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Table S1. Baseline characteristics of studies included in this meta-analysis
	Author, year
	Study duration
	Treatment group
	No. of patients
	Age (years)
	Men (%)
	BMI (kg/m2)
	Weight(kg)
	Duration of     diabetes
(years)
	Baseline HbA1c (%)

	Intensive vs standard treatment

	Turner, 19981
(UKPDS 33)
	10 years
	Intensive
	2729
	53.2±8.6
	60.6
	27.5±5.1
	77.3±15.4
	/
	7.09±1.5

	
	
	Conventional
	1138
	53.4±8.6
	61.9
	27.8±5.5
	78.1±16.3
	/
	7.05±1.4

	Duckworth, 20092
(VADT)
	78 months
	Intensive
	892
	60.5±9.0
	97.1
	31.3±3.0
	96.3±16.2
	11.5±8.0
	9.4±2.0

	
	
	Standard
	899
	60.3±9.0
	97.1
	31.3±4.0
	96.3±16.2
	11.5±7.0
	9.4±2.0

	Home, 20093
(RECORD)
	5.5 years
	Rosiglitazone + MET
	1117
	57.0±8.0
	53.8
	32.8±5.0
	93.5±16.5
	6.1±4.2
	7.8±0.7

	
	
	SU + MET
	1105
	57.2±8.1
	52.9
	32.7±5.2
	93.3±16.3
	6.3±4.4
	7.8±0.7

	
	
	Rosiglitazone + SU
	1103
	59.8±8.3
	49.0
	30.3±4.1
	85.0±14.5
	7.9±5.5
	8.0±0.7

	
	
	MET + SU
	1122
	59.7±8.2
	50.6
	30.1±4.3
	84.3±14.4
	7.9±5.2
	8.0±0.7

	Active agent vs placebo treatment in efficacy evaluation

	Insulin

	Hollander, 20084
	52 weeks
	Detemir
	214
	59±11.0
	60.7
	31.5±4.7
	93.3±17.5
	13.6±8.1
	8.6±1.0

	
	
	Glargine
	105
	[bookmark: OLE_LINK39][bookmark: OLE_LINK40]58±11.0
	52.4
	31.7±4.7
	91.5±17.9
	13.4±7.8
	8.8±1.1

	[bookmark: OLE_LINK41][bookmark: OLE_LINK42]Rosenstock, 20085
	52 weeks
	Detemir
	291
	58.4±10.2
	57.0
	30.6±4.8
	87.4±16.6
	9.1±6.1
	8.64±0.8

	
	
	Glargine
	291
	[bookmark: OLE_LINK43][bookmark: OLE_LINK44]59.4±9.6
	58.8
	30.5±4.6
	87.4±17.4
	9.1±6.4
	8.62±0.8

	Rosenstock, 20096
	5 years
	Glargine
	513
	[bookmark: OLE_LINK45][bookmark: OLE_LINK46]54.9±8.8
	54.2
	34.5±7.2
	100.2±22.7
	10.7±6.9
	8.41±1.4

	
	
	NPH
	504
	55.3±8.5
	53.6
	34.1±7.2
	98.7±22.3
	10.8±6.7
	8.31±1.4

	Aroda, 20197
	104 weeks
	Degludec + liraglutide
	506
	56.8±10.0
	55.0
	32.0±6.2
	89.7±20.5
	10.0±6.2
	8.4±1.0

	(DUAL VIII)
	
	Glargine
	506
	[bookmark: OLE_LINK37][bookmark: OLE_LINK38]56.4±10.1
	54.0
	31.9±5.8
	89.0±20.1
	10.2±6.1
	8.6±1.0

	GLP-1RA
	
	
	
	
	
	
	
	
	

	Ahren, 20148
	104 weeks
	Albiglutide
	302
	54.3±10.1
	44.7
	32.7±5.6
	90.3±19.1
	6.0±4.3
	8.1±0.8

	
	
	Sitagliptin
	302
	54.3±9.8
	46
	32.5±5.4
	91.8±20.4
	5.8±4.8
	8.1±0.8

	
	
	glimepiride
	307
	54.4±10
	51.5
	32.5±5.5
	89.6±18.4
	6.0±4.8
	8.1±0.8

	
	
	PBO
	101
	56.1±10
	49.5
	32.8±5.4
	91.6±19.3
	6.7±6.6
	8.2±0.9

	Weinstock, 20159

	2 years
	Dulaglutide 1.5mg
	304
	54±10
	48.0
	31.0±5.0
	86.0±17.0
	7.0±6.0
	8.1±1.1

	
	
	Dulaglutide 0.75mg
	302
	54±10
	44.0
	31.0±4.0
	87.0±17.0
	7.0±5.0
	8.2±1.1

	
	
	Sitagliptin
	315
	54±10
	48.0
	31.0±4.0
	86.0±18.0
	7.0±5.0
	8.1±1.1

	
	
	PBO
	177
	55±9
	51.0
	31.0±4.0
	87.0±17.0
	7.0±5.0
	8.1±1.1

	Davies, 201510
	56 weeks
	Liraglutide 3.0mg 
	423
	55.0±10.8
	52.0
	37.1±6.5
	105.7±21.9
	7.5±5.65
	7.9±0.8

	
	
	Liraglutide 1.8mg 
	211
	54.9±10.7
	51.2
	37.0±6.9
	105.8±21.0
	7.4±5.16
	8.0±0.8

	

	
	PBO
	212
	54.7±9.8
	45.8
	37.4±7.1
	106.5±21.3
	6.7±5.07
	7.9±0.8

	Home, 201511

	156 weeks
	Albiglutide + MET + SU
	271
	54.5±9.5
	49.8
	32.4±5.5
	90.9±20.2
	8.5±6.3
	8.19±0.9

	
	
	PIO + MET + SU
	277
	55.7±9.4
	53.4
	32.5±5.7
	91.0±21.2
	9.2±6.1
	8.29±0.9

	
	
	PBO + MET + SU
	115
	55.7±9.6
	60.9
	31.8±4.9
	89.9±18.8
	9.3±6.1
	8.26±1.0

	SGLT2 inhibitors
	
	
	
	
	
	
	
	
	

	Wilding, 201212
	48 weeks
	Dapagliflozin2.5mg + INS
	202
	59.8±7.6
	49.5
	33.0±5.0
	93.0±16.7
	13.6±6.6
	8.46±0.8

	
	
	Dapagliflozin 5mg + INS
	211
	59.3±7.9
	47.4
	33.0±5.3
	93.3±17.4
	13.1±7.8
	8.62±1.0

	
	
	Dapagliflozin 10mg + INS
	194
	59.3±8.8
	44.8
	33.4±5.1
	94.5±16.8
	14.2±7.3
	8.57±0.8

	
	
	PBO + INS
	193
	[bookmark: OLE_LINK31][bookmark: OLE_LINK32]58.8±8.6
	49.2
	33.1±5.9
	94.5±19.8
	13.5±7.3
	8.47±0.8

	Rosenstock, 201213
	48 weeks
	Dapagliflozin 5mg + PIO
	141
	53.2±10.9
	55.3
	/
	87.8±20.7
	5.64±5.36
	8.40±1.0

	
	
	Dapagliflozin 10mg + PIO
	140
	53.8±10.4
	42.1
	/
	84.8±22.2
	5.75±6.44
	8.37±1.0

	
	
	PBO + PIO
	139
	53.5±11.4
	51.1
	/
	86.4±21.3
	5.07±5.05
	8.34±1.0

	Schernthaner, 201314
	52 weeks
	Canagliflozin 300mg
	377
	56.6±9.6
	54.9
	31.5±6.9
	87.4±23.2
	9.4±6.1
	8.1±0.9

	
	
	Sitagliptin 100 mg
	378
	56.7±9.3
	56.9
	31.7±6.9
	89.1±23.2
	9.7±6.3
	8.1±0.9

	Wilding, 201315
	52 weeks
	Canagliflozin 100mg
	157
	57.4±10.5
	51.6
	33.3±6.3
	93.8±22.6
	9.0±5.7
	8.1±0.9

	
	
	Canagliflozin 300mg
	156
	56.1±8.9
	44.2
	33.2±6.3
	93.5±22.0
	9.4±6.4
	8.1±0.9

	
	
	PBO
	156
	56.8±8.3
	51.3
	32.7±6.8
	91.2±22.6
	10.3±6.7
	8.1±0.9

	Lavalle-González, 201316
	52 weeks
	Canagliflozin 100mg
	368
	[bookmark: OLE_LINK12][bookmark: OLE_LINK13]55.5±9.4
	47.3
	31.4±6.3
	88.8±22.2
	6.7±5.4
	7.9±0.9

	
	
	Canagliflozin 300mg
	367
	55.3±9.2
	45.0
	32.4±6.4
	85.4±20.9
	7.1±5.4
	7.9±0.9

	
	
	Sitagliptin
	366
	55.5±9.6
	47.0
	32.0±6.1
	87.7±21.6
	6.8±5.2
	7.9±0.9

	
	
	PBO/ Sitagliptin
	183
	55.3±9.8
	51.4
	31.1±6.1
	86.6±22.4
	6.8±5.3
	8.0±0.9

	Bailey, 201317
	102 weeks
	Dapagliflozin2.5mg + MET
	137
	55±25
	51.1
	/
	84.9±17.8
	/
	7.99±0.9

	
	
	Dapagliflozin5mg + MET
	137
	54.3±21.3
	50.4
	/
	84.73±16.3
	/
	8.17±1.0

	
	
	Dapagliflozin10mg + MET
	135
	52.7±23.7
	57
	/
	86.28±17.5
	/
	7.92±0.8

	
	
	PBO + MET
	137
	53.7±23.7
	55.5
	/
	87.74±19.2
	/
	8.12±1.0

	Ferrannini, 201318
	78 weeks
	Empagliflozin 10mg
	106
	59 (30-76)
	46.2
	28.9(20.3-39.2)
	82.9±16.4
	/
	7.89±0.87

	
	
	Empagliflozin 25mg
	109
	59 (35-79)
	52.3
	28.1(19.3-40.0)
	84.6±18.1
	/
	8.00±0.87

	
	
	MET
	56
	58 (35-73)
	50.0
	28.6(22.4-39.3)
	85.8±15.6
	/
	8.15±0.95

	
	
	Empagliflozin 10mg + MET
	166
	60 (33-77)
	50.0
	30.2(21.5-39.7)
	89.6±15.0
	/
	7.88±0.74

	
	
	Empagliflozin 25mg + MET
	166
	60 (34-79)
	53.0
	30.3(20.4-40.2)
	89.5±16.2
	/
	7.91±0.8

	
	
	Sitagliptin + MET
	56
	60 (32-75)
	51.8
	30.0(20.4-40.2)
	88.6±14.9
	/
	8.03±0.9

	Barnett, 2014-119
	52 weeks
	Empagliflozin25mg CKD2
	97
	62.0±8.4
	62.9
	31.3±5.8
	88.1±21.7
	/
	7.96±0.7

	
	
	Empagliflozin10mg CKD2
	98
	63.2±8.5
	61.2
	32.4±5.4
	92.1±21.4
	/
	8.02±0.8

	
	
