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[bookmark: _Toc16886121][bookmark: _Toc468918654]Table S1. Definition of the renal composite outcome in each included trial
	Study
	Definition of the renal composite outcome

	GLP-1 RA vs. Placebo

	ELIXA
	Renal or urinary event

	LEADER
	Nephropathy, defined as the new onset of macroalbuminuria or a doubling of the serum creatinine level and an eGFR of ≤45 ml per minute per 1.73 m2, the need for continuous renal-replacement therapy, or death from renal disease

	SUSTAIN-6
	Acute renal failure

	HARMONY OUTCOMES
	Renal impairment

	EXSCEL
	40% eGFR decline, renal replacement, or renal death

	DPP-4 inhibitor vs. Placebo

	SAVOR-TIMI
	Doubling of creatinine level, initiation of dialysis, renal transplantation, or creatinine >6.0 mg/dl (530 μmol/liter)

	EXAMINE
	A sustained decrease of eGFR from baseline to less than 60 ml per minute per 1.73 m2 of body-surface area

	TECOS
	Renal failure

	CARMELINA
	Sustained end-stage renal disease, death due to kidney failure, or sustained decrease of ≥40% in eGFR from baseline

	SGLT-2 inhibitor vs. Placebo

	EMPA-REG OUTCOME
	A doubling of the serum creatinine level, accompanied by an eGFR of ≤45 ml per minute per 1.73 m2

	CANVAS
	The renal composite comprising a 40% reduction in eGFR sustained for at least two consecutive measures, the need for renal-replacement therapy (dialysis or transplantation), or death from renal causes (defined as death with a proximate renal cause)

	CANVAS-R
	The renal composite comprising a 40% reduction in eGFR sustained for at least two consecutive measures, the need for renal-replacement therapy (dialysis or transplantation), or death from renal causes (defined as death with a proximate renal cause)

	DECLARE-TIMI 58
	A renal composite outcome, defined as a sustained decrease of 40% or more in estimated glomerular filtration rate (eGFR) to less than 60 ml per minute per 1.73 m2 of body-surface area, new end-stage renal disease, or death from renal or cardiovascular causes

	CREDENCE
	A composite of end-stage kidney disease, doubling of the serum creatinine level, or renal death


Abbreviations used in Table S1: DPP-4 = dipeptidyl peptidase-4; eGFR = estimated glomerular filtration rate; GLP-1 = glucagon-like peptide-1; RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2.


[bookmark: _Toc16886122]Table S2. Summary for blinding, randomisation and placebo control of studies
	Study
	Blinding
	Randomisation assignment
	Presence of Placebo
	Time of randomisation

	GLP-1 RA vs. Placebo

	ELIXA
	Double-
blinded
	Allocation was conducted through the centralised treatment allocation system
	With placebo control
	After a placebo run-in period of 7 days (+ 3 days) by a screening visit

	LEADER
	Double-
blinded
	Randomisation was carried out by using an interactive voice response system or web response system with a 1:1 ratio
	With placebo control
	After an open-label 2-week placebo run-in period

	SUSTAIN-6
	Double-
blinded
	Randomisation was carried out by using an interactive voice response system or web response system
	With placebo control
	After Visit 1 screening

	HARMONY OUTCOMES
	Double-
blinded
	Allocation was conducted according to a sequestered, fixed, computer-generated randomisation code that used balanced permuted blocks of treatment group allocations, without stratification
	With placebo control
	Screening of the potential subjects for study entry and randomisation can occur at the same visit or in close proximity

	EXSCEL
	Double-
blinded
	Not reported
	With placebo control
	Not reported

	DPP-4 inhibitor vs. Placebo

	SAVOR-TIMI 53
	Double-
blinded
	Randomisation was conducted by means of a central computerized telephone or web-based system at Visit 1 in blocks of 4 into ratio of 1:1, with stratification according to the qualifying cardiovascular disease state and renal function
	With placebo control
	After 14 days screening for enrolment

	EXAMINE
	Double-
blinded
	Randomisation was by using an interactive voice response system into a 1:1 ratio stratified based on country and screening renal function
	With placebo control
	After 14 days screening for enrolment

	TECOS
	Double-
blinded
	Assignments were made by an interactive voice-response system into ratio of 1:1, blocked within each site
	With placebo control
	At the initial study visit for all patients satisfying all inclusion and exclusion criteria

	CARMELINA
	Double-
blinded
	Randomisation was conducted using an interactive telephone or web-based system into ratio of 1:1, in a block size of 8
	With placebo control
	As soon as the visit 1 (safety) laboratory results and eGFR are known and all other eligibility criteria are met

	SGLT-2 inhibitor vs. Placebo

	EMPA-REG OUTCOME
	Double-
blinded
	The blocked randomisation of subjects to the treatment groups was performed via an interactive voice response or interactive web response system
	With placebo control
	After a 2-week open-label placebo run-in period

	CANVAS
	Single-blinded
	Randomisation was performed centrally through an interactive Web-based response system with the use of a computer-generated randomisation schedule with randomly permuted blocks
	With placebo control
	Starting from week 13 after enrolment

	CANVAS-R
	Single-blinded
	Randomisation was performed centrally through an interactive Web-based response system with the use of a computer-generated randomisation schedule with randomly permuted blocks
	With placebo control
	Starting from week 13 after enrolment

	DECLARE–TIMI 58
	Double-
blinded
	Not reported
	With placebo control
	After a 4-to-8-week,
single-blind run-in period in the eligible patients to receive placebo, and blood and urine testing

	CREDENCE
	Double-
blinded
	Central randomisation
	With placebo control
	After a 2-week, single-blind, placebo run-in period


[bookmark: _Toc468918655]Abbreviations used in Table S2: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2.

