dose once daily		66		28.9		8		57%		0.86; 95% confidence interval, 0.77 to 0.96; P = 0.006		CV death: 0.93 (95% CI: 0.80-1.09), MI: 0.73 (95% CI: 0.61-0.88), stroke: 0.95 (95% CI: 0.76-1.17), all-cause death: 0.91 (95% CI: 0.80-1.02)		1.6 (semaglutide), 1.7 (placebo)		0.4 (semaglutide), 0.4 (placebo)		5.0 (semaglutide), 4.4 (placebo)





				# Add administrations to all interventions

























																																				Risk of Bias 2 (RoB-2)

																																				Study Name		D1		D2		D3		D4		D5		Overall Rating

																																				LEADER

																																				ELIXA 																		Low Risk

																																				SUSTAIN-6 																		Moderate Risk

																																				EXSCEL 																		High Risk

																																				HARMONY Outcomes 

																																				PIONEER-6 

																																				REWIND 

																																				AMPLITUDE-O 

																																				ITCA 650

																																				SELECT 

																																				SOUL



																																																																		GRADE Approach

																																																																		Outcome		D1		D2		D3		D4		D5		Overall Rating

																																																																		MACE																		Very Low

																																																																		All-Cause Mortality 																		Low

																																																																		CV Death																		Moderate

																																																																		HF Hospitalisation																		High

																																																																		Non-fatal MI

																																																																		Non-fatal Stroke
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DATA (2)



				Basic Info		Study Design										Intervention Details						Baseline Characteristics								Outcomes and Conclusions - see notes to fill in

				RCT Trial		Sample Size 		Intervention (n)		Comparator (n)		Median Duration (years)		Population		Drug		Dose		Comparator		Age (mean)		Gender (% female)		HbA1c (%)		CVD (%)		Statistical Test Used		Primary Outcomes		Incidents (Primary Outcome - Intervention)		Incidents (Primary Outcome - Comparator)		Hazard Ratio		Secondary Outcomes		Incidents (Secondary Outcome - Intervention)		Incidents (Secondary Outcome - Comparator)		Hazard Ratio		Severe Hypoglycaemia (%)		Pancreatitis (%)		GI Side effects (%)

				LEADER		9340		4668		4672		3.8		Mean diabetes duration 13 years; T2DM at heightened risk for cardiovascular complications		Liraglutide		1.8mg or max tolerated dose		Placebo		64		36%		8.7		81%		Cox regression model including only treatment group as covariate		Composite CV outcome (MACE): CV death, MI, stroke		608		694		0.87 (95% Cl: 0.78-0.97); P<0.001 for noninferiority; P=0.01
for superiority		CV death, all-cause death, MI, stroke, HF hospitalisation		CV death: 219; all cause death: 381		CV death: 278; all cause death: 447		CV death (0.78; 95% CI: 0.66–0.93; P=0.007), all-cause death (0.85; 95% CI: 0.74–0.97; P=0.02)		2.4 (liraglutide); 3.3 (placebo); P= 0.02		0.4 (liraglutide); 0.5 (placebo); P=0.44		9.5 (liraglutide), 7.3 (placebo); P <0.001

				ELIXA		6068		3034		3034		2.1		T2DM and recent acute coronary syndrome		Lixisenatide		10-20mcg S/C once daily		Placebo		60		31% female		7.7		100%		Cox proportional-hazards model with study group and geographocal region as covariates		Composite CV outcome (MACE): CV death, MI, stroke		406		399		1.02 (95% Cl: 0.89-1.17); P<0.001 for noninferiority; P=0.81
for superiority		HF hospitalisation, all-cause death		CV death: 156; MI: 270; stroke: 67; HF hospitalisation: 456		CV death: 158; MI: 261; stroke: 60; HF hospitalisation: 469		HF hospitalisation (HR 0.96; 95% Cl: 0.75-1.23), all-cause death (HR 0.94; 95% Cl: 0.78-1.13)		0.5 (lixisenatide), 0.8 (placebo)		0.2 (lixisenatide), 0.3 (placebo)		4.9 (lixisenatide), 1.2 (placebo); P<0.001