	PBO CKD2
	95
	62·6±8.1
	58.9
	30.8±5.6
	86.0±20.0
	/
	8.09±0.8

	Barnett, 2014-219
	52 weeks
	Empagliflozin25mg CKD3
	187
	64.6±8.9
	57.2
	30.2±5.3
	83.2±19.5
	/
	8.02±0.8

	
	
	[bookmark: OLE_LINK177][bookmark: OLE_LINK176][bookmark: OLE_LINK174][bookmark: OLE_LINK175]PBO CKD3
	187
	65.1±8.2
	56.7
	30.3±5.3
	82.5±18.0
	/
	8.09±0.80

	Barnett, 2014-319
	52 weeks
	Empagliflozin25mg CKD4
	37
	65.4±10.2
	56.8
	29.0±4.9
	77.9±16.4
	/
	8.06±1.1

	
	
	PBO CKD4
	37
	62.9±11.9
	51.4
	31.8±6.0
	84.1±21.1
	/
	8.16±1.0

	[bookmark: OLE_LINK23][bookmark: OLE_LINK24]Rosenstock, 201420
	52 weeks
	Empagliflozin 10mg + INS
	186
	56.7±8.7
	52.0
	34.7±3.8
	96.7±17.9
	/
	8.39±0.7

	
	
	Empagliflozin 25mg + INS
	189
	58.0±9.4
	44.0
	35.0±4.0
	95.9±17.3
	/
	8.29±0.7

	
	
	PBO + INS
	188
	55.3±10.1
	40.0
	34.7±4.3
	95.5±17.5
	/
	8.33±0.7

	Yale, 201421
	52 weeks
	Canagliflozin 100mg
	90
	69.5±8.2
	64.4
	32.4±5.5
	90.5±18.4
	15.6±7.4
	7.9±0.9

	
	
	Canagliflozin 300mg
	89
	67.9±8.2
	53.9
	33.4±6.5
	90.2±18.1
	17.0±7.8
	8.0±0.8

	
	
	PBO
	90
	68.2±8.4
	63.3
	33.1±6.5
	92.8±17.4
	16.4±10.1
	8.0±0.9

	Bolinder, 201422
	2 years
	Dapagliflozin10mg + MET
	89
	60.6 ± 8.2
	55.1
	32.1 ± 3.9
	92.1 ± 14.1
	6.0 ± 4.5
	7.19±0.44

	
	
	PBO + MET
	91
	60.8 ± 6.9
	56.0
	31.7 ± 3.9
	90.9 ± 13.7
	5.5 ± 5.3
	7.16±0.5

	Nauck, 201423
	104 weeks
	Dapagliflozin + MET
	406
	58.1±9.37
	55.3
	31.71±5.1
	/
	/
	7.69±0.9

	
	
	Glipizide + MET
	408
	58.6±9.80
	54.9
	31.23±5.1
	/
	/
	7.74±0.9

	Kohan, 201424
	104 weeks
	Dapagliflozin 5mg
	83
	66±8.9
	66.3
	/
	95.2±20.9
	16.9±9.0
	8.30±1.0

	
	
	Dapagliflozin 10mg
	85
	68±7.7
	65.9
	/
	93.2±17.3
	18.2±10.1
	8.22±1.0

	
	
	PBO
	84
	67±8.6
	63.1
	/
	89.6±20.0
	15.7±9.5
	8.53±1.3

	Leiter, 201425
	52 weeks
	Dapagliflozin 10mg
	480
	63.9±7.6
	66.9
	33.0±5.3
	94.5±17.8
	13.5±8.2
	8.0±0.8

	
	
	PBO
	482
	63.6±7.0
	67.0
	32.7±5.7
	93.2±16.8
	13.0±8.4
	8.1±0.8

	Bode, 201526
	104 weeks
	Canagliflozin 100mg
	241
	64.3±6.5
	51.5
	31.4±4.4
	88.4±15.6
	12.3±7.8
	7.8±0.8

	
	
	Canagliflozin 300mg
	236
	63.4±6.0
	54.7
	31.5±4.6
	88.8±17.1
	11.3±7.2
	7.7±0.8

	
	
	PBO
	237
	63.2±6.2
	60.3
	31.8±4.7
	91.1±17.5
	11.4±7.3
	7.8±0.8

	Cefalu, 201527
	52weeks
	Dapagliflozin + OAD/INS
	455
	62.8±7.0
	67.9
	32.6±5.9
	92.6±20.5
	12.6±8.7
	8.18±0.8

	

	
	[bookmark: OLE_LINK3][bookmark: OLE_LINK4]PBO + OAD/INS
	459
	63.0±7.7
	68.6
	32.9±6.1
	93.6±19.5
	12.3±8.2
	8.08±0.8

	Haering, 201528
	76 weeks
	Empagliflozin 10mg
	225
	57.0±9.2
	50.2
	28.3±5.4
	77.1±18.3
	/
	8.1±0.8

	

	
	Empagliflozin 25mg
	216
	57.4±9.3
	52.8
	28.3±5.5
	77.5±18.8
	/
	8.1±0.8

	
	
	PBO
	225
	56.9±9.2
	49.8
	27.9±4.9
	[bookmark: OLE_LINK2][bookmark: OLE_LINK5]76.2±16.9
	/
	8.2±0.8

	Lewin, 201529
	52 weeks
	Empagliflozin
25mg + linagliptin
	134
	54.2±10.0
	52.2
	31.8±5.3
	87.9±18.2
	/
	7.99±1.0

	
	
	Empagliflozin
10mg + linagliptin
	135
	55.2±9.8
	54.1
	31.5±5.6
	87.3±18.4
	/
	[bookmark: OLE_LINK19][bookmark: OLE_LINK20]8.04±1.0

	
	
	Empagliflozin 25mg
	133
	56.0±9.3
	57.9
	31.2±5.7
	86.7±19.7
	/
	7.99±1.0

	
	
	Empagliflozin 10mg
	132
	53.9±10.5
	48.5
	31.5±5.7
	87.8±24.0
	/
	[bookmark: OLE_LINK21][bookmark: OLE_LINK22]8.05±1.0

	
	
	Linagliptin 5mg
	133
	53.8±11.5
	56.4
	31.9±5.9
	89.5±20.1
	/
	8.05±0.9

	Rosenstock, 201530
	78 weeks
	Empagliflozin 10mg
	169
	58.6 ± 9.8
	55.0
	32.1 ± 5.8
	91.6 ± 20.1
	/
	8.3 ± 0.8


	
	
	Empagliflozin 25mg
	155
	59.9 ± 10.5
	60.0
	32.7 ± 5.9
	94.7 ± 20.7
	/
	8.3 ± 0.8


	
	
	PBO
	170
	58.1 ± 9.4
	53.0
	31.8 ± 6.0
	90.5 ± 22.5
	/
	8.2 ± 0.8


	Leiter, 201531
	104 weeks
	Canagliflozin 100mg
	483
	56.4±9.5
	52.2
	31.0±5.3
	86.9±20.1
	6.5±5.5
	7.8±0.8

	
	
	Canagliflozin 300mg
	485
	55.8±9.2
	49.7
	31.2±5.4
	86.6±19.5
	6.7±5.5
	7.8±0.8

	
	
	Glimepiride
	482
	56.3±9.0
	54.6
	30.9±5.5
	86.5±19.8
	6.6±5.0
	7.8±0.8

	Bailey, 201532
	102 weeks
	Dapagliflozin2.5mg
	65
	53.0±11.7
	55.4
	/
	90.8±22.8
	2.1±3.2
	7.92±0.9

	
	
	Dapagliflozin 5mg
	64
	52.6±10.9
	48.4
	/
	87.6±17.1
	1.0±1.6
	7.86±0.9

	
	
	Dapagliflozin10mg
	70
	50.6±10.0
	48.6
	/
	94.2±18.7
	2.3±3.7
	8.01±1.0

	
	
	PBO + low-dose MET
	75
	52.7±10.3
	41.3
	/
	88.8±19.0
	2.1±3.1
	7.84±0.9

	Dagogo-Jack, 201733
	52 weeks
	Ertugliflozin 5mg
	156
	59.2±9.3
	51.9
	31.2±5.5
	87.6±18.6
	9.9±6.1
	8.1±0.9

	

	
	Ertugliflozin 15mg
	153
	59.7±8.6
	53.6
	30.9±6.1
	86.6±19.5
	9.2±5.3
	8.0±0.8

	
	
	PBO
	153
	58.3±9.2
	65.4
	30.3±6.4
	86.4±20.8
	9.4±5.6
	8.0±0.9

	Müller-Wieland, 201834
	52 weeks
	Dapagliflozin + MET
	314
	57.4±9.4
	64.3
	33.1±5.2
	97.7±18.9
	6.9±5.2
	8.3±0.7

	
	
	Dapagliflozin + Saxagliptin + MET
	312
	59.2±7.9
	60.9
	32.5±5.1
	95.3±17.4
	7.3±5.9
	8.3±0.7

	
	
	Glimepiride + MET
	313
	58.6±8.4
	66.5
	33.0±5.1
	97.3±17.9
	6.7±5.1
	8.3±0.8

	Silvina Gallo, 201935
	104 weeks
	Ertugliflozin 5 mg
	207
	56.6±8.2
	46.9
	31.1±4.8
	84.8±17.2
	7.87±6.08
	8.06±0.9

	
	
	Ertugliflozin 15 mg
	205
	56.9±9.4
	45.4
	31.4±4.6
	85.3±16.5
	8.07±5.52
	8.13±0.9

	
	
	PBO
	209
	56.5±8.7
	46.9
	31.0±4.7
	84.5±17.1
	8.04±6.34
	8.17±0.9

	Active agent vs placebo treatment in CVOTs or ROTs

	Pfeffer, 201536
(ELIXA)
	25 months
	Lixisenatide
	3034
	59.9±9.7
	69.6
	30.1±5.6
	84.6±19.2
	9.2±8.2
	7.7 ± 1.3

	
	
	PBO
	3034
	60.6 ± 9.6
	69.1
	30.2 ± 5.8
	85.1±19.6
	9.4±8.3
	7.6±1.3

	Zinman, 201537
(EMPA-REG)
	3.1 years
	Empagliflozin 10mg
	2345
	63.0 ± 8.6
	70.5
	[bookmark: OLE_LINK27][bookmark: OLE_LINK28]30.6±5.2
	85.9±18.8
	/
	8.07±0.8

	
	
	Empagliflozin 25mg
	2342
	63.2±8.6
	71.2
	30.6±5.3
	[bookmark: OLE_LINK29][bookmark: OLE_LINK30]86.5±19.0
	/
	8.06±0.8

	
	
	PBO
	2333
	63.2 ± 8.8
	72.0
	30.7±5.2
	86.6±19.1
	/
	8.08± 0.8

	Marso, 201638
(LEADER)
	3.8 years
	Liraglutide
	4668
	64.2 ± 7.2
	64.5
	32.5±6.3
	91.9±21.2
	12.8±8.0
	8.7±1.6

	
	