[bookmark: _Toc16886123]Table S3. Risk of Bias Reporting
	Study
	Sequence generation
	Allocation concealment
	Blinding of participants and personnel
	Blinding of outcome
	Incomplete outcome data
	Free from other bias

	GLP-1 RA vs. Placebo

	ELIXA
	Low
	Low
	Low
	Low
	Low
	Low

	LEADER
	Low
	Low
	Low
	Low
	Low
	Low

	SUSTAIN-6
	Low
	Low
	Low
	Low
	Low
	Low

	HARMONY OUTCOMES
	Low
	Low
	Low
	Low
	Low
	Low

	EXSCEL
	Unclear
	Low
	Low
	Low
	Unclear
	Unclear

	DPP-4 inhibitor vs. Placebo

	SAVOR-TIMI 53
	Low
	Low
	Low
	Low
	Low
	Low

	EXAMINE
	Low
	Low
	Low
	Low
	Low
	Low

	TECOS
	Low
	Low
	Low
	Low
	Low
	Low

	CARMELINA
	Low
	Low
	Low
	Low
	Low
	Low

	SGLT-2 inhibitor vs. Placebo

	EMPA-REG OUTCOME
	Low
	Low
	Low
	Low
	Low
	Low

	CANVAS
	Low
	Low
	Unclear
	Low
	Low
	Low

	CANVAS-R
	Low
	Low
	Unclear
	Low
	Low
	Low

	DECLARE–TIMI 58
	Unclear
	Low
	Low
	Low
	Low
	Low

	CREDENCE
	Low
	Low
	Low
	Low
	Low
	Low


Abbreviations used in Table S3: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2. Each domain of risk was assigned “Low” for low risk, “Unclear” for unclear risk and “High” for high risk.

[bookmark: _Toc468918656][bookmark: _Toc16886124]Table S4. Patients’ baseline characteristics
	Study
	Drug
	N
	Age
(yrs, mean ± SD)
	Male (%)
	Body weight (kg)
	T2DM duration (yrs)
	Glycated haemo- globin (%)
	Current smoker (%)
	Prior MI (%)
	Prior HF (%)
	Prior HTN (%)
	Prior stroke (%)
	Prior revascula-risation (%) 
	Prior PCI 
	Follow
-up period (yrs)

	GLP-1 RA vs. Placebo

	ELIXA
	Lixisenatide
	3034
	59.9±9.7
	69.6
	84.6±19.2
	9.2±8.2
	7.7±1.3
	11.7
	22.1
	22.5
	75.6
	4.7
	NR
	67.6
	2.0

	
	Placebo
	3034
	60.6±9.6
	69.1
	85.1±19.6
	9.4±8.3
	7.6±1.3
	11.7
	22.1
	22.3
	77.1
	6.2
	NR
	66.8
	

	LEADER
	Liraglutide
	4668
	64.2 ±7.2
	64.5
	91.9±21.2
	12.8±8.0
	8.7±1.4
	NR
	31.4
	17.9
	5.3
	15.6
	39.3
	NR
	3.8

	
	Placebo
	4672
	64.2 ±7.2
	64.0
	91.6±20.8
	12.9±8.1
	8.7±1.5
	NR
	30.0
	17.8
	5.4
	16.6
	38.6
	NR
	

	SUSTAIN-6
	Semaglutide
	1648
	64.7±7.2
	61.4
	92.4±20.7
	14.2±8.2
	8.7±1.4
	NR
	32.2
	23.1
	93.7
	14.0
	NR
	NR
	2.1

	
	Placebo
	1649
	64.6±7.6
	60.0
	91.9±20.6
	13.6±8.0
	8.7±1.5
	NR
	32.4
	24.0
	91.9
	15.8
	NR
	NR
	

	HARMONY OUTCOMES
	Albiglutide
	4731
	64.1±8.7
	70.0
	NR
	14.1±8.6
	8.76±1.5
	16.0
	47.0
	20.0
	86.0
	17.0
	NR
	43.0
	1.5

	
	Placebo
	4732
	64.2±8.7
	69.0
	NR
	14.2±8.9
	8.72±1.5
	16.0
	47.0
	20.0
	87.0
	18.0
	NR
	45.0
	

	EXSCEL
	Exenatide
	5394
	63 (57-69)
	67.0
	NR
	12 (7-19)
	8.0 (7.3-8.8)
	NR
	43.0
	NR
	87.0
	17.0
	NR
	41.0
	2.4

	
	Placebo
	5388
	
	
	
	
	
	
	
	
	
	
	
	
	

	SGLT-2 inhibitor vs. Placebo

	EMPA-REG OUTCOME
	Empagliflozin
	4687
	63.1±8.6
	71.2
	86.2±18.9
	NR
	8.1±0.9
	NR
	46.7
	9.9
	NR
	23.1
	NR
	NR
	0.4

	
	Placebo
	2333
	63.2±8.8
	72.0
	86.6±19.1 
	NR
	8.1±0.9
	NR
	46.4
	10.5
	NR
	23.7
	NR
	NR
	

	CANVAS 
	Canagliflozin
	2888
	62.4±8.0
	66.1
	NR
	13.4±7.5
	8.2±0.9
	17.9
	NR
	11.9
	87.6
	NR
	NR
	NR
	1.6

	
	Placebo
	1442
	63.4±8.2
	63.2
	NR
	13.7±7.8
	8.2±0.9
	18.1
	NR
	15.1
	90.6
	NR
	NR
	NR
	

	CANVAS-R
	Canagliflozin
	2907
	64.0±8.2
	62.8
	NR
	13.7±7.9
	8.3±1.0
	17.7
	NR
	16.3
	91.7
	NR
	NR
	NR
	1.6

	
	Placebo
	2905
	63.4±8.2
	63.2
	NR
	13.7±7.8
	8.2±0.9
	19.1
	NR
	15.1
	90.6
	NR
	NR
	NR
	

	DECLARE–TIMI 58
	Dapagliflozin
	8582
	63.9±6.8
	63.1
	NR
	11.0 (6.0–16.0)
	8.3±1.2
	NR
	NR
	9.9
	7.6
	NR
	NR
	NR
	4.2

	
	Placebo
	8578
	64.0±6.8
	62.1
	NR
	10.0 (6.0–16.0)
	8.3±1.2
	NR
	NR
	10.2
	7.6
	NR
	NR
	NR
	

	CREDENCE
	Canagliflozin
	2202
	62.9±9.2
	65.4
	NR
	15.5±8.7
	8.3±1.3
	15.5
	29.7
	14.9
	96.8
	15.5
	NR
	NR
	2.62 (median)

	
	Placebo
	2199
	63.2±9.2
	66.7
	NR
	16.0±8.6
	8.3±1.3
	13.6
	30.0
	14.7
	96.8
	16.3
	NR
	NR
	