				SUSTAIN-6		3297		1648		1649		2.1		T2DM on standard care regimen		Semaglutide S/C		0.5mg or 1mg once weekly for 104 wks		Placebo		65		39%		8.7		83%		Cox proportional-hazards model with pooled treatment as a fixed factor		Composite CV outcome (MACE): CV death, MI, stroke		108		146		0.74 (95% Cl: 0.58-0.95); P<0.001 for noninferiority		Non-fatal MI, non-fatal stroke, CV death		Non-fatal MI: 47; Non-fatal stroke: 27; CV death: 44		Non-fatal MI: 64; Non-fatal stroke: 27; CV death: 46		Nonfatal MI: 0.74 (95% CI: 0.51–1.08; P=0.12), Nonfatal Stroke: 0.61 (95% CI: 0.38–0.99; P=0.04), CV death: 0.98 (95% CI: 0.65-1.48; P=0.92)		22.1 (semaglutide), 21.2 (placebo)		0.5 (semaglutide), 0.7 (placebo)		52 (semaglutide), 35 (placebo)

				EXSCEL		14752		7356		7396		3.2		T2DM with or without CVD		Exenatide S/C extended release		 2mg once weekly		Placebo		62		38% female		8		73%		Cox proportional-hazards model		Composite CV outcome (MACE): CV death, MI, stroke		839		905		0.91 (95% Cl: 0.83-1.00); P<0.001 for noninferiority; P=0.06
for superiority		All-cause death, CV death, stroke, HF hospitalisation		All-cause death:507; CV death: 340; MI: 483; Stroke: 187; HF hospitalisation: 219		All-cause death:584; CV death: 383; MI: 493; Stroke: 218; HF hospitalisation: 231		Non-fatal MI: 0.91 (95% CI: 0.81-1.02), Non-fatal Stroke: 0.90 (95% CI: 0.75-1.08), HF hospitalisation: 0.99 (95% CI: 0.79-1.24), Acute Coronary Syndrome: 1.00 (95% CI: 0.81-1.24)		3.4 (exenatide), 3.0 (placebo)		0.4 (exenatide), 0.3 (placebo)		Not recorded

				HARMONY Outcomes		9463		4731		4732		1.6		T2DM and CVD		Albiglutide		30-50mg based on glycaemic response and tolerability		Placebo		64		30% female		8.7		100%		Cox proportional hazards regression, with treatment group as the only explanatory variable		Composite cardiovascular events (CV death, MI, stroke)		338		428		0.78 (95% CI: 0.68–0.90); P<0.0001 for noninferiority; P=0.0006
for superiority		CV death, MI, Stroke, All cause death		CV death:122; MI: 181; Stroke: 94; all cause death: 196		CV death:130; MI: 240; Stroke: 108; all cause death: 205		MI: 0.75 (95% CI: 0.61–0.90; P=0.003), stroke: 0.86 (95% CI: 0.66–1.14; P=0.3), CV death: 0.93 (95% CI: 0.73–1.19; P=0.578)		1.0 (albiglutide), 1.0 (placebo		<0.1 (albiglutide), <0.1 (placebo) 		2.0 (albiglutide), 2.0 (placebo)