	PBO
	4672
	64.2 ± 7.2
	64.9
	32.5±6.3
	91.6±20.8
	12.9±8.1
	8.7±1.5

	Marso, 201639
(SUSTAIN6)
	2.1 years
	Semaglutide 0.5 mg
	826
	64.6 ± 7.3
	40.1
	/
	91.8±20.3
	14.3±8.2
	8.7±1.4

	
	
	Semaglutide 1.0 mg
	822
	64.7 ± 7.1
	37.0
	/
	92.9±21.1
	14.1±8.2
	8.7±1.5

	
	
	PBO 0.5 mg
	824
	64.8 ± 7.6
	41.5
	/
	91.8±20.3
	14.0±8.5
	8.7±1.5

	
	
	PBO 10 mg
	825
	64.4 ± 7.5
	38.5
	/
	91.9±20.8
	13.2 ± 7.4
	8.7 ± 1.5

	Holman,201740
(EXSCEL)
	3.2 years
	Exenatide
	7356
	/
	62.0
	/
	/
	/
	/

	
	
	PBO
	7396
	/
	62.0
	/
	/
	/
	/

	Neal, 201741
(CANVAS)
	188 weeks
	Canagliflozin
	5644
	63.2±8.3
	64.9
	31.9±5.9
	/
	13.5±7.7
	8.2±0.9

	
	
	PBO
	4231
	63.4 ± 8.2
	63.3
	32.0 ± 6.0
	/
	13.7 ± 7.8
	8.2±0.9

	Hernandez,201842
	28months
	Albiglutide
	4731
	64.1±8.7
	70.0
	32.3±5.9
	/
	14.1±8.6
	8.76±1.5

	(HARMONY)
	
	PBO
	4732
	64.2±8.7
	69.0
	32.3±5.9
	/
	14.2±8.9
	8.72±1.5

	Wiviott,201843
	206weeks
	Dapagliflozin
	8582
	63.9±6.8
	63.1
	32.1±6.0
	/
	11.0±5
	8.3±1.2

	(DECLARE-TIMI 58)
	
	PBO
	8578
	64.0±6.8
	62.1
	32.0±6.1
	/
	10.1±5
	8.3±1.2

	Perkovic, 201944
	2.62 years
	Canagliflozin
	2202
	62.9±9.2
	65.4
	31.4±6.2
	/
	15.5±8.7
	8.3±1.3

	(CREDENCE)
	
	PBO
	2199
	63.2±9.2
	66.7
	31.3±6.2
	/
	16.0±8.6
	8.3±1.3

	Gerstein, 201945
	5.4 years
	Dulaglutide 
	4949
	66.2±6.5
	53.4
	32.3±5.7
	/
	10.5±7.3
	7.3±1.1

	(REWIND)
	
	PBO
	4952
	66.2±6.5
	53.9
	32.3±5.8
	/
	10.6±7.2
	7.4±1.1

	Marx, 201946
(CAROLINA)
	6.3 years
	Linagliptin
	3023
	63.9±9.5
	60.8
	30.2±5.2
	84.3±18.0
	6.3 (3.0, 11.1)
	7.2±0.6

	
	
	Glimepiride
	3010
	64.2±9.5
	59.2
	30.0±5.1
	83.6±17.9
	6.2 (2.9, 10.9)
	7.2±0.16


Values are expressed as absolute number or mean±standard deviationor mean (minimal value, maximal value). MET, metformin; SU, sulfonylurea TZD,thiazolidinedione; PIO, pioglitazone;PBO, placebo; OAD, oral anti-diabetic drugs.
UKPDS: The UK Prospective Diabetes Study
VADT: Veterans Affairs Diabetes Trial
RECORD: Rosiglitazone Evaluated for Cardiovascular Outcomes in Oral Agent Combination Therapy for Type 2 Diabetes
ELIXA: Lixisenatide in Patients with Type 2 Diabetes and Acute Coronary Syndrome
EMPA-REG: Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes
LEADER: Liraglutide and Cardiovascular Outcomes in Type 2 Diabetes
SUSTAIN6: Semaglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes
EXSCEL: Exenatide Study of Cardiovascular Event Lowering
CANVAS: Canagliflozin and Cardiovascular and Renal Events in Type 2 Diabetes
HARMONY: Albiglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes and Cardiovascular Disease
DECLARE-TIMI 58: The Dapagliflozin Effect on Cardiovascular Events-Thrombolysis in Myocardial Infarction
CREDENCE: Canagliflozin and Renal Outcomes in Type 2 Diabetes and Nephropathy
REWIND: Dulaglutide and Cardiovascular Outcomes in Type 2 Diabetes
DUAL VIII: Durability of Insulin Degludec plus Liraglutide versus Insulin Glargine U100 as Initial Injectable Therapy in Type 2 Diabetes
CAROLINA: Cardiovascular Outcome Study of Linagliptin versus Glimepiride in Patients with Type 2 Diabetes








Table S2. Risk of bias for included studies in this meta-analysis.
	Author, year
	Adequate randomization sequence generation
	Adequate 
allocation concealment
	Blinding 
of participants and caregivers
	Binding of 
outcome assessors 
and adjudicators
	Free of infrequent 
missing outcome data
	Free of selective outcome reporting
	Free of other bias

	Intensive vs standard treatment

	Turner, 19981
(UKPDS 33)
	Definitely yes
Using a computer-generated therapy allocation
	Probably no
Randomized, open label

	Definitely no
Open label
	Definitely yes
	Definitely yes
There were 4.47% (122/2729) and 3.95% (45/1138) patients in intensive and standard groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Duckworth, 20092
(VADT)
	Definitely yes
Using randomization codes
	Probably no
Randomized, open label

	Definitely no
Open label
	Definitely yes
	Probably no
There were 13.5% (120/892) and 15.5% (139/899) patients in intensive and standard groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Home, 20093
(RECORD)
	Definitely yes
Using random-permuted blocks
	Probably no
Randomized, open label

	Definitely no
Open label
	Definitely yes
	Probably no
There were 17.5% (385/2200) and 19.3% (429/2227) patients in intensive and standard groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Active agent vs placebo treatment in efficacy evaluation

	Insulin

	Hollander, 20084
	Definitely yes
Using a telephone randomization system
prepared by Clinical Trial Supplies

	Probably no
Randomized, open label

	Definitely no
Open label
	Definitely yes
	Probably no
There were 19.9% (43/216) and 21.5% (23/107) patients in detemir and glargine groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Rosenstock, 20085
	Definitely yes
Using an automatic
telephone response system
	Probably no
Randomized, open label

	Definitely no
Open label
	Definitely yes
	Probably no
There were 20.1% (60/291) and 13.4% (39/291) patients in detemir and glargine groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Rosenstock, 20095
	Definitely yes
Using the centralized interactive voice response system (IVRS)
	Probably no
Randomized, open label

	Definitely no
Open label
	Definitely yes
	Definitely no
There were 27.1% (139/513) and 27.8% (140/504) patients in detemir and glargine groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Aroda, 20197
(DUAL VIII)
	Definitely yes
Using an interactive web response system anda simple sequential allocation randomization schedulewith block size of four
	Probably no
Randomized, open label

	Definitely no
Open label
	Definitely yes
	Definitely no
There were 38.1% (193/506) and 67.2% (340/506) patients in IDegLira and IGlar U100 groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	GLP-1RA

	Ahren, 20148
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 31.7% (100/315) and 32.9% (242/734) patients in GLP-1RA and placebo groups with missing outcome data,
respectively, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Weinstock, 20159

	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Definitely no
There were 38.0% (230/606) and 42.9% (211/492) patients in GLP-1RA and placebo groups with missing outcome data, respectively
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Davies, 201510
	Definitely yes
Using a centralized manner via an interactive voice/web response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 26.8% (170/634) and 34.0% (72/212) patients in GLP-1RA and placebo groups with missing outcome data, respectively, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Home, 201511

	Definitely yes
Using an interactive voice response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 18.1% (51/281) and 22.0% (89/404) patients in GLP-1RA and placebo groups with missing outcome data,
respectively, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	SGLT2 inhibitors

	Wilding, 201212
	Definitely yes
Using a computer-generated, stratified, block-randomization schedule
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 11.0% (67/610) and 14.7% (29/197) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Rosenstock, 201213
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 10.7% (30/281) and 16.5% (23/139) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Schernthaner, 201314
	Definitely yes
Using an Interactive Voice Response System/
Interactive Web Response System
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 32.5% (123/378) and 44.4% (123/378) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Wilding, 201315
	Definitely yes
Using an Interactive Voice Response System/
Interactive Web Response System
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 29.7% (93/313) and42.3 % (66/156) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Lavalle-González, 201316
	Definitely yes
Using a computer-generated schedule

	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 18.8% (138/735) and 23.0% (126/549) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Bailey, 201317
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized,
double-blind
	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Definitely no
There were 35.0% (143/7409) and 46.7% (64/137) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Ferrannini, 201318
	Probably yes
Randomized
	Probably no
Randomized, open label

	Definitely no
Open label
	Definitely yes
	Probably no
There were 17.5% (48/275) and 12.7% (7/55) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Barnett, 2014-119
	Definitely yes
Using a computer-generated random sequence
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 9.2% (18/195) and 8.2% (8/97) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Barnett, 2014-219
	Definitely yes
Using a computer-generated random sequence
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 12.2% (23/188) and 11.2% (21/187) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Barnett, 2014-319
	Definitely yes
Using a computer-generated random sequence
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 29.7% (11/37) and 32.4% (12/37) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Rosenstock, 201420
	Definitely yes
Using an interactive voice-and web-response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 15.6% (59/377) and 16.9% (32/189) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Yale, 201421
	Probably yes
Randomized
	Probably yes
Randomized,
double-blind
	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Probably no
There were 20.1% (36/179) and 28.9% (26/90) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Bolinder, 201422
	Definitely yes
Using a predefined computer-generated randomization scheme provided by AstraZeneca
	Probably yes
Randomized,
double-blind
	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 24.2% (22/91) and 22.0% (20/91) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Nauck, 201423
	Probably yes
Randomized
	Probably yes
Randomized, double-blind

	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Definitely no
There were 43.8% (178/406) and 50.0% (204/408) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Kohan, 201424
	Probably yes
Randomized
	Probably yes
Randomized,
double-blind
	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Definitely no
There were 42.9% (72/168) and 48.8% (41/84) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Leiter, 201425
	Definitely yes
Using a computer-generated random sequence via an interactive voice or web response system
	Probably yes
Randomized,
double-blind
	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Definitely no
There were 31.2% (302/968) and 34.9% (168/482) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Bode, 201526
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 15.4% (69/447) and 14.8% (35/237) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Cefalu, 201527
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely yes
There were 1.1% (5/460) and 0.6% (3/462) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Haering, 201528
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 32.4% (144/444) and 43.6% (98/225) patients in SGLT-2i and placebo groups with missing outcome data, respectively, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Lewin, 201529
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Probably no
There were 16.7% (45/269) and 14.1% (19/135) patients in empagliflozin and linagliptin groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Rosenstock, 201530
	Definitely yes
Using a third-party interactive voice and web response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 25.3% (82/324) and 30.6% (52/170) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Leiter, 201531
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 31.2% (302/968) and 34.9% (168/482) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Bailey, 201532
	Definitely yes
Using an Interactive
Voice Response System
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 16.6% (33/199) and 17.3% (13/75) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Dagogo-Jack, 201733
	Definitely yes
Using a computer-generated randomization schedule
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably no
There were 11.6% (35/301) and 14.4% (22/153) patients in SGLT-2i and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Müller-Wieland, 201834
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized,
double-blind
	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Probably no
There were 7.5% (47/626) and 8.0% (25/313) patients in dapagliflozinand glimepiride groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Gallo, 201935
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized,
double-blind
	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Probably no
There were 18.9% (78/412) and 25.8% (54/209) patients in dapagliflozinand glimepiride groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Active agent vs placebo treatment in CVOTs or ROTs