	DPP-4 inhibitors vs. Placebo

	SAVOR-
TIMI 53
	Saxagliptin
	8280
	65.1±8.5 
	66.6
	87.7±18.7 
	10.3
	8.0±1.4 
	NR
	38.0
	12.8
	81.2
	NR
	43.1
	NR
	2.1

	
	Placebo
	8212
	65.0±8.6 
	67.3
	88.1±19.4 
	10.3
	8.0±1.4 
	NR
	37.6
	12.8
	82.4
	NR
	43.3
	NR
	

	EXAMINE
	Alogliptin
	2701
	61.0
	67.7
	80.2
	7.1
	8.0±1.1 
	13.0
	88.4
	28.0
	82.5
	7.2
	NR
	62.5
	3.3

	
	Placebo
	2679
	61.0
	68.0
	80.0
	7.3
	8.0±1.1 
	14.3
	87.5
	27.8
	83.6
	7.2
	NR
	62.8
	

	TECOS
	Sitagliptin
	7332
	65.4±7.9
	60.9
	NR
	11.6±8.1
	7.2±0.5 
	11.8
	42.7
	17.8
	NR
	NR
	NR
	38.9
	3.0

	
	Placebo
	7339
	65.5±8.0
	60.5
	NR
	11.6±8.1
	7.2±0.5
	11.1
	42.5
	18.3
	NR
	NR
	NR
	40.1
	

	CARMELINA
	Linagliptin
	3494
	66.1±9.1
	61.5
	NR
	15.0±9.6
	7.9±1.0
	10.4
	NR
	27.2
	90.8
	NR
	NR
	NR
	2.2 (median)

	
	Placebo
	2485
	65.6±9.1
	64.3
	NR
	14.5±9.3
	8.0±1.0
	10.0
	NR
	26.4
	91.2
	NR
	NR
	NR
	


Abbreviations used in Table S4: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; HF = heart failure; HTN = hypertension; MI = myocardial infarction; NR = not reported; PCI = percutaneous coronary intervention; T2DM = type 2 diabetes mellitus; RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2.


[bookmark: _Toc468918657][bookmark: _Toc16886125]Table S5. Ranking based on simulations
	
	Rank 1 (%)
	Rank 2 (%)
	Rank 3 (%)
	Rank 4 (%)

	MACE
	
	
	
	

	GLP-1 receptor agonist
	49.50
	49.00
	1.40
	0.10

	SGLT-2 inhibitor
	50.20
	48.25
	1.50
	0.05

	DPP-4 inhibitor
	0.30
	2.45
	50.05
	47.20

	Placebo
	0.00
	0.30
	47.05
	52.65

	Nonfatal myocardial infarction
	
	
	
	

	GLP-1 receptor agonist
	35.45
	58.10
	5.20
	1.25

	SGLT-2 inhibitor
	63.15
	30.90
	4.25
	1.70

	DPP-4 inhibitor
	1.30
	7.65
	32.65
	58.40

	Placebo
	0.10
	3.35
	57.90
	38.65

	Nonfatal stroke
	
	
	
	

	GLP-1 receptor agonist
	80.55
	15.35
	2.90
	1.20

	SGLT-2 inhibitor
	4.70
	20.85
	23.50
	50.95

	DPP-4 inhibitor
	14.40
	40.35
	21.00
	24.25

	Placebo
	0.35
	23.45
	52.60
	23.60

	Cardiovascular mortality
	
	
	
	

	GLP-1 receptor agonist
	20.60
	63.75
	12.00
	3.65

	SGLT-2 inhibitor
	77.20
	20.60
	1.95
	0.25

	DPP-4 inhibitor
	2.20
	13.70
	44.75
	39.35

	Placebo
	0.00
	1.95
	41.30
	56.75

	All-cause mortality
	
	
	
	

	GLP-1 receptor agonist
	17.00
	75.90
	5.55
	1.55

	SGLT-2 inhibitor
	82.30
	17.10
	0.50
	0.10

	DPP-4 inhibitor
	0.70
	5.30
	35.50
	58.50

	Placebo
	0.00
	1.70
	58.45
	39.85

	Hospitalisation for heart failure
	
	
	
	

	GLP-1 receptor agonist
	0.20
	85.60
	9.35
	4.85

	SGLT-2 inhibitor
	99.80
	0.20
	0.00
	0.00

	DPP-4 inhibitor
	0.00
	5.90
	16.10
	78.00

	Placebo
	0.00
	8.30
	74.55
	17.15

	Renal composite outcome
	
	
	
	

	GLP-1 receptor agonist
	0.00
	96.00
	3.05
	0.95

	SGLT-2 inhibitor
	100.00
	0.00
	0.00
	0.00

	DPP-4 inhibitor
	0.00
	3.70
	46.60
	49.70

	Placebo
	0.00
	0.30
	50.35
	49.35

	Abbreviations used in Table S5: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; MACE = major adverse cardiovascular event (defined as the composite of cardiovascular mortality, nonfatal myocardial infarction and nonfatal stroke); RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2.
The numbers in this table represent the probability (in percent) that each antidiabetic drug is best (rank 1), the second highest (rank 2), etc. Rank probabilities sum to 100%, both within a rank over treatments and within a treatment over ranks.