				PIONEER-6		3183		1591		1592		1.3		age of ≥50 years with established cardiovascular or chronic kidney disease, or age of ≥60 years with cardiovascular risk factors only		Semaglutide Oral		14mg max daily dose		Placebo		66		32%		8.2		85%		A stratified Cox proportional-hazards model was used for the primary outcome analysis, with trial group as a fixed factor. 		Composite cardiovascular events (CV death, MI, stroke)		61		76		0.79 (95% CI: 0.57–1.11); P<0.001 for noninferiority		CV death, nonfatal MI, nonfatal stroke, all-cause death		all-cause death: 23; CV death: 15; non-fatal MI: 37; non-fatal stroke: 12; HF hospitalisation:21		all-cause death: 45; CV death: 30; non-fatal MI: 31; non-fatal stroke: 16; HF hospitalisation:24		CV death: 0.49 (95% CI: 0.27–0.92); Nonfatal MI: 1.18 (95% CI: 0.73–1.90); Nonfatal stroke: 0.74 (95% CI: 0.35–1.57); all-cause death: 0.51 (95% CI: 0.31-0.84)		1.4 (semaglutide), 0.8 (placebo)		0.1 (semaglutide), 0.2 (placebo) 		6.8 (semaglutide), 1.6 (placebo)

				REWIND		9901		4949		4952		5.4		T2DM with and without CVD or risk factors; at least 50 years old		Dulaglutide		1.5mg S/C once a week		Placebo		66		46%		7.3		31%		Kaplan-Meier estimates were used to generate cumulative risks and Cox proportional hazards models were used to determine the effect of the intervention on the outcome and to estimate HRs and 95% CIs.		Composite cardiovascular events (CV death, MI, stroke)		594		663		0.88 (95% CI: 0.79–0.99); P=0.026)		CV death, nonfatal MI, nonfatal stroke		MI: 223; stroke: 158; cvs death: 317; all-cause death: 536; HF: 213 		MI: 231; stroke: 205; cvs death: 346; all-cause death: 592; HF: 226 		CV death: 0.91 (95% CI: 0.78–1.06; P=0.21); Nonfatal MI: 0.96 (95% CI: 0.79–1.16; P=0.65); Nonfatal stroke: 0.76 (95% CI: 0.61–0.95; P=0.017); all-cause death: 0.90 (95% CI: 0.80-1.01; P=0.067)		1.3 (dulaglutide), 1.5 (placebo)		0.5 (dulaglutide), 0.3 (placebo)		47.4 (dulaglutide), 34.1 (placebo)

				AMPLITUDE-O		4076		2717		1359		1.8		T2DM and CVD or renal disease		Efpeglenatide		4mg or 6mg		Placebo		65		33%		8.9		76%		 Kaplan–Meier curves were used to display cumulative risks, and Cox proportional-hazards models adjusted for geographic region and the randomization stratification factor were used to estimate the hazard ratios and 95% confidence intervals for the effect of efpeglenatide (with data from both dose groups combined) on the primary and secondary outcomes.		Composite cardiovascular events (CV death, MI, stroke)		189		125		0.73 (95% CI: 0.58–0.92); P<0.001 for noninferiority; P=0.007 for superiority [double checked and this is correct]		Non-fatal MI, non-fatal stroke, HF, CV death, all-cause death		MI: 91; Stroke: 47; CV death: 75; all-cause mortality: 111; HF: 40		MI: 58; Stroke: 31; CV death: 50; all-cause mortality: 69; HF: 31		Non-fatal MI: 0.78 (95% CI: 0.55-1.10), non-fatal stroke: 0.80 (95% CI: 0.48-1.31), HF: 0.61 (95% CI: 0.38-0.98), CV death: 0.72 (95% CI: 0.50-1.03), all-cause death: 0.78 (95% CI: 0.58-1.06)		0.9 (efpeglenatide), 1.0 (placebo)		0.4 (efpeglenatide), 0.5 (placebo)		3.3 (efpeglenatide), 1.8 (pacebo)