	Pfeffer, 201536
(ELIXA)
	Definitely yes
Using a centralized assignment system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Probably yes
There were 5.7% (204/3034) and 7.8% (231/3034) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Zinman, 201537
(EMPA-REG)
	Definitely yes
Using a computer-generated random-sequence and interactive voice-and web-response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely yes
There were 3.1% (144/4687) and 2.9% (67/2333) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Marso, 201638
(LEADER)
	Definitely yes
Using the interactive voice/web response system
	Probably yes
Randomized, double-blind

	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Definitely yes
There were 1.5% (25/1648) and 2.4% (40/1649) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Marso, 201639
(SUSTAIN6)
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Probably yes
Double-blind
(details not reported)
	Definitely yes
	Definitely yes
There were 3.0% (139/4668) and 3.4% (159/4672) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Holman,201740 (EXSCEL)
	Definitely yes
Using an interactive voice-response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely yes
There were 3.6% (262/7356) and 4.1% (303/7396) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Neal, 201741
(CANVAS)
	Definitely yes
Using an interactive web-based response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely yes
There were 4.2% (184/5795) and 3.9% (224/4347) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Hernandez, 201842
(HARMONY)
	Definitely yes
Using a computer-generated randomization code
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely yes
There were 2.5% (111/4371) and 3.3% (154/4732) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Wiviott, 201843
(DECLARE-TIMI 58)
	Definitely yes
Using an interactive-voice/web response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely yes
There were 1.3% (109/8582) and 1.7% (145/8578) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Perkovic, 201944 (CREDENCE)
	Definitely yes
Using an interactive web response system with a computer-generated randomization schedule
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely yes
There were 0.68% (15/2202) and 1.1% (25/2174) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Gerstein, 201945
(REWIND)
	Probably yes
Randomized,
double-blind
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely yes
There were 2.7% (132/4949) and 3.2% (159/4935) patients in active agent and placebo groups with missing outcome data, respectively; missing outcome data were generally balanced across treatment groups, with similar reasons for missing data across groups
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups


	Rosenstock, 201946
(CAROLINA)
	Definitely yes
Using a computer-generated random sequence and an interactive voice and web response system
	Probably yes
Randomized, double-blind

	Definitely yes
Double-blind
(participant,
investigator)
	Definitely yes
	Definitely no
There were 37.3% (1127/3023) and 39.1% (1178/3010) patients in SGLT-2 inhibitor and control groups with missing outcome data, respectively
	Definitely yes
	Probably yes
Generally balanced baseline
characteristics across groups



UKPDS: The UK Prospective Diabetes Study
VADT: Veterans Affairs Diabetes Trial
RECORD: Rosiglitazone Evaluated for Cardiovascular Outcomes in Oral Agent Combination Therapy for Type 2 Diabetes
ELIXA: Lixisenatide in Patients with Type 2 Diabetes and Acute Coronary Syndrome
EMPA-REG: Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes
LEADER: Liraglutide and Cardiovascular Outcomes in Type 2 Diabetes
SUSTAIN6: Semaglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes
EXSCEL: Exenatide Study of Cardiovascular Event Lowering
CANVAS: Canagliflozin and Cardiovascular and Renal Events in Type 2 Diabetes
HARMONY: Albiglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes and Cardiovascular Disease
DECLARE-TIMI 58: The Dapagliflozin Effect on Cardiovascular Events-Thrombolysis in Myocardial Infarction
CREDENCE: Canagliflozin and Renal Outcomes in Type 2 Diabetesand Nephropathy
REWIND: Dulaglutide and Cardiovascular Outcomes in Type 2 Diabetes
DUAL VIII: Durability of Insulin Degludec plus Liraglutide versus Insulin Glargine U100 as Initial Injectable Therapy in Type 2 Diabetes
CAROLINA: Cardiovascular Outcome Study of Linagliptin versus Glimepiride in Patients with Type 2 Diabetes




Table S3. Association between incidence of neoplasm and weight reduction difference stratified by neoplasm sites
	Neoplasm site
	Incidence of neoplasm
	Weight change

	
	No. of participants
	OR
	95% CI
	P value
	No. of participants
	WMD
	95% CI
	P value

	Gastric neoplasm

	Total
	32737/27034
	1.09
	0.70 to 1.70
	0.71
	29196/27795
	-2.45
	-2.79 to -2.11
	<0.001

	GLP-1RA
	17397/16215
	0.88
	[bookmark: OLE_LINK14][bookmark: OLE_LINK15]0.48 to 1.61
	0.67
	16996/17042
	-2.25
	-2.69 to -1.80
	<0.001

	DPP-4 inhibitor
	3023/3010
	1.79
	0.60 to 5.36
	0.29
	3023/3010
	NA
	NA
	NA

	SGLT2 inhibitor
	12317/7809
	1.20
	0.52 to 2.79
	0.67
	12200/10753
	-2.53
	-3.04 to -2.03
	<0.001

	Colon/rectal neoplasm

	Total
	35231/29378
	1.18
	0.94 to 1.48
	0.15
	30581/29090
	-2.26
	-2.54 to -1.98
	<0.001

	GLP-1RA
	17819/17252
	1.27
	0.93 to 1.72
	0.13
	17628/17466
	-2.28
	-2.72 to -1.84
	<0.001

	DPP-4 inhibitor
	3023/3010
	1.06
	0.64 to 1.75
	0.81
	3023/3010
	NA
	NA
	NA

	SGLT2 inhibitor
	13592/8321
	1.15
	0.72 to 1.84
	0.56
	12865/11437
	-2.39
	-2.78 to -2.01
	<0.001

	Insulin
	797/795
	0.60
	0.08 to 4.54
	0.62
	720/611
	-1.36
	-2.05 to -0.68
	<0.001

	Lung neoplasm

	Total
	32172/19575
	0.83
	0.63 to 1.09
	0.18
	25567/24029
	-2.63
	-2.99 to -2.77
	<0.001

	GLP-1RA
	9447/9343
	0.87
	0.58 to 1.31
	0.51
	9350/9355
	-2.92
	-4.96 to -0.88
	0.005

	SGLT2 inhibitor
	22005/9623
	0.82
	0.56 to 1.22
	0.33
	15226/13786
	-2.62
	-2.94 to -2.30
	<0.001

	Insulin
	720/609
	0.33
	0.05 to 2.21
	0.25
	720/611
	-1.36
	-2.05 to -0.68
	<0.001

	Pancreatic neoplasm

	Total
	37172/32464
	1.02
	0.75 to 1.38
	0.92
	29205/27803
	-2.43
	-2.71 to -2.15
	<0.001

	GLP-1RA
	21740/21677
	1.25
	0.82 to 1.90
	0.29
	27482/26100
	-2.71
	-2.54 to -1.80
	<0.001

	DPP-4 inhibitor
	3023/3010
	0.66
	0.35 to 1.25
	0.20
	3023/3010
	NA
	NA
	NA

	SGLT2 inhibitor
	12409/7959
	0.97
	0.50 to 1.86
	0.92
	7562/6124
	-2.48
	-3.17 to -1.80
	<0.001

	Skin neoplasm

	Total
	32437/26767
	1.12
	0.91 to 1.37
	0.28
	31612/30021
	-2.51
	-2.88 to -2.26
	<0.001

	GLP-1RA
	17423/16937
	1.17
	0.92 to 1.48
	0.21
	17832/17657
	-2.38
	-2.83 to -1.94
	<0.001

	SGLT2 inhibitor
	14508/9326
	1.07
	0.72 to 1.58
	0.73
	13780/12364
	-2.57
	-3.21 to -1.93
	<0.001

	Insulin
	506/504
	0.14
	0.01 to 2.75
	0.20
	506/506
	-1.70
	-1.74 to -1.66
	<0.001

	Prostate neoplasm

	Total
	34317/26773
	0.77
	0.61 to 0.97
	0.02
	30197/28398
	-2.60
	-2.83 to -2.37
	<0.001

	GLP-1RA
	14998/14220
	0.68
	0.49 to 0.95
	0.02
	14594/14432
	-2.73
	-3.78 to -1.67
	<0.001

	DPP-4 inhibitor
	3023/3010
	0.86
	0.53 to 1.38
	0.53
	3023/3010
	NA
	NA
	NA

	SGLT2 inhibitor
	16296/9543
	0.86
	0.56 to 1.33
	0.51
	15603/13966
	-2.60
	-2.84 to -2.36
	<0.001

	Breast neoplasm

	Total
	45043/38169
	1.10
	0.86 to 1.40
	0.44
	41567/40759
	-2.38
	-2.57 to -2.18
	<0.001

	GLP-1RA
	14694/14220
	1.12
	0.74 to 1.71
	0.59
	14594/14432
	-2.73
	-3.78 to -1.67
	<0.001

	DPP-4 inhibitor
	3023/3010
	1.05
	0.55 to 2.01
	0.88
	3023/3010
	NA
	NA
	NA

	SGLT2 inhibitor
	26529/20144
	1.12
	0.80 to 1.57
	0.51
	26253/25716
	-2.45
	-2.59 to -2.31
	<0.001

	Insulin
	797/795
	0.60
	0.08 to 4.54
	0.62
	720/611
	-1.36
	-2.05 to -0.68
	<0.001

	Bladder neoplasm

	Total
	37374/32045
	0.72
	0.56 to 0.95
	0.02
	29232/28431
	-2.57
	-2.86 to -2.27
	<0.001

	GLP-1RA
	10672/10163
	0.88
	0.51 to 1.52
	0.65
	10511/10201
	-2.66
	-4.10 to -1.21
	<0.001

	DPP-4 inhibitor
	3023/3010
	0.44
	0.19 to 1.02
	0.05
	3023/3010
	NA
	NA
	NA

	SGLT2 inhibitor
	23970/19163
	0.75
	0.54 to 1.04
	0.08
	18812/18230
	-2.59
	-2.86 to -2.33
	<0.001

	insulin
	291/291
	3.01
	0.12 to 74.20
	0.50
	214/105
	-1.00
	-1.24 to -0.76
	<0.001

	Brain neoplasm

	Total
	29308/24416
	1.70
	0.88 to 3.30
	0.11
	29071/27656
	-2.29
	-2.62 to -1.97
	<0.001

	GLP-1RA
	16791/16725
	2.62
	0.98 to 6.98
	0.05
	16694/16727
	-2.49
	-3.00 to -1.99
	<0.001