[bookmark: _Toc468918658][bookmark: _Toc16886126]Table S6. Effect of antidiabetic drugs on frequencies of primary endpoints in patients after excluding the EXAMINE and ELIXA trials established by network meta-analysis using a frequentist approach
	
	GLP-1 RA
	SGLT-2 inhibitor
	DPP-4 inhibitor
	Placebo

	MACE

	GLP-1 RA
	1.00
	1.05 (0.95-1.15)
	1.19 (1.08-1.31)
	1.18 (1.10-1.26)

	SGLT-2 inhibitor
	0.96 (0.87-1.05)
	1.00
	1.13 (1.03-1.25)
	1.13 (1.05-1.21)

	DPP-4 inhibitor
	0.84 (0.76-0.93)
	0.88 (0.80-0.97)
	1.00
	0.99 (0.93-1.07)

	Placebo
	0.85 (0.79-0.91)
	0.89 (0.83-0.95)
	1.01 (0.94-1.08)
	1.00

	Nonfatal myocardial infarction

	GLP-1 RA
	1.00
	1.06 (0.91-1.29)
	1.16 (0.97-1.38)
	1.16 (1.03-1.30)

	SGLT-2 inhibitor
	0.92 (0.77-1.10)
	1.00
	1.07 (0.88-1.28)
	1.07 (0.94-1.22)

	DPP-4 inhibitor
	0.86 (0.72-1.03)
	0.94 (0.78-1.13)
	1.00
	1.00 (0.88-1.14)

	Placebo
	0.86 (0.77-0.97)
	0.94 (0.82-1.07)
	1.00 (0.87-1.14)
	1.00

	Nonfatal stroke

	GLP-1 RA
	1.00
	1.20 (1.00-1.45)
	1.16 (0.95-1.41)
	1.17 (1.03-1.34)

	SGLT-2 inhibitor
	0.83 (0.69-1.00)
	1.00
	0.96 (0.79-1.17)
	0.97 (0.85-1.11)

	DPP-4 inhibitor
	0.87 (0.71-1.05)
	1.04 (0.86-1.27)
	1.00
	1.01 (0.88-1.17)

	Placebo
	0.85 (0.75-0.97)
	1.03 (0.90-1.17)
	0.99 (0.85-1.14)
	1.00

	Cardiovascular mortality

	GLP-1 RA
	1.00
	0.94 (0.78-1.12)
	1.17 (0.97-1.41)
	1.14 (1.00-1.31)

	SGLT-2 inhibitor
	1.07 (0.89-1.28)
	1.00
	1.24 (1.04-1.48)
	1.22 (1.08-1.37)

	DPP-4 inhibitor
	0.86 (0.71-1.03)
	0.80 (0.67-0.96)
	1.00
	0.98 (0.86-1.12)

	Placebo
	0.88 (0.76-1.00)
	0.82 (0.73-0.93)
	1.02 (0.90-1.16)
	1.00

	All-cause mortality

	GLP-1 RA
	1.00
	0.94 (0.83-1.08)
	1.16 (1.02-1.33)
	1.12 (1.02-1.24)

	SGLT-2 inhibitor
	1.06 (0.93-1.21)
	1.00
	1.23 (1.08-1.41)
	1.19 (1.09-1.30)

	DPP-4 inhibitor
	0.86 (0.75-0.98)
	0.81 (0.71-0.92)
	1.00
	0.97 (0.88-1.06)

	Placebo
	0.89 (0.81-0.98)
	0.84 (0.77-0.92)
	1.04 (0.94-1.14)
	1.00

	Hospitalisation for heart failure

	GLP-1 RA
	1.00
	0.78 (0.68-0.91)
	1.22 (1.06-1.40)
	1.15 (1.06-1.24)

	SGLT-2 inhibitor
	1.28 (1.10-1.48)
	1.00
	1.55 (1.31-1.84)
	1.46 (1.29-1.66)

	DPP-4 inhibitor
	0.82 (0.72-0.95)
	0.64 (0.54-0.76)
	1.00
	0.94 (0.84-1.06)

	Placebo
	0.87 (0.80-0.94)
	0.68 (0.60-0.77)
	1.06 (0.95-1.19)
	1.00

	Renal composite outcome

	GLP-1 RA
	1.00
	0.69 (0.59-0.81)
	1.22 (1.05-1.42)
	1.17 (1.07-1.29)

	SGLT-2 inhibitor
	1.45 (1.24-1.69)
	1.00
	1.77 (1.49-2.09)
	1.70 (1.50-1.91)

	DPP-4 inhibitor
	0.82 (0.70-0.95)
	0.57 (0.48-0.67)
	1.00
	0.96 (0.85-1.08)

	Placebo
	0.85 (0.78-0.94)
	0.59 (0.52-0.67)
	1.04 (0.93-1.17)
	1.00


Abbreviations used in Table S6: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; MACE = major adverse cardiovascular event (defined as the composite of cardiovascular mortality, nonfatal myocardial infarction and nonfatal stroke); RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2.
Results are the Odds Ratios (95% Confidence Interval) in the column-defining therapy compared with the Odds Ratios in the row-defining therapy. For efficacy and safety, Odds Ratio <1 favours the column-defining therapy. Significant results are shown in bold.

[bookmark: _Toc468918659][bookmark: _Toc16886127]Table S7. Estimates of between trial heterogeneity
	Outcomes
	τ2

	Major adverse cardiovascular events (MACE)
	0.0007

	Nonfatal myocardial infarction
	0.0047

	Nonfatal stroke
	0

	Cardiovascular mortality
	0.0061

	All-cause mortality
	0.0019

	Hospitalisation for heart failure
	0

	Renal composite outcome
	0




[bookmark: _Toc16886128][bookmark: _Toc468918660]Table S8. Sensitivity analysis of the effect of antidiabetic drugs on frequency of MACE in the comparison between GLP-1 receptor agonist vs. placebo
	Study
	Before excluding study
	After excluding study

	
	OR
	p-value
	I2
	Chi2
	P-value
	OR
	p-value
	I2
	Chi2
	P-value

	ELIXA
	0.87 (0.82-0.93)
	<0.0001
	58%
	9.43
	0.05
	0.85 (0.79-0.91)
	<0.00001
	31%
	4.35
	0.23

	LEADER
	0.87 (0.82-0.93)
	<0.0001
	58%
	9.43
	0.05
	0.88 (0.82-0.95)
	0.0006
	68%
	9.29
	0.03

	HARMONY OUTCOME
	0.87 (0.82-0.93)
	<0.0001
	58%
	9.43
	0.05
	0.90 (0.84-0.96)
	0.002
	52%
	6.25
	0.10

	SUSTAIN-6
	0.87 (0.82-0.93)
	<0.0001
	58%
	9.43
	0.05
	0.89 (0.83-0.94)
	0.0002
	58%
	7.18
	0.07

	EXSCEL
	0.87 (0.82-0.93)
	<0.0001
	58%
	9.43
	0.05
	0.86 (0.80-0.93)
	<0.0001
	66%
	8.89
	0.03




[bookmark: _Toc16886129]Table S9. Sensitivity analysis of the effect of antidiabetic drugs on cardiovascular mortality in the comparison between SGLT-2 inhibitor vs. placebo
	Study
	Before excluding study
	After excluding study