				ITCA 650		4156		2075		2081		1.8		Type 2 diabetes and either a history of cardiovascular disease or current kidney disease (defined as an estimated glomerular filtration rate of 25.0 to 59.9 ml per minute per 1.73 m2 of body-surface area) plus at least one other cardiovascular risk factor		Efpeglenatide S/C		4mg or 6mg once weekly		Placebo		63		37.5% (ITCA); 35.9% placebo		8		76%		HRs, 95% CIs and P values for time-to-event analyses were derived from a stratified Cox proportional hazards model.		First major adverse cardiovascular event (MACE; a composite of nonfatal myocardial infarction, nonfatal stroke, or death from cardiovascular or undetermined causes)		95		79		1.21 (95% CI: 0.90-1.63); P=0.004 for non-inferiority		All-cause mortality, cvs death, non-fatal MI, non-fatal stroke; HF hospitalisation 		all-cause mortality: 49; cvs death: 28; non-fatal MI: 37; non-fatal stroke: 23; HF hospitalisation 16		all-cause mortality: 41; cvs death: 23; non-fatal MI: 28; non-fatal stroke: 23; HF hospitalisation 17		CV death:1.22 (95% CI: 0.70-2.12); non-fatal MI: 1.33 (95% CI: 0.82-2.17); non-fatal stroke: 1.00 (95% CI: 0.56-1.79); all-cause mortality: 1.20 (95% CI: 0.79-1.81); HF hospitalisation: 0.95 (95% CI: 0.48-1.88)		0.4 (ITCA 650), 0.2 (placebo)		0.4 (ITCA 650), 0.1  (placebo)		Nausea - 20.6 (ITCA 650), 3.6 (placebo); Vomiting - 13.5 (ITCA 650), 1.2 (placebo); diarrhoea - 7.8 (ITCA 650), 3.5 (placebo)

				SELECT		17604		8803		8801		3.3		45 year or older; pre-existing CVD and BMI 27 or more; no history of diabetes		Semaglutide S/C		2.4mg once weekly		Placebo		62		28%		5.8		>75% previous MI; ~25% chronic heart failure		Cause-specific hazard ratios and 95% confidence intervals were generated with the use of a Cox proportional hazards model with randomization assignment (semaglutide or placebo) as a fixed factor. One-sided P values were obtained from a score test. 		Composite cardiovascular events (CV death, MI, stroke)		569		701		0.80 (95% CI: 0.72–0.90); P<0.001 for noninferiority; P=0.046 for superiority		CV death, HF, all- cause death, non-fatal MI, non-fatal stroke, HF hospitalisation 		cvs death: 223; HF: 300; all-cause death: 375; non-fatal MI: 234; non-fatal stroke: 154; HF hospitalisation: 109		cvs death: 262; HF: 361; all-cause death: 458; non-fatal MI: 322; non-fatal stroke: 165; HF hospitalisation: 122		CV death: 0.85 (95% CI: 0.71-1.01; P=0.07), HF:  0.82 (95% CI: 0.71-0.96), all-cause death: 0.81 (95% CI: 0.71-0.93)		Not recorded		0.2 (semaglutide), 0.3 (placebo)		10.0 (semaglutide), 2.0 (placebo)

				SOUL		9650		4825		4825		4.1		50 years of age or older, had type 2 diabetes with a glycated hemoglobin level of 6.5 to 10.0%, and had known atherosclerotic cardiovascular disease, chronic kidney disease, or both		Semaglutide Oral		Once daily 14mg max dose		Placebo		66		28.90%		8		57%		Cox proportional-hazards model with randomized group assignment as a fixed factor		Major adverse cardiovascular events (a composite of death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke), assessed in a time-to-first-event analysis		579		668		0.86; 95% confidence interval, 0.77 to 0.96; P = 0.006		CV death, MI, Stroke, All cause death, HF		CV death: 301; MI: 200; stroke: 164; all-cause death: 528; HF: 146		CV death: 320; MI: 268; stroke: 171; all-cause death: 577; HF: 167		CV death: 0.93 (95% CI: 0.80-1.09), MI: 0.73 (95% CI: 0.61-0.88), stroke: 0.95 (95% CI: 0.76-1.17), all-cause death: 0.91 (95% CI: 0.80-1.02)		1.6 (semaglutide), 1.7 (placebo)		0.4 (semaglutide), 0.4 (placebo)		5.0 (semaglutide), 4.4 (placebo)





GRADE Approach (2)