	SGLT2 inhibitor
	12517/7691
	1.15
	0.46 to 2.82
	0.77
	12377/10929
	-2.25
	-2.54 to -1.97
	<0.001

	Hematologic neoplasm

	Total
	29630/24408
	0.76
	0.55 to 1.05
	0.10
	29206/27618
	-2.56
	-2.85 to -2.27
	<0.001

	GLP-1RA
	16791/16725
	0.76
	0.51 to 1.14
	0.19
	16694/16727
	-2.49
	-3.00 to -1.99
	<0.001

	SGLT2 inhibitor
	12839/7683
	0.75
	0.43 to 1.32
	0.32
	12512/10891
	-2.54
	-2.99 to -2.09
	<0.001

	Thyroid neoplasm

	Total
	37574/33017
	1.50
	0.92 to 2.42
	0.10
	34029/32648
	-2.58
	-2.95 to -2.21
	<0.001

	GLP-1RA
	22648/22299
	2.00
	1.10 to 3.63
	0.02
	22260/22311
	-2.13
	-2.42 to -1.84
	<0.001

	DPP-4 inhibitor
	3023/3010
	0.33
	0.03 to 3.19
	0.34
	3023/3010
	NA
	NA
	NA

	SGLT2 inhibitor
	11903/7708
	0.97
	0.37 to 2.50
	0.94
	11769/10337
	-2.79
	-4.10 to -1.48
	<0.001

	Ovarian neoplasm

	Total
	23638/21840
	1.30
	0.59 to 2.88
	0.52
	23109/21730
	-2.25
	-2.66 to -1.84
	<0.001

	GLP-1RA
	16791/16725
	2.18
	0.76 to 6.29
	0.15
	16694/16727
	-2.49
	-3.00 to -1.99
	<0.001

	SGLT2 inhibitor
	6341/4611
	0.44
	0.10 to 2.05
	0.30
	5909/4497
	-2.00
	-2.00 to -2.00
	<0.001

	Insulin
	506/504
	1.00
	0.06 to 15.97
	1.00
	506/506
	-1.70
	-1.74 to -1.66
	<0.001

	Renal neoplasm

	Total
	31843/27011
	1.22
	0.82 to 1.81
	0.32
	31595/30195
	-2.73
	-3.09 to -2.37
	<0.001

	GLP-1RA
	16791/16725
	1.22
	0.73 to 2.03
	0.44
	16694/16727
	-2.49
	-3.00 to -1.99
	<0.001

	SGLT2 inhibitor
	15052/10286
	1.22
	0.65 to 2.29
	0.54
	14901/13468
	-2.72
	-3.66 to -1.79
	<0.001

	Hepatic neoplasm

	Total
	29428/24524
	0.98
	0.64 to 1.51
	0.94
	29182/27551
	-2.29
	-2.63 to -1.95
	<0.001

	GLP-1RA
	17423/16937
	1.00
	0.57 to 1.75
	1.00
	17326/17151
	-2.53
	-3.03 to -2.03
	<0.001

	SGLT2 inhibitor
	11499/7083
	1.02
	0.51 to 2.04
	0.96
	11350/9894
	-2.11
	-2.80 to -1.42
	<0.001

	Insulin
	506/504
	0.33
	0.01 to 8.15
	0.50
	506/506
	-1.70
	-1.74 to -1.66
	<0.01

	Gallbladder/Bile duct neoplasm

	Total
	28437/23878
	1.06
	0.57 to 1.98
	0.85
	28241/26765
	-1.89
	-2.22 to -1.57
	<0.001

	GLP-1RA
	16791/16725
	1.27
	0.57 to 2.84
	0.56
	16694/16727
	-2.49
	-3.00 to -1.99
	<0.001

	SGLT2 inhibitor
	11646/7153
	0.81
	0.31 to 2.16
	0.67
	11547/10038
	-1.74
	-1.88 to -1.59
	<0.001

	Uterine neoplasm

	Total
	31620/26386
	1.41
	0.72 to 1.79
	0.58
	31055/29507
	-2.72
	-3.08 to -2.36
	<0.001

	GLP-1RA
	17095/17040
	1.31
	0.68 to 2.50
	0.42
	16996/17042
	-2.25
	-2.69 to -1.80
	<0.001

	SGLT2 inhibitor
	14019/8842
	1.05
	0.55 to 2.02
	0.88
	13553/11959
	-2.87
	-3.83 to -1.91
	<0.001

	Insulin
	506/504
	0.33
	0.01 to 8.15
	0.50
	302/315
	-1.13
	-1.17 to -1.09
	<0.001

	Head and neck neoplasm

	Total
	17929/16517
	1.23
	0.70 to 2.16
	0.47
	20690/19309
	-1.73
	-2.34 to -1.13
	<0.001

	GLP-1RA
	15043/15076
	1.16
	0.63 to 2.12
	0.64
	15046/15078
	-1.33
	-1.70 to -0.97
	<0.001

	SGLT2 inhibitor
	2886/1441
	1.75
	0.36 to 8.43
	0.49
	5644/4231
	-2.00
	-2.00 to -2.00
	<0.001


GLP-1RA, glucagon-like peptide-1 receptor agonist; DPP-4, dipeptidyl-peptidase-4; SGLT2, sodium glucose co-transporter 2; NA, not available. Font bold was used if P<0.05 was noticed in incidence of neoplasm.
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Figure S1. Funnel plot figure of publication bias for randomized clinical trials
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(a) Trials with weight reduction difference
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(b) Trials with weight elevation change






















Figure S2. The association between weight reduction difference and the incidence of neoplasm stratified by drug types 
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Figure S3. The association between weight reduction difference and the incidence of neoplasm stratified by study types
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Figure S4. The association between weight reduction difference and the incidence of neoplasm stratified by source of neoplasm events
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Figure S5. The association between weight reduction difference and the incidence of neoplasm stratified by patient body mass index
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Figure S6. The association between weight reduction difference and the incidence of neoplasm stratified by treatment design
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Figure S7. The association between weight reduction difference and the incidence of neoplasm stratified by control agents
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Figure S8. The association between weight reduction difference and the incidence of neoplasm stratified by patient age
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Figure S9. The association between weight reduction difference and the incidence of neoplasm stratified by male percentage
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Figure S10. The association between weight reduction difference and the incidence of neoplasm stratified by follow-up duration 
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Figure S11. The association between weight reduction difference and the incidence of neoplasm stratified by duration of diabetes
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Figure S12. The association between weight reduction difference or change rate and the incidence of gastric neoplasm
[image: ]
(a) [bookmark: OLE_LINK1][bookmark: OLE_LINK6]Weight reduction difference and incidence of gastric neoplasm (β=-0.5579, 95% CI, -1.9014 to 0.7856, P=0.380)
[image: ]
(b) Weight reduction rate and incidence of gastric neoplasm (β=-23.0852, 95% CI, -114.5754 to 68.4049, P=0.590)

Figure S13. The association between weight reduction difference or change rate and the incidence of colon/rectal neoplasm 
[image: ]
(a) Weight reduction difference and incidence of colon/rectal neoplasm (β=0.1149, 95% CI, -0.0654 to 0.2951, P=0.199)
[image: ]
(b) Weight reduction rate and incidence of colon/rectal neoplasm (β=4.4595, 95% CI, -18.1271 to 27.0462, P=0.686)
Figure S14. The association between weight reduction difference or change rate and the incidence of lung neoplasm
[image: ]
(a) Weight reduction difference and incidence of lung neoplasm (β=-0.0243, 95% CI, -0.1680 to 0.1194, P=0.730)
[image: ]
(b) Weight reduction rate and incidence of lung neoplasm (β=-19.5552, 95% CI, -40.6248 to 1.5145, P=0.067)

Figure S15. The association between weight reduction difference or change rate and the incidence of pancreatic neoplasm
[image: ]
(a) Weight reduction difference and incidence of pancreatic neoplasm (β=0.0776, 95% CI, -0.2979 to 0.4531, P=0.668)
[image: ]
(b) Weight reduction rate and incidence of pancreatic neoplasm (β=-10.2144, 95% CI, -49.0161 to 28.5872, P=0.586)

Figure S16. The association between weight reduction difference or change rate and the incidence of skin neoplasm
[image: ]
(a) Weight reduction difference and incidence of skin neoplasm (β=-0.1742, 95% CI, -0.3508 to 0.0025, P=0.053)
[image: ]
(b) Weight reduction rate and incidence of skin neoplasm (β=-18.1167, 95% CI, -38.5991 to 2.3657, P=0.080)

Figure S17. The association between weight reduction difference or change rate and the incidence of prostate neoplasm
[image: ]
(a) Weight reduction difference and incidence of prostate neoplasm (β=-0.0811, 95% CI, -0.0992 to 0.2612, P=0.364)
[image: ]
(b) Weight reduction rate and incidence of prostate neoplasm (β=-10.2791, 95% CI, -29.9145 to 9.3564, P=0.292)
Figure S18. The association between weight reduction difference or change rate and the incidence of breast neoplasm
[image: ]
(a) Weight reduction difference and incidence of breast neoplasm (β=0.0345, 95% CI, -0.2333 to 0.3023, P=0.793)
[image: ]
(b) Weight reduction rate and incidence of breast neoplasm (β=-13.4092, 95% CI, -38.3263 to 11.5078, P=0.278)

Figure S19. The association between weight reduction difference or change rate and the incidence of bladder neoplasm
[image: ]
(a) Weight reduction difference and incidence of bladder neoplasm (β=-0.1657, 95% CI, -0.4563 to 0.1248, P=0.380)
[image: ]
(b) Weight reduction rate and incidence of bladder neoplasm (β=-19.0844, 95% CI, -39.6876 to 1.51882, P=0.068)

Figure S20. The association between weight reduction difference or change rate and the incidence of brain neoplasm
[image: ]
(a) Weight reduction difference and incidence of brain neoplasm (β=-0.7577, 95% CI, -1.1206 to 2.6359, P=0.379)
[image: ]
(b) Weight reduction rate and incidence of brain neoplasm (β=27.9439, 95% CI, -112.1316 to 168.0193, P=0.658)

Figure S21. The association between weight reduction difference or change rate and the incidence of hematologic neoplasm
[image: ]
(a) Weight reduction difference and incidence of hematologic neoplasm (β=0.0717, 95% CI, -0.1809 to 0.3243, P=0.558)
[image: ]
(b) Weight reduction rate and incidence of hematologic neoplasm (β=9.6673, 95% CI, -19.7928 to 39.1275, P=0.499)

Figure S22. The association between weight reduction difference or change rate and the incidence of thyroid neoplasm
[image: ]
(a) Weight reduction difference and incidence of thyroid neoplasm (β=0.1992, 95% CI, -0.2352 to 0.6336, P=0.344)
[image: ]
(b) Weight reduction rate and incidence of thyroid neoplasm (β=12.1995, 95% CI, -13.6244 to 38.0234, P=0.330)

Figure S23. The association between weight reduction difference or change rate and the incidence of ovarian neoplasm
[image: ]
(a) Weight reduction difference and incidence of ovarian neoplasm (β=1.1428, 95% CI, -2.3191 to 4.6047, P=0.435)
[image: ]
(b) Weight reduction rate and incidence of ovarian neoplasm (β=-7.831, 95% CI, -308.4454 to 292.7841, P=0.949)