	
	OR
	p-value
	I2
	Chi2
	P-value
	OR
	p-value
	I2
	Chi2
	P-value

	EMPA-REG OUTCOME
	0.83 (0.75-0.92)
	0.0006
	64%
	10.96
	0.03
	0.90 (0.80-1.01)
	0.08
	0%
	2.32
	0.51

	CANVAS
	0.83 (0.75-0.92)
	0.0006
	64%
	10.96
	0.03
	0.82 (0.73-0.92)
	0.0008
	72%
	10.55
	0.01

	CANVAS-R
	0.83 (0.75-0.92)
	0.0006
	64%
	10.96
	0.03
	0.83 (0.74-0.93)
	0.0008
	72%
	10.90
	0.01

	DECLARE-TIMI 58
	0.83 (0.75-0.92)
	0.0006
	64%
	10.96
	0.03
	0.76 (0.67-0.87)
	<0.0001
	48%
	5.78
	0.12

	CREDENCE
	0.83 (0.75-0.92)
	0.0006
	64%
	10.96
	0.03
	0.85 (0.75-0.95)
	0.004
	72%
	10.61
	0.01





[bookmark: _Toc16886130]Table S10. Sensitivity analysis of the effect of antidiabetic drugs on all-cause mortality in the comparison between SGLT-2 inhibitor vs. placebo
	Study
	Before excluding study
	After excluding study

	
	OR
	p-value
	I2
	Chi2
	P-value
	OR
	p-value
	I2
	Chi2
	P-value

	EMPA-REG OUTCOME
	0.85 (0.78-0.92)
	<0.0001
	50%
	8.07
	0.09
	0.89 (0.81-0.97)
	0.009
	0%
	1.28
	0.73

	CANVAS
	0.85 (0.78-0.92)
	<0.0001
	50%
	8.07
	0.09
	0.85 (0.78-0.93)
	0.0003
	63%
	8.06
	0.04

	CANVAS-R
	0.85 (0.78-0.92)
	<0.0001
	50%
	8.07
	0.09
	0.84 (0.77-0.91)
	<0.0001
	60%
	7.57
	0.06

	DECLARE-TIMI 58
	0.85 (0.78-0.92)
	<0.0001
	50%
	8.07
	0.09
	0.79 (0.71-0.88)
	<0.0001
	35%
	4.63
	0.20

	CREDENCE
	0.85 (0.78-0.92)
	<0.0001
	50%
	8.07
	0.09
	0.85 (0.78-0.93)
	0.0003
	62%
	7.98
	0.05




[bookmark: _Toc16886131]Table S11. Sensitivity analysis of the effect of antidiabetic drugs on frequency of hospitalisation for heart failure in the comparison between DPP-4 inhibitor vs. placebo
	Study
	Before excluding study
	After excluding study

	
	OR
	p-value
	I2
	Chi2
	P-value
	OR
	p-value
	I2
	Chi2
	P-value

	EXAMINE
	1.06 (0.96-1.18)
	0.24
	54%
	6.45
	0.09
	1.06 (0.95-1.18)
	0.27
	69%
	6.45
	0.04

	SAVOR-TIMI 53
	1.06 (0.96-1.18)
	0.24
	54%
	6.45
	0.09
	0.97 (0.86-1.10)
	0.68
	0%
	0.77
	0.68

	TECOS
	1.06 (0.96-1.18)
	0.24
	54%
	6.45
	0.09
	1.09 (0.97-1.23)
	0.15
	66%
	5.82
	0.05

	CARMELINA
	1.06 (0.96-1.18)
	0.24
	54%
	6.45
	0.09
	1.12 (1.00-1.26)
	0.06
	42%
	3.45
	0.18




[bookmark: _Toc16886132][bookmark: _Toc468918661]Table S12. Effect of antidiabetic drugs on frequencies of primary outcomes in patients established by network meta-analysis using fixed effects model
	
	GLP-1 RA
	SGLT-2 inhibitor
	DPP-4 inhibitor
	Placebo

	MACE

	GLP-1 RA
	1.00
	1.01 (0.92-1.11)
	1.14 (1.04-1.25)
	1.14 (1.07-1.22)

	SGLT-2 inhibitor
	0.99 (0.90-1.08)
	1.00
	1.12 (1.02-1.24)
	1.13 (1.06-1.21)

	DPP-4 inhibitor
	0.88 (0.80-0.96)
	0.89 (0.81-0.98)
	1.00
	1.00 (0.94-1.07)

	Placebo
	0.87 (0.82-0.93)
	0.89 (0.83-0.95)
	1.00 (0.94-1.06)
	1.00

	Nonfatal myocardial infarction

	GLP-1 RA
	1.00
	1.03 (0.90-1.17)
	1.11 (0.98-1.26)
	1.10 (1.02-1.20)

	SGLT-2 inhibitor
	0.97 (0.85-1.11)
	1.00
	1.08 (0.94-1.25)
	1.07 (0.97-1.19)

	DPP-4 inhibitor
	0.90 (0.79-1.02)
	0.92 (0.80-1.06)
	1.00
	0.99 (0.90-1.09)

	Placebo
	0.91 (0.84-0.98)
	0.93 (0.84-1.03)
	1.01 (0.92-1.11)
	1.00

	Nonfatal stroke

	GLP-1 RA
	1.00
	1.17 (0.98-1.41)
	1.12 (0.93-1.35)
	1.14 (1.01-1.29)

	SGLT-2 inhibitor
	0.85 (0.71-1.02)
	1.00
	0.95 (0.79-1.16)
	0.97 (0.85-1.11)

	DPP-4 inhibitor
	0.89 (0.74-1.08)
	1.05 (0.87-1.27)
	1.00
	1.02 (0.89-1.18)

	Placebo
	0.88 (0.77-0.99)
	1.03 (0.90-1.17)
	0.98 (0.85-1.13)
	1.00

	Cardiovascular mortality

	GLP-1 RA
	1.00
	0.94 (0.81-1.08)
	1.13 (0.98-1.30)
	1.13 (1.02-1.26)