		Outcome		Risk of Bias - ROB-2 														GRADE Approach

				Study Name		Randomisation Process		Deviations from intended interventions		Missing Outcome Data		Measurement of outcome		Selection of reported result		Overall rating		Overall Outcome ROB-2		Inconsistency		Indirectness		Imprecision		Publication Bias		Overall GRADE

		MACE		LEADER		Low		Low		Low		Low		Low		Low		High		Not Serious		Not Serious		Not Serious		Undetected		High

				ELIXA		Low		Low		Low		Low		Low		Low

				SUSTAIN-6		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low

				PIONEER-6		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low

				ITCA 650		Low		Some concerns		Low		Low		Low		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low

		All-cause mortality		LEADER		Low		Low		Low		Low		Low		Low		High		Not Serious		Not Serious		Not Serious		Undetected		High

				ELIXA		Low		Low		Low		Low		Low		Low

				SUSTAIN-7		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low

				PIONEER-7		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low

				ITCA 651		Low		Some concerns		Low		Low		Low		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low

		CV death		LEADER		Low		Low		Low		Low		Low		Low		High		Not Serious		Not Serious		Not Serious		Undetected		High

				ELIXA		Low		Low		Low		Low		Low		Low

				SUSTAIN-8		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low

				PIONEER-8		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low

				ITCA 652		Low		Some concerns		Low		Low		Low		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low

		HF Hospitalisation		LEADER		Low		Low		Low		Low		Low		Low		High		Not Serious		Not Serious		Not Serious		Undetected		High

				ELIXA		Low		Low		Low		Low		Low		Low

				SUSTAIN-9		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low

				PIONEER-9		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low

				ITCA 653		Low		Some concerns		Low		Low		Low		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low

		Non-fatal MI		LEADER		Low		Low		Low		Low		Low		Low		High		Not Serious		Not Serious		Not Serious		Undetected		High

				ELIXA		Low		Low		Low		Low		Low		Low

				SUSTAIN-10		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low

				PIONEER-10		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low

				ITCA 654		Low		Some concerns		Low		Low		Low		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low

		Non-fatal Stroke		LEADER		Low		Low		Low		Low		Low		Low		High		Not Serious		Not Serious		Not Serious		Undetected		High

				ELIXA		Low		Low		Low		Low		Low		Low

				SUSTAIN-11		Low		Low		Low		Low		Low		Low

				EXSCEL		Low		Low		Low		Low		Low		Low

				HARMONY Outcomes		Low		Low		Low		Low		Low		Low

				PIONEER-11		Low		Low		Low		Low		Low		Low

				REWIND		Low		Low		Low		Low		Low		Low

				AMPLITUDE-O		Low		Low		Low		Low		Low		Low

				ITCA 655		Low		Some concerns		Low		Low		Low		Some concerns

				SELECT		Low		Low		Low		Low		Low		Low

				SOUL		Low		Low		Low		Low		Low		Low

						RoB2 = low risk, some concerns, high risk												GRADE = very low, low, moderate and high quality/certainty of evidence





Meta-analysis MACE

		Study ID		Intervention Name		Comparator		Outcome		Effect measure type		Effect Estimate		Upper 95% CI		Lower 95% CI		log(HR)		SE(log(HR))		Events in Intervention		Events in Comparator		Total n (Intervention)		Total n (Comparator)		Weight		Weighted log(HR)		Risk of Bias

		LEADER		Liraglutide		Placebo		MACE		HR		0.87		0.97		0.78		-0.1392620673		0.0556127938		608		694		4668		4672		323.3334031242		-45.0280781571

		ELIXA		Lixisenatide		Placebo		MACE		HR		1.02		1.17		0.89		0.0198026273		0.0697799911		406		399		3034		3034		205.3705568659		4.0668765952

		SUSTAIN-6		Semaglutide		Placebo		MACE		HR		0.74		0.95		0.58		-0.3011050928		0.1258759901		108		146		1648		1649		63.112328135		-19.0034434189