Figure S24. The association between weight reduction difference or change rate and the incidence of renal neoplasm
[image: ]
(a) Weight reduction difference and incidence of renal neoplasm (β=-0.0282, 95% CI, -0.3426 to 0.2862, P=0.850)
[image: ]
(b) Weight reduction rate and incidence of renal neoplasm (β=-9.5417, 95% CI, -40.5564 to 21.4731, P=0.520)

Figure S25. The association between weight reduction difference or change rate and the incidence of hepatic neoplasm
[image: ]
(a) Weight reduction difference and incidence of hepatic neoplasm (β=-0.0551, 95% CI, -0.3393 to 0.2292, P=0.682)
[image: ]
(b) Weight reduction rate and incidence of hepatic neoplasm (β=-0.0914, 95% CI, -31.3743 to 31.1916, P=0.995)

Figure S26. The association between weight reduction difference or change rate and the incidence of gallbladder/bile duct neoplasm
[image: ]
(a) Weight reduction difference and incidence of gallbladder/bile duct neoplasm (β=-0.0971, 95% CI, -0.3391 to 0.5333, P=0.630)
[image: ]
(b) Weight reduction rate and incidence of gallbladder/bile duct neoplasm (β=7.7338, 95% CI, -47.8411 to 63.3086, P=0.763)

Figure S27. The association between weight reduction difference or change rate and the incidence of head and neck neoplasm
[image: ]
(a) Weight reduction difference and incidence of head and neck neoplasm (β=1.1362, 95% CI, -4.5467 to 6.8190, P=0.480)
[image: ]
(b) Weight reduction rate and incidence of head and neck neoplasm (β=181.5922, 95% CI, -1361.587 to 1724.771, p=0.663)
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CANA Neal ot al, 2017 (CANVAS-R) 67 204 77 2903 45% 087082121 -
CANA Perkavic ot a, 2019 (CREDENCE) 18 200 17 2197 10% 1120058218 T
CANA Scherihaner et al, 2013 3 e 1 ae 01% 302031,2920) —
CANAWilding et al, 2013 EREE 11% 01%  047[0t, 408 ¢
CANAYale st al, 2014 1 0 o 00% 15200083771 —
DAPA Bolinder et al, 2014 2 a1 2 91 01%  100[014,720)

DAPA Cefalu et al, 2015 2 40 12 482 07%  0.16[0.04,074)

DAPA Leiter et al, 2014 5 42 10 483 0% 050017148

DAPA Milller-Wisland et al, 2018 (DAPA only) 6 w3 2 31 01% 303061,1513 —
DAPA Miller-Wisland et al, 2018 (DAPA+SAXE) 1o 2 31 01% 050004557

DAPANauck st al, 2014 7 a0 3 408 02%  237[081,927) —
DAPA Wilding etal, 2012 6 s10 1 197 01% 1950023,1627)

DPP-4i Rosensiack et al, 2018 (CAROLINA) 2 3023 3 010 188% 091 [0.77,1.08 i
EMPA Bamett ot al, 2014 3 a9 5 39 03% 045011191 —
EMPA Ferrannini et a1, 2013 (EMPAvs SITA) o 3 s o03%  005[pan08)

EMPA Lewin et al, 2015 7 s 2 267 02% 170[035,820) —
EMPA Rosensiock et al, 2015 N 4 17T 03%  148[046,465) -
EMPA Zinman et al, 2015 (EPA-REG) 267 4ge7 100 2333 76% 1300102164 —
ERTU Dagogo-Jack etal, 2017 2 09 115 01% 099[008, 1101

ERTU Gallo et al, 2018 8 a2 1208 01% 412081,3315 —
GLP-1RA Afren et al, 2014 (ALBI vs Glimepirde) 4 7307 04% 05817199 —
GLP-1RA Gersiein ef a1, 2018 (REWIND) 381 449 48 4952 195% 101 (087118 T
GLP-1RA Hermandez et al, 2018 (HARMONY) o 4717 119 4715 70% 076058100 -
GLP-1RA Home et al, 2015 (ALEI vs PIO) 9 2 a7 1% 472001,7207)

GLP-1RA Marso et al, 2016 (LEADER) 470 4mee 419 4072 227%  114[0.89,131)

GLP-1RA Pfefer ot a, 2015 (ELDXE) 723 8 a2 36% 119084167

GLP-1RAWeinslock et al, 2015 ER 5 35 04%  083[027,250

Insulin Aroda et al, 2013 (UAL Vi) 4 505 8 504 05% 043[015165

nsuiin Holander ot a, 2008 0 e 1105 01% 015001407

Insuiin Rosensiock et 2, 2008 5 201 5 291 03% 100029349

Insuiin Rosensiock et al, 2008 5 &4 82 503 34% 089081130

Subtotal (95°% C1) 43839 36705 989%  1.02[0.95,1.09]

Total events 1973 1884

Heterogeneity: Chi*= 49.93,df= 34 (P = 0.04);

Testfor overal effect. Z= 0.65 (= 0.52)

1113 <30 kym®

EMPA Ferrannini et l, 2013 (EMPAvs MET) 1w 1 s 01%  028[002,417)

EMPA Haering et a, 2015 5 s 4 23 03% 061016230

Subtotal (95'% C1) 668 279 0% 0530046, 1.75]

Total events 6 5

Heterogeneity Ch*= 0.30, = 1 (P = 0.59);

Testfor overal effect. Z= 1.04 (°= 0.30)

Total (95% C1) 5514 37384 1000%  1.02[0.95,1.09] ]
Total events 2003 1897

Heterogeneity: Chi*= 52,60, df= 38 (P = 0.08), F= 26% o & H o

Testfor overall effect 2= 0.61 (
Tect for subaroun diferences: Chi

54)
20 df= 2 (P = 0.65)

's more weightloss Fan
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Experimental  Control Odds Ratio Odds Ratio
Study or Subaroup Events _Total Events Total Weight W.H,Fixed, 95% CI MLH, Fixed, 95% C1
16.1 exclusive

CANA Boe st al, 2015 1A 1 33 01% 3290741471

CANA Lavalle-Gonzalez et a, 2013 5 738 2 6 01% 1250024648

CANA Leiter et al, 2015 7oows 7 4m 04%  049017,147] T
CANA Neal et al, 2017 (CANVAS) 183 2086 89 1441 43%  108[0.82,138) T
CANA Neal ot al, 2017 (CANVAS-R) 67 2804 77 2003 20% 087082121 -
CANA Perkavic ot a, 2019 (CREDENCE) 192200 17 2197 07% 1120058215 T
CANA Scherihaner et al, 2013 3 a1 s 00% 3030312000 —
CANAWilding et al, 2013 0 33 1 18 01% 0470001408
CANAYale et al, 2014 1179 0w 00% 152[006,3771) —
DAPA Bailey etal, 2015 (10mg) 0 70 1 75 0% 038001,879

DAPAKahan et ai, 2014 118 0 B4 00% 151[006,3758)

DAPA Leiter et al, 2014 5 482 10 483 04%  050(017,148] —
DAPA Rosensiock st al, 2012 i 28t 0 139 00% 149[006,3688]

DAPA Wit et a, 2018 (DECLARE-TIMISS) 481 8574 486 8569 17.7%  083[087,113) T
DPP-4i Rosenstack et al, 2018 (CAROLIN) 2 023 303 010 108% 091077108 i
EMPA Bamett ot al, 2014 3 495 319 0% 045(011101) —
EMPA Ferrannini et l, 2013 (EMPAvs MET) 1215 1 s 01% 026002417

EMPA Haering et a, 2015 5 453 4 233 0% 081(016,230) —
EMPA Lewin et a, 2015 7St 2 % 01% 1700035828 —
EMPA Rosensiock et al, 2015 1134 4 170 02% 1460046455 -
EMPA Zinman et al, 2015 (EPA-REG) 267 47 100 2333 49%  13001.02,164 —
ERTU Dagogo-Jack etal, 2017 2 a9 1 153 01% 089[009,1101]

ERTU Gallo et al, 2018 8 412 1 W9 01% 412[051,3319) —
GLP-1RA Afren &t al, 2014 (ALBI vs Glimepirde) 4 a7 a7 0% 057,109 —
GLP-1RA Davies et al, 2015 8 832 7 M2 04% 086035208 —T
GLP-1RA Gerslein et 1, 2018 (REWIND) 380 498 348 4952 125% 101 (087118 T
GLP-1RA Hermandez et al, 2018 (HARMONY) o1 4717 118 4715 45%  076[0581.00] -]
GLP-1RA Holman et al, 2017 (EXSCEL) 386 74 380 772 132%  099[0.85115) 1
GLP-1RA Marso et al, 2016 (LEADER) 470 4668 419 4672 145%  114[0.89,131) r
GLP-1RA Marso et al, 2016 (SUSTAING) 185 1748 130 1640 50%  108[0.83,134) T
GLP-1RA Pfefer ot a, 2015 (ELDXE) 72a 8 a2 23%  119(084,167] —
GLP-1RAWeinslock et al, 2015 (1 5mg) 3 a5 a5 0% 0620015283 —
Insulin Aroda et al, 201 (UAL Vi) 4 se 8 S04 03% 0490015168 T
nsuiin Holander ot a, 2008 0 214 1 105 01% 01600140y
Insuiin Rosensiock et 2, 2008 5 2w 5 2w 0%  100(029,349) -]
Insuiin Rosensiock et al, 2008 5 514 61 503 21% 089[061,130] -
Subtotal (95°% C1) 60225 52969 936%  1.01[0.95,1.07]

Total events 2051 2856

Heterogensiy. Chi*= 3295, df= 35 (P = 0.57);

Testfor overal effect. Z= 0.39 (P = 0.69)

1.6.2 mefformin add-on

DAPA Bailey etal, 2013 5 49 3 13 02%  055(013,234 —
DAPA Bolinder et al, 2014 2w 2w 0i%  100[14728)

DAPA Milller-Wisland et al, 2018 (DAPA only) 6 313 2 312 01% 383[81,1513 —
DAPA Miller-Wisland et al, 2018 (DAPA+SAXE) 1a2 2 32 0% 050(004,552

DAPANauck st al, 2014 746 3 a8 01%  237(061,92] -
EMPA Ferrannini et al, 2013 (EMPAvs SITA) 1A 3 s 0% 0spon0sy
GLP-1RA Home et al, 2015 (ALEI vs PIO) o 21t 2 27 a1% 47201.01,2200

Subtotal (95% CI) 2134 1593 0.8%  1.36[0.76,243] -
Total events 31 7

Heterogeneiy: Chi*

Testfor overal effect Z

1.6:3 insulin add-on

DAPA Cefalu et al, 2015 2 40 12 462 0%  016(004,074)

DAPAWilding etal, 2012 6 810 1 197 01% 185[023,1627]

EMPA Rosensock et al, 2014 6 375 1 183 01% 304[035,2544)

Subtotal (95°% C1) 115 847 0%  060[027,135]

Total events 14 14

Heterogeneity Ch*= 6.29, = 2 (P = 0.04);

Testfor overal effect. Z= 1.23 (°= 0.22)