	SGLT-2 inhibitor
	1.07 (0.93-1.23)
	1.00
	1.20 (1.05-1.38)
	1.21 (1.10-1.33)

	DPP-4 inhibitor
	0.89 (0.77-1.02)
	0.83 (0.73-0.95)
	1.00
	1.01 (0.92-1.10)

	Placebo
	0.88 (0.80-0.98)
	0.83 (0.75-0.91)
	0.99 (0.91-1.08)
	1.00

	All-cause mortality

	GLP-1 RA
	1.00
	0.95 (0.85-1.06)
	1.14 (1.02-1.27)
	1.12 (1.03-1.21)

	SGLT-2 inhibitor
	1.06 (0.94-1.18)
	1.00
	1.20 (1.08-1.34)
	1.18 (1.09-1.28)

	DPP-4 inhibitor
	0.88 (0.79-0.98)
	0.83 (0.75-0.93)
	1.00
	0.98 (0.91-1.06)

	Placebo
	0.89 (0.83-0.97)
	0.85 (0.78-0.92)
	1.02 (0.94-1.09)
	1.00

	Hospitalisation for heart failure

	GLP-1 RA
	1.00
	0.79 (0.69-0.90)
	1.22 (1.08-1.37)
	1.15 (1.08-1.22)

	SGLT-2 inhibitor
	1.27 (1.11-1.45)
	1.00
	1.55 (1.33-1.81)
	1.46 (1.30-1.64)

	DPP-4 inhibitor
	0.82 (0.73-0.92)
	0.64 (0.55-0.75)
	1.00
	0.94 (0.85-1.04)

	Placebo
	0.87 (0.82-0.93)
	0.68 (0.61-0.77)
	1.06 (0.96-1.18)
	1.00

	Renal composite outcome

	GLP-1 RA
	1.00
	0.69 (0.59-0.80)
	1.16 (1.03-1.31)
	1.16 (1.06-1.27)

	SGLT-2 inhibitor
	1.46 (1.25-1.70)
	1.00
	1.69 (1.48-1.96)
	1.70 (1.50-1.91)

	DPP-4 inhibitor
	0.86 (0.76-0.98)
	0.59 (0.51-0.69)
	1.00
	1.00 (0.92-1.09)

	Placebo
	0.86 (0.78-0.94)
	0.59 (0.52-0.67)
	1.00 (0.92-1.08)
	1.00


Abbreviations used in Table S12: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; MACE = major adverse cardiovascular event (defined as the composite of cardiovascular mortality, nonfatal myocardial infarction and nonfatal stroke); RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2.
Results are the Odds Ratios (95% Confidence Interval) in the column-defining therapy compared with the Odds Ratios in the row-defining therapy. For efficacy and safety, Odds Ratio <1 favours the column-defining therapy. Significant results are shown in bold.


[bookmark: _Toc16886133]Table S13. Effect of antidiabetic drugs on frequencies of primary outcomes in patients established by network meta-analysis using a Bayesian framework with non-informative priors
	
	GLP-1 RA
	SGLT-2 inhibitor
	DPP-4 inhibitor
	Placebo

	MACE

	GLP-1 RA
	1.00
	1.00 (0.88-1.10)
	1.10 (1.00-1.30)
	1.10 (1.10-1.30)

	SGLT-2 inhibitor
	1.00 (0.88-1.10)
	1.00
	1.10 (1.00-1.30)
	1.10 (1.10-1.30)

	DPP-4 inhibitor
	0.87 (0.77-0.99)
	0.88 (0.76-0.99)
	1.00
	1.00 (0.91-1.10)

	Placebo
	0.87 (0.79-0.95)
	0.87 (0.79-0.95)
	1.00 (0.91-1.10)
	1.00

	Nonfatal myocardial infarction

	GLP-1 RA
	1.00
	0.97 (0.82-1.20)
	1.10 (0.96-1.30)
	1.10 (1.00-1.20)

	SGLT-2 inhibitor
	1.00 (0.87-1.20)
	1.00
	1.20 (0.98-1.40)
	1.10 (1.00-1.30)

	DPP-4 inhibitor
	0.89 (0.75-1.00)
	0.86 (0.71-1.00)
	1.00
	0.98 (0.87-1.10)

	Placebo
	0.90 (0.80-1.00)
	0.87 (0.76-1.00)
	1.00 (0.90-1.20)
	1.00

	Nonfatal stroke

	GLP-1 RA
	1.00
	1.20 (0.94-1.50)
	1.10 (0.88-1.40)
	1.10 (0.98-1.30)

	SGLT-2 inhibitor
	0.85 (0.69-1.10)
	1.00
	0.94 (0.75-1.20)
	0.97 (0.83-1.10)

	DPP-4 inhibitor
	0.90 (0.77-1.10)
	1.10 (0.83-1.30)
	1.00
	1.00 (0.87-1.20)

	Placebo
	0.88 (0.75-1.00)
	1.00 (0.87-1.20)
	0.97 (0.82-1.20)
	1.00

	Cardiovascular mortality

	GLP-1 RA
	1.00
	0.93 (0.76-1.10)
	1.10 (0.90-1.40)
	1.10 (0.97-1.30)

	SGLT-2 inhibitor
	1.10 (0.89-1.30)
	1.00
	1.20 (0.98-1.50)
	1.20 (1.10-1.40)

	DPP-4 inhibitor
	0.90 (0.74-1.10)
	0.84 (0.69-1.00)
	1.00
	1.00 (0.88-1.20)

	Placebo
	0.88 (0.77-1.00)
	0.82 (0.71-0.94)
	0.98 (0.84-1.10)
	1.00

	All-cause mortality

	GLP-1 RA
	1.00
	0.93 (0.79-1.10)
	1.10 (0.95-1.30)
	1.10 (0.98-1.20)

	SGLT-2 inhibitor
	1.10 (0.93-1.30)
	1.00
	1.20 (1.00-1.40)
	1.20 (1.10-1.30)

	DPP-4 inhibitor
	0.89 (0.76-1.10)
	0.83 (0.71-0.97)
	1.00
	0.99 (0.89-1.10)