		EXSCEL		Exenatide		Placebo		MACE		HR		0.91		1		0.83		-0.0943106795		0.0475330557		839		905		7356		7396		442.5970677941		-41.7416301956

		HARMONY Outcomes		Albiglutide		Placebo		MACE		HR		0.78		0.9		0.68		-0.2484613593		0.0715056034		338		428		4731		4732		195.5779316743		-48.5935587526

		PIONEER-6		Semaglutide		Placebo		MACE		HR		0.79		1.11		0.57		-0.2357223335		0.1700201361										34.5938805153		-8.1545502406

		REWIND		Dulaglutide		Placebo		MACE		HR		0.88		0.99		0.79		-0.1278333715		0.0575693872										301.7288151709		-38.571011725

		AMPLITUDE-O		Efpeglenatide		Placebo		MACE		HR		0.73		0.92		0.58		-0.3147107448		0.1176901955										72.1970464583		-22.7211862661

		ITCA 650		Efpeglenatide		Placebo		MACE		HR		1.21		1.63		0.9		0.1906203596		0.1515154414										43.5598332914		8.3033910865

		SELECT		Semaglutide		Placebo		MACE		HR		0.8		0.9		0.72		-0.2231435513		0.0569243753										308.6053515391		-68.863294097

		SOUL		Semaglutide		Placebo		MACE		HR		0.86		0.96		0.77		-0.1508228897		0.0562609106										315.9268123912		-47.6489947895

																												Sum of above:		2306.6030269596		-327.9554799606

																												Pooled log(HR):		-0.1421811539				Pooled HR:		0.8674640977

																												Pooled SE:		0.02082157469172				Lower CI:		0.832775284

																												Lower limit:		-0.1829914403				Upper CI:		0.9035978557

				Note that the interventions have various adminstration methods																								Upper limit:		-0.1013708675

														# THIS IS A DRAFT ATTEMPT

														#THIS MUST BE DONE ON A DUPLICATE SHEET FOR EACH OUTCOME.

														# One sheet is for MACE, four sheets for secondary outcomes and three sheets for safety outcomes

														#THEREFORE MULTIPLE FOREST PLOTS WILL BE CREATED. UNDER THE IMPRESSION THIS WILL BE 8





Meta-analysis Template

		Study ID		Intervention Name		Comparator		Outcome		Effect measure type		Effect Estimate		Upper 95% CI		Lower 95% CI		log(HR)		SE(log(HR))		Events in Intervention		Events in Comparator		Total n (Intervention)		Total n (Comparator)		Weight		Weighted log(HR)		Risk of Bias

		LEADER		Liraglutide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		ELIXA		Lixisenatide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		SUSTAIN-6		Semaglutide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		EXSCEL		Exenatide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		HARMONY Outcomes		Albiglutide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		PIONEER-6		Semaglutide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		REWIND		Dulaglutide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		AMPLITUDE-O		Efpeglenatide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		ITCA 650		Efpeglenatide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		SELECT		Semaglutide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

		SOUL		Semaglutide		Placebo		MACE		HR								ERROR:#NUM!		ERROR:#NUM!										ERROR:#NUM!		ERROR:#NUM!

																												Sum of above:		ERROR:#NUM!		ERROR:#NUM!

																												Pooled log(HR):		ERROR:#NUM!				Pooled HR:		ERROR:#NUM!

																												Pooled SE:		ERROR:#NUM!				Lower CI:		ERROR:#NUM!

																												Lower limit:		ERROR:#NUM!				Upper CI:		ERROR:#NUM!

																												Upper limit:		ERROR:#NUM!

														#THIS MUST BE DONE ON A DUPLICATE SHEET FOR EACH OUTCOME.

														# One sheet is for MACE, four sheets for secondary outcomes and three sheets for safety outcomes

														#THEREFORE MULTIPLE FOREST PLOTS WILL BE CREATED. UNDER THE IMPRESSION THIS WILL BE 8