Total (95% C1) 63804 55409 1000%  1.01[0.95,1.07]

Total events 2096 2587

Heterageneity: Ch"= §4.52, if= 45 (P = 0.16);
Testfor oversll effect: 2= 0.41 (P = 0.68)
Tect for subaroun diferences: Chiz= 2 8 df= 2 (P = 0.28)
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more weight loss

less weight loss

Odds Ratio

Odds Ratio

Study or Subaroup Events  Total Events  Total Weight M.H,Fixed, 95%Cl M.H, Fixed, 95% CI
1.2.1 without active control

CANA Bt et al, 2015 13 e 2 37 0% 32900741471 1
GANANeal et al, 2017 (CANVAS) 189 288 89 1441 43% 1060082138 T
AN Neal et al, 2017 (CANVAS-R) 67 2004 772903 29% 0870062121 1
AN Perkovic et al, 2018 (CREDENCE) 19 200 17 97 0% 1120056,215) T
CANA Wilding et al, 2013 0 a1 118 01% 0170001408
AN Yale et al, 2014 1 0 90 00% 1520006,37.71) —
DAPA Bailey et al, 2013 5 am 317 01% 0550013234 —
DAPA Bailey et al, 2015 (10mg) o 70 1 75 01% 035001879

DAPA Bolinder et l, 2014 2 a1 2 91 01% 100014,7.25)

DAPA Cefalu et 1, 2015 2 e 12 462 05% 016[004,074

DAPA Kohan et al, 2014 PR 0 84 00% 15100063755

DAPA Leter et al, 2014 5 am 10 483 04% 050017148

DAPA Rosenstock et al, 2012 1 28 0 133 00% 149006 3686

DAPAWilding et al, 2012 6 610 119 0% 19510331627

DAPA Wiviof et l, 2018 (DECLARE-TIMISE) 481 8574 488 8569 17.0%  0.99[087,1.13] T
EMPA Bamet et al, 2014 ERIE 5 33 01% 045011191 —
EMPA Hagring et al, 2015 ER 4 23 01% 061016230 —
EMPA Rosenstock et al, 2014 6 a5 1188 0% 3040362544 7
EMPA Rosenstock et al, 2015 ) 470 02%  146[045,465] -7
EMPA Zinman et al, 2015 (EMPA-REG) 257 eEE7 100 2333 48%  1.30[1.02,154] —
ERTU Dagogo-Jack etal, 2017 2 am 1153 0% 099009,1101]

ERTU Galo et al, 2019 8 a2 1 M3 0% 412[051,3315] 7
GLP-1RA Davles etal, 2015 18 632 7M1 04% 086035208 1
GLP-1RA Gerstein et al, 2018 (REWIND) 351 4ea9 38 4952 125% 101 [087,1.18] T
GLP-1RA Hermandez et al, 2018 (HARMONY) 91 4717 118 4715 45%  075[058,1.00] -]
GLP-1RA Holman et al, 2017 (EXSCEL) 356 74 361 7372 132%  0.99[0.851.15] T
GLP-1RA Marso et al, 2016 (LEADER) 470 4EEB 419 4572 145%  1.14[0.99,131] -
GLP-1RA Marso et al, 2016 (SUSTAINE) 155 1748 133 1648 60%  1.06[0.83,1.34] T
GLP-1RA Pfefer et al, 2015 (ELIA) 7 3 61 3032 23% 1190084,167) T
Subtotal (95°% C1) 54172 47460 85.0%  1.03[0.97,1.09]

Total events 2506 2271

Heterogeneity: Chi= 30,60, df= 28 (P = 0.34);

Test for overall eflect Z= 0.04 (P = 0.35)

122 DPP-di active control

CANA Lavalle-Gonzalez et al, 2013 5 73 2 36 01% 125024646

CANA Leiter et al, 2015 T e 7oo4E1 04%  0491017,147]

GANA Schermihaner et al, 2013 ER ] 1 as 0o% 3020031,2020] —
EMPA Ferrannini et al, 2013 (EMPAYS SITA) 1oam 3 5 02% 005001057

EMPA Lewin et al, 2015 T e 2 7 01%  170(035,826] —
GLP-1RAWeNstack et al, 2015 8 oo 5 315 03% 083107256 —
Subtotal (95% Cl) 3569 1864 1.0%  0.78[0.44,135] -
Total events E )

Heterogeneity Chi= 8.6, df= 5 (P = 0.12);

Test for overall eflect Z= 0.90 (P = 0.37)

1.2.3 Metformin active control

EMPA Ferrannini et al, 2013 (EMPA vs MET) 1 as 1 5 0% 026002417 ———————~1——
Subtotal (95% CI) 215 56 0%  026[002,4.17] e ——
Total events 1 1

Hetetogeneity: Not applicable

Test for overall efect Z= 0.96 (P = 0.34)

1.2.4 Insulin active control

Insulin Arota et al, 2019 (DUAL VI 4 s 8 S04 03% 0490015165 —
Insulin Hollander et al, 2008 0 2 1005 0% 016[001,407]

Insulin Rosenstock et al, 2008 5 201 5 a9 01%  100(0.29,349]

Insulin Rosenstock et al, 2008 ) 62 503 21% 089061130

Subtotal (95°% CI) 1525 1403 27% 0830059, 1.17]

Total events 66 6

Heterogeneity: Chi= 190, df= 3 (P = 0.59);

Test for overall eflect Z= 1.05 (P = 0.29)

125 SU active control

DAPA Miller-Wieland et al, 2018 (DAPA onb) 6 a3 2 ;M2 0% 3030611513 —
DAPA Miller-Wieland et al, 2018 (DAPA*SAXE) 1A 2 31 0% 050(004,557]

DAPANauck et al, 2014 T am 3 408 01%  2370081,927] -
DPP-4i Rosenstock et al, 2018 (CAROLINA) 280 3023 303 300 10E%  0.81[077,1.08] T
GLP-1RA Ahren etal, 2014 (ALBI vS Glimepiride) 4 7 a7 03%  058(017.199] —
Subtotal (95% CI) 4356 4319 111%  093[0.79,1.10] *
Total events 208 £

Heterogeneity: = 4.7, df= 4 (P = 0.31); F= 16%

Test for overall efect Z= 0.85 (P = 0.39)

1.2.6 12D active control

GLP-1RA Home et al, 2015 (ALBIvs PIO) 9 m 2 W7 0% 472002207

Subtotal (95°% CI) a7 27 0% 472010122071

Total events 9 2

Hetetogeneity: Not applicable

Test for overall efect Z= 1.87 (P= 0.05)

Total (95% CI) 64108 55409 100.0%  1.01[0.96,1.07]

Total events 3001 2687

Heterageneity: Ch"= §4.20, if= 45 (P = 0.16);
Testfor oversll effect: 2= 0.42 (P = 0.67)
Tect for subaroun diferences: Chi

818 df= 5 (P=015)
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more weight loss

less weight loss

0dds Ratio

Odds Ratio

Study or Subaroup Events  Total Evemts  Total Weight M.H,Random,95% Cl M-H, Random, 95% CI
16.1 =60years old

CANA Bode et al, 2015 13 a7 2 237 03% 3290741471

CANA Perkovic et al, 2018 (CREDENCE) 19 2200 17 2er 15% 1.12[058,215] T
CANA Yale etal, 2014 1 179 0 9 01%  152[0.08,37.71]

DAPA Bolinder et 2014 2 at 2 91 02% 1.00[0.14,7.26]

DAPA Cefalu et al, 2015 2 om0 12 462 03% 0.16[0.04,0.74]

DAPA Kohan etal, 2014 1 168 0 84 01%  151[0.05,3755

DAPA Leiter et al, 2014 5 s 10 483 06% 050[0.17,1.46] .
DAPARosenstock et al, 2012 1 281 0 133 01%  149[0.05,36.86

DAPAWiviott et al, 2013 (DECLARE-TIMISS) 481 ms74  4sE 85RO 120% 099[087,113] T
DPP-4i Rosenstack et ), 2019 (CAROLINA) 280 3023 303 3010 106% 0.91[0.77,1.08] 7l
EMPA Barnet et al, 2014 3 4 5 39 03% 0.45[0.11,191] —
EMPA Ferrannini et al, 2013 (EMPAYS SITA) 1 332 3 56 01% 005 [0.01,057 ¢

EMPA Zinman et al, 2015 (EMPA-REG) 257 4887 o0 2333 76% 1.30[1.02,164] —
GLP-1RA Gerstein et , 2019 (REWIND) 381 4040 348 4952 115% 1.01(087,1.18] T
GLP-1RA Hernandez et al, 2018 (HARMONY) 91 4717 113 4715 63% 0.76[0.58,1.00] -
GLP-1RA Marso et al, 2016 (LEADER) 470 4BBE 419 4672 124% 1.14[0.99,1.31] -
GLP-1RA Marso et al, 2016 (SUSTAING) 155 1748 138 1843 75% 1.06[0.83,1.34) s
GLP-1RA Pfeffer et al, 2015 (ELIGA) 72 61 3032 46% 1.1910.84,167)

Subtotal (95% CI) 40486 37000 77.0% 101[0.90, 1.13]

Total events 2026

Heterogeneity Tau®= 0.02; Chi 45%

Testfor oversl effect: 2

16.2 <60 years old

CANA Lavalle-Gonzalez et al, 2013 5 7 2 386 03% 1.25[0.24,6.46]

CANA Leiter et 3, 2015 v o voo4m 06% 043[0.17,1.42) -
(CANA Neal et al, 2017 (CANVAS) 189 2885 89 1441 B8% 1.08[0.82,1.38] T
CANA Neal et al, 2017 (CANVAS-R) 67 2004 TT2003 49% 087 [062,121]

CANA Schernthaner et al, 2013 3 A 1378 01%  302(031,2920)

CANA Wilding et al, 2013 0 a3 1 1% 0% 017[0.01,4.08]

DAPA Bailey etal, 2013 5 ang 3 13 03% 055[0.13,234)

DAPA Bailey etal, 2015 (10mg) 0 70 1 75 01% 0.35[0.01,8.79]

DAPA Miller-Wisland et al, 2018 (DAPA only) 6 313 2 32 03%  303[061,1513)

DAPA Miller-Wieland et al, 2018 (DAPA+SAXE) 1 312 2 ;2 0% 050[0.04,552]

DAPA Nauck et al, 2014 v e 3 408 04% 237 (061,922

DAPAWilding etal, 2012 6 810 1197 02%  195(023,1627)

EMPA Ferrannini et al, 2013 (EMPAvS MET) 1 215 1 56 01% 026[0.02,417]

EMPA Haering et al, 2015 5 s 4 223 0a% 0511[0.15,230]

EMPA Lewin et al, 2015 7o s 2 267 03% 1.70[0.35,8.26]

EMPA Rosenstack et 3l 2014 6 3 1188 02%  304[035,2544)

EMPA Rosenstack et 3l 2015 1" 324 4 170 05% 1.45[0.45, 465

ERTU Dagogo-Jack etal, 2017 2 e 1153 01%  099[00,11.01]