	Placebo
	0.90 (0.81-1.10)
	0.84 (0.75-0.93)
	1.00 (0.90-1.10)
	1.00

	Hospitalisation for heart failure

	GLP-1 RA
	1.00
	0.74 (0.60-0.89)
	1.10 (0.94-1.40)
	1.10 (0.94-1.20)

	SGLT-2 inhibitor
	1.40 (1.10-1.70)
	1.00
	1.60 (1.30-1.90)
	1.50 (1.30-1.70)

	DPP-4 inhibitor
	0.88 (0.72-1.10)
	0.64 (0.53-0.79)
	1.00
	0.94 (0.83-1.10)

	Placebo
	0.92 (0.81-1.10)
	0.68 (0.59-0.79)
	1.10 (0.93-1.20)
	1.00

	Renal composite outcome

	GLP-1 RA
	1.00
	0.69 (0.56-0.82)
	1.20 (0.98-1.40)
	1.20 (1.00-1.30)

	SGLT-2 inhibitor
	1.50 (1.20-1.80)
	1.00
	1.70 (1.40-2.00)
	1.70 (1.50-1.90)

	DPP-4 inhibitor
	0.86 (0.73-1.00)
	0.59 (0.49-0.71)
	1.00
	1.00 (0.89-1.10)

	Placebo
	0.86 (0.77-0.97)
	0.59 (0.51-0.68)
	1.00 (0.89-1.10)
	1.00


Abbreviations used in Table S13: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; MACE = major adverse cardiovascular events (defined as the composite of cardiovascular mortality, nonfatal myocardial infarction and nonfatal stroke); RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2.
Data are Odds Ratio (95% Confidence Interval). All the drugs were compared with placebo.


[bookmark: _Toc468918662][bookmark: _Toc16886134]Table S14. Analysis of funnel plots in Fig.S2-S8 to assess publication bias
	Suppl.
Figure
	Begg’s rank correlation test
	Egger’s regression intercept
	Trim and fill

	
	
	
	Before trimming
	After trimming

	
	τ without continuity correction
	p-value
	p-value
	Observed Point estimate (LL-UL)
	Trimming direction
	Adjusted Point estimate (LL-UL)

	Fig.S2A
	0.200
	0.624
	0.437
	0.881 (0.796-0.976)
	Left
	0.968 (0.877-0.794)

	Fig.S2B
	-1.000
	0.415
	0.516
	0.990 (0.891-1.099)
	NA
	0.990 (0.891-1.099)

	Fig.S2C
	-0.200
	0.624
	0.599
	0.817 (0.683-0.977)
	Left
	0.728 (0.596-0.888)

	Fig.S3A
	0.800
	0.050
	0.059
	0.894 (0.827-0.967)
	Left
	0.876 (0.815-0.940)

	Fig.S3B
	-0.667
	0.174
	0.271
	1.013 (0.934-1.100)
	Right
	1.035 (0.946-1.133)

	Fig.S3C
	0.000
	1.000
	0.530
	0.851 (0.776-0.934)
	NA
	0.851 (0.776-0.934)

	Fig.S4A
	-0.600
	0.142
	0.100
	0.903 (0.832-0.981)
	Right
	0.913 (0.842-0.989)

	Fig.S4B
	0.667
	0.174
	0.009
	1.008 (0.916-1.110)
	Left
	0.982 (0.890-1.084)

	Fig.S4C
	-0.667
	0.308
	0.071
	0.879 (0.792-0.975)
	Right
	0.884 (0.806-0.968)

	Fig.S5A
	0.000
	1.000
	0.738
	0.889 (0.782-1.012)
	NA
	0.889 (0.782-1.012)

	Fig.S5B
	0.000
	1.000
	0.526
	0.979 (0.851-1.125)
	Right
	1.010 (0.891-1.145)

	Fig.S5C
	-0.667
	0.174
	0.837
	1.027 (0.897-1.176)
	Right
	1.067 (0.920-1.239)

	Fig.S6A
	-0.400
	0.327
	0.483
	0.884 (0.813-0.962)
	Right
	0.902 (0.824-0.987)

	Fig.S6B
	0.000
	1.000
	0.706
	0.998 (0.936-1.064)
	Right
	1.006 (0.948-1.068)

	Fig.S6C
	-0.600
	0.142
	0.141
	0.827 (0.733-0.933)
	NA
	0.827 (0.733-0.933)

	Fig.S7A
	0.800
	0.050
	0.069
	0.937 (0.848-1.035)
	Left
	0.913 (0.837-0.996)

	Fig.S7B
	-0.333
	0.497
	0.844
	1.057 (0.907-1.232)
	NA
	1.057 (0.907-1.232)

	Fig.S7C
	-0.600
	0.142
	0.410
	0.685 (0.609-0.770)
	Right
	0.698 (0.623-0.781)

	Fig.S8A
	0.000
	1.000
	0.722
	0.590 (0.522-0.666)
	NA
	0.590 (0.522-0.666)

	Fig.S8B
	0.000
	1.000
	0.820
	0.997 (0.918-1.082)
	NA
	0.997 (0.918-1.082)

	Fig.S8C
	-0.200
	0.624
	0.794
	0.633 (0.552-0.727)
	NA
	0.633 (0.552-0.727)


Abbreviations used in Table S14: LL = Lower limit; NA= Not Applicable; Suppl. = Supplementary; UL = Upper limit.


[bookmark: _Toc16886135][bookmark: _Toc466506394][bookmark: _Toc471989356]Table S15. Hazard ratios (antidiabetic drug vs. placebo) of the outcomes evaluated in the cardiovascular outcome trials included
	Studies
	HR (95% CI) of nonfatal MI
	HR (95% CI) of nonfatal stroke
	HR (95% CI) of hospitalisation for HF
	HR (95% CI) of composite renal composite outcome†
	HR (95% CI) of cardiovascular mortality

	GLP-1 RA vs. Placebo

	ELIXA
	1.03 (0.87-1.22)
	1.12 (0.79-1.58)
	0.96 (0.75-1.23)
	Not applicable‡
	0.98 (0.78-1.22)

	LEADER
	0.88 (0.75-1.03)
	0.89 (0.72-1.11)
	0.87 (0.73-1.05)
	0.78 (0.67-0.92)
	0.78 (0.66-0.93)

	SUSTAIN-6
	0.74 (0.51-1.08)
	0.61 (0.38-0.99)
	1.11 (0.77-1.61)
	0.64 (0.46-0.88)
	0.98 (0.65-1.48)

	Harmony Outcomes
	0.75 (0.61-0.90)
	0.86 (0.66-1.14)
	0.85 (0.70-1.04)
	0.87 (0.75-1.02)§
	0.93 (0.73-1.19)

	EXSCEL
	0.95 (0.83-1.09)
	0.82 (0.67-1.02)
	0.95 (0.78-1.16)
	0.88 (0.74-1.05)
	0.89 (0.76-1.04)

	DPP-4 inhibitors vs. Placebo

	SAVOR-TIMI 53
	0.95 (0.80-1.12)
	1.11 (0.88-1.39)
	1.27 (1.07-1.51)
	1.08 (0.88-1.32)
	1.03 (0.87-1.22)

	EXAMINE
	1.10 (0.88-1.37)
	0.97 (0.58-1.62)
	1.07 (0.79-1.46)
	Not applicable
	0.72 (0.52-1.00)

	TECOS
	0.96 (0.81-1.13)
	0.93 (0.75-1.16)
	1.00 (0.83-1.20)
	Not applicable
	1.04 (0.87-1.24)

	CARMELINA
	1.15 (0.91-1.45)
	0.88 (0.63-1.23)
	0.90 (0.74-1.08)
	0.98 (0.82-1.18)
	0.96 (0.81-1.14)

	SGLT-2 inhibitor vs. Placebo

	EMPA-REG OUTCOME
	0.87 (0.70-1.09)
	1.24 (0.92-1.67)
	0.65 (0.50-0.85)
	0.54 (0.70-0.75)
	0.62 (0.49-0.77)

	CANVAS
	0.85 (0.61-1.19)
	0.97 (0.70-1.35)
	0.56 (0.38-0.83)
	0.56 (0.41-0.75)
	0.88 (0.70-1.10)

	CANVAS-R
	0.85 (0.69-1.05)
	0.82 (0.57-1.18)
	0.67 (0.52-0.87)
	0.71 (0.45-1.11)
	0.86 (0.61-1.22)

	DECLARE–TIMI 58
	0.89 (0.77-1.01)
	1.01 (0.84-1.21)
	0.73 (0.61-0.88)
	0.53 (0.43-0.66)
	0.98 (0.82-1.17)

	CREDENCE
	Not applicable
	Not applicable
	0.61 (0.47-0.80)
	0.66 (0.53-0.81)
	0.78 (0.61-1.00)


Abbreviations used in Table S15: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; HF = heart failure; HR = hazard ratio; MI = myocardial infarction; RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2; 95% CI = 95% confidence interval.
† Renal composite outcome was defined as a composite of adjudication-confirmed end-stage renal disease, death due to renal failure, or a sustained decrease of at least 40% in estimated glomerular filtration rate from baseline to less than 60 ml per minute per 1.73 m2 of body-surface area.
‡ Except for the EXSCEL trial, the other trials reported the frequencies of the composite adverse outcome instead of the HR.
§ Risk ratio was reported.

[bookmark: _Toc16886136]Table S16. Effect of antidiabetic drugs on frequencies of all-cause mortality in patients established by network meta-analysis after including the non-cardiovascular outcome trials* from previous pairwise and network meta-analyses
	
	GLP-1 RA
	SGLT-2 inhibitor
	DPP-4 inhibitor
	Placebo

	GLP-1 RA
	1.00
	0.96 (0.86-1.07)
	1.15 (1.04-1.28)
	1.13 (1.05-1.22)

	SGLT-2 inhibitor
	1.04 (0.93-1.16)
	1.00
	1.20 (1.08-1.33)
	1.18 (1.09-1.27)

	DPP-4 inhibitor
	0.87 (0.78-0.96)
	0.83 (0.75-0.93)
	1.00
	0.98 (0.91-1.05)

	Placebo
	0.88 (0.82-0.96)
	0.85 (0.79-0.92)
	1.02 (0.95-1.10)
	1.00


Abbreviations used in Table S16: DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1; RA = receptor agonist; SGLT-2 = sodium-glucose co-transporter 2.
Results are the Odds Ratios (95% Confidence Interval) in the column-defining therapy compared with the Odds Ratios in the row-defining therapy. For efficacy and safety, Odds Ratio <1 favours the column-defining therapy. Significant results are shown in bold.
* The included trials are listed in the Online-only Reference 1-146.
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Fig.S1. Flow diagram of scientific literature search and study selection
Fig.S2. Funnel plot showing publication bias for the effect of antidiabetic drugs on cardiovascular mortality rate in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
Fig.S3. Funnel plot showing publication bias for the effect of antidiabetic drugs on all-cause mortality rate in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
Fig.S4. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of nonfatal myocardial infarction in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
Fig.S5. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of nonfatal stroke in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
Fig.S6. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of MACE in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
MACE = major adverse cardiovascular events (defined as the composite of cardiovascular mortality, nonfatal myocardial infarction and nonfatal stroke).
Fig.S7. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of hospitalisation for heart failure in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
Fig.S8. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of renal composite outcome in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
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Fig.S1. Flow diagram of scientific literature search and study selection
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Fig.S2. Funnel plot showing publication bias for the effect of antidiabetic drugs on cardiovascular mortality rate in type 2 diabetes mellitus patients 
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
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Fig.S3. Funnel plot showing publication bias for the effect of antidiabetic drugs on all-cause mortality rate in type 2 diabetes mellitus patients 
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
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Fig.S4. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of nonfatal myocardial infarction in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
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Fig.S5. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of nonfatal stroke in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
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Fig.S6. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of major adverse cardiovascular events (MACE) in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
MACE = major adverse cardiovascular events (defined as the composite of cardiovascular mortality, nonfatal myocardial infarction and nonfatal stroke).
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Fig.S7. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of hospitalisation for heart failure in type 2 diabetes mellitus patients
(A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
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Fig.S8. Funnel plot showing publication bias for the effect of antidiabetic drugs on frequencies of renal composite outcome in type 2 diabetes mellitus patients
[bookmark: _GoBack](A) GLP-1 receptor agonists; (B) DPP-4 inhibitors; (C) SGLT-2 inhibitors.
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