ERTU Gallo et al, 2018 8 a2 1208 02%  412[051,3315

GLP-1RA Ahren et al, 2014 (ALBI vs Glimepiride) 4 wm 707 05% 058[0.17,1.99]

GLP-1RA Davies etal, 2015 18 o227 08% 0.85[0.35,2.08]

GLP-1RA Home et al, 2015 (ALBI vs PI0) 9 2 277 03%  47201.01,2207

GLP-1RA Weinstock et al, 2015 8 & 5 35 06% 083[0.27, 256

Insulin Arada et al, 2018 (DUAL VI 4 s 8 504 05% 0.43[0.15,1.65]

Insulin Hollander et 3, 2008 0 2 1105 0% 0.16[0.01,4.02]

Insulin Rosenstock et 3l 2008 5 o 5 201 05% 1.00[0.29,3.49)

Insulin Rosenstock et al, 2009 57 sl 62 503 38% 089 [061,1.30]

Subtotal (95% CI) 16278 10947 23.0%  0.97[0.83,1.13]

Total events 300

Heterogeneity Tau®= 0.00; Chi 0%

Testfor oversl effect: 2

Total (95% CI) 56764 48037 100.0% 1.00[0.92,1.09] [
Total events 2646 2326

Heterogeneity: Taw"= 0.01; Chi*= 54.00, df= 44 (P= 0.14), F= 19% bor P T 5 pe
Testfor overall sffect 2= 0.05 (P = 0.66) Favours more weightloss Favours less weight loss

Tect for subaroun diferences: Chi

016 df=1 (P =0 GA)
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more weight loss

less weight loss

Odds Ratio

Odds Ratio

Study or Subaroup Events Total Evemls Total Weight W.H,Fixed. 95% Ci MLH Fixed, 95% C1
19,1 250%

CANA Bode st al, 2015 nooam 2 23 01% 329074,1471) N
CANA Leiter et al, 2015 7 s 7o 04% 04317142

CANA Neal et al, 2017 (CANVAS) 183 2886 89 1441 43%  108[0.82,138) T
CANA Neal ot al, 2017 (CANVAS-R) 67 204 77 2803 20% 087082121 T
CANA Perkavic ot a, 2019 (CREDENCE) 18 200 17 2197 07%  1120058,218 T
CANA Scherihaner et al, 2013 3 e 1 ae 00% 302031,2920) —
CANAWilding et al, 2013 EREE 11% 01%  047[0t, 408 ¢
CANAYale st al, 2014 1 0 o 00% 15200083771 —
DAPA Bailey etal, 2013 5 409 3 13 02%  055[013,234 —
DAPA Bolinder et al, 2014 2 a1 2 91 01% 10014720

DAPA Cefalu et al, 2015 2 40 12 482 0% 0.16[0.04,074)

DAPAKahan et al, 2014 i tes 0 8 00% 1510063755

DAPA Leiter et al, 2014 5 42 10 483 04% 050017148

DAPA Milller-Wisland et al, 2018 (DAPA only) 6 w3 2 31 01% 303061,1513 —
DAPA Miller-Wisland et al, 2018 (DAPA+SAXE) 1o 2 31 01% 050004557

DAPANauck st al, 2014 7 a0 3 408 01%  237[061,927) —
DAPA Rosenslock st al, 2012 1 o8 0 13 00% 149(006,3560]

DAPA Wit et a, 2018 (DECLARE-TIMISS) 481 G574 486 8569 17.8%  089[087,1.13) T
DPP-4i Rosenstack et al, 2018 (CAROLIN) 2 3023 3 010 107% 09177108 i
EMPA Bamett ot al, 2014 3 a9 5 39 02% 045011191 —
EMPA Ferrannini et a1, 2013 (EMPAvs SITA) i 3 s o02%  005[pan08) ¢

EMPA Haering et a, 2015 5 4 4 23 02% 061016230 —
EMPA Rosenstock et al, 2014 6 75 1188 01% 30400363544 ]
EMPA Rosensiock et al, 2015 R 4 AT 02%  145[045,465) -
EMPA Zinman et al, 2015 (EPA-REG) 267 4ge7 100 2333 49%  13001.02,164 —
ERTU Dagogo-Jack etal, 2017 2 09 115 01% 09900091101

GLP-1RA Davies et al, 2015 B en 727 04%  085[035,208 —T
GLP-1RA Gerslein et 1, 2018 (REWIND) 3/ 449 48 4952 125% 101 (087118 T
GLP-1RA Hermandez et al, 2018 (HARMONY) o1 4717 119 4715 45%  076[0581.00] -]
GLP-1RA Holman et al, 2017 (EXSCEL) 386 74 1 772 133%  099[0.85115) 1
GLP-1RA Marso et al, 2016 (LEADER) 470 4mee 419 4672 148%  114[0.89,131) -
GLP-1RA Pfefer ot a, 2015 (ELDXE) w3 8 a2 23% 119084167 T
Insulin Aroda et al, 2013 (DUAL Vi) 4 505 8 504 03% 043[015165 T
nsuiin Holander ot a, 2008 0 e 1105 01%  018[0140 ¢
Insuiin Rosensiock et 2, 2008 5 201 5 291 02% 100029349 -]
Insuiin Rosensiock et al, 2008 5 &4 82 503 22% 089081130

Subtotal (95°% C1) 58588 51691 944%  1.01[0.95,1.06]

Total events 2798 226

Heterogeneity Chi*= 45.34,df= 35 (P = 011, F= 23%

Testfor overal effect. Z= 0.20 (P = 0.64)

19.2.<50%

CANA Lavalle-Gonzilez et a, 2013 5 7 2 36 01% 125024648 —
DAPA Bailey et al, 2015 ERRE i s 01%  01spar, sy
DAPA Wiling etal, 2012 6 &0 1197 01% 1950023,1627) —
EMPA Ferrannini et I, 2013 (EMPAvs MET) 1oms 1 s 01%  025[002,417)

EMPA Lewin et l, 2015 7 se 2 27 01% 170[035,820) 7
ERTU Gallo et al, 2018 8 a2 108 01% 4120813315 —
GLP-1RA Afren e al, 2014 (ALBI vs Glimepirde) 4 a2 737 03% 05817199 —
GLP-1RA Hermandez et al, 2018 (HARMONY) of 4717 119 4715 45%  076[0581.00] -
GLP-1RA Home et al, 2015 (ALBIvs PI0) 9 am 2 a7 01% 47200,2207)

GLP-1RA Weinslock et al, 2015 8 606 5 35 03% 083[027,250 —
Subtotal (95% CI) 8553 6784 56%  0.86[0.68,1.10] -
Total events 129 141

Heterogeneiy: Chi* 10%

Testfor overal effect Z

Total (95% C1) 67141 58475 1000%  1.00[0.94,1.05]

Total events 2037 267

Heterogeneity Chi*= 58,57, dr= 45 (P = 0.08), F= 23% o & H o

Testfor overall effect 2= 0.08 (
Tect for subaroun diferences: Chi

94
48 df=1(P =097

9 5%
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DPP-4i Rosenstack et , 2019 (CAROLINA) 280 3023 303 3010 106%  0.91(077,1.08)

Insulin Rosenstock et al, 2008 57 sl 62 503 21%  089[061,130]

Subtotal (95% CI) 3537 3513 128%  0.91[0.78,1.06]

Total events 337 365

Heterogeneity: Chi*=0.02, df= 1 (P = 0.90) 1

Testfor oversll effect: 2= 1.21 (P = 0.22)

1823 5years

CANA Neal et al, 2017 (CANVAS) 189 2885 89 1441 43%  106[082,135 T
(CANA Neal et al, 2017 (CANVAS-R) 67 2004 772903 29%  087[062,121] -
DAPAWiviott et al, 2013 (DECLARE-TIMISS) 481 Bs74  48B BSEO 177%  0.09(0.87,1.3) T
EMPA Zinman et al, 2015 (EMPA-REG) 257 4887 100 2333 49%  1.30[1.02,164 —
GLP-1RA Gerstein et , 2019 (REWIND) 350 4040 348 4052 125%  1.01(0.87,1.8) T
GLP-1RA Holman et al, 2017 (EXSCEL) 385 74 381 7372 132%  0.99(0.85,1.15)

GLP-1RA Home et al, 2015 (ALBI vs PI0) 9 2277 01% 472[101,2207]

GLP-1RA Marso et al, 2016 (LEADER) 470 4BBE 410 4672 145%  1.14(0.99,1.31) r
Subtotal (95% CI) 36283 32519 70.0%  1.05[0.98,1.12]

Total events 2179 1882

Heterogeneity: Chi*

Testfor oversl effect: 2

183 <3years

CANA Bode et al, 2015 13 a7 2237 01% 329[074,1471] B
CANA Lavalle-Gonzalez et al, 2013 5 73 2 36 01%  125[024,646]

CANA Leiter et 3, 2015 v me 7482 04%  043[017,142)

CANA Perkovic et al, 2018 (CREDENCE) 19 2200 17 2197 08%  112[058,215] T
CANA Schernthaner et al, 2013 3 A 1378 00% 302[031,2020] —
CANA Wilding et al, 2013 0 a3 1186 01%  047[001,408
CANA Yale et 2014 1 179 0 90 00% 152[006,37.71] —
DAPA Bailey etal, 2013 5 ang 3137 02%  055[013,234 .
DAPA Bailey et al, 2015 (10mg) 0 70 1 75 01%  035[001,879

DAPA Bolinder et 3, 2014 2 at 2 91 01%  100[014,726]

DAPA Cefalu et al, 2015 2 om0 12 462 05%  016[004,074

DAPA Kohan etal, 2014 1 168 0 84 00% 1510063755

DAPA Leiter et al, 2014 5 s 10 483 04%  050[017,146]

DAPA Miller-Wieland et al, 2018 (DAPA only) 6 313 2 32 01% 3030611513 7
DAPA Miller-Wieland et al, 2018 (DAPA+SAXE) 1 312 2 32 01%  050[004,557]

DAPA Nauck et al, 2014 7 e 3 408 01%  237[061,927] 7
DAPARosenstock et al, 2012 1 281 0 133 00% 149[006,3686]

DAPAWilding etal, 2012 6 810 1197 01%  195[023,1627]

EMPA Barnett et al, 2014 3 4 5 319 02%  045[011,191] —
EMPA Ferrannini et al, 2013 (EMPAvS MET) 1 215 1 56 01% 026[002,417]

EMPA Ferrannin et al, 2013 (EMPAvS SITA) 1 332 3 56 02% 005[001,05]

EMPA Haering et al, 2015 5 a3 4 23 02%  061[016,230 -
EMPA Lewin et al, 2015 7o s 2 267 01%  170[035,826] 7
EMPA Rosenstack et 3l 2014 6 3 1188 01% 304[036,2544] ]
EMPA Rosenstack et 3l 2015 1" 324 4170 02%  146[046,4685] ]
ERTU Dagogo-Jack etal, 2017 2 e 1153 01% 099[008,1101]

ERTU Gallo et al, 2018 8 a2 1208 01%  412[051,3315] I
GLP-1RA Ahren et al, 2014 (ALBI vs Glimepiride) 4 wm 7307 03%  058[017,199) —
GLP-1RA Davies etal, 2015 18 B3 7212 04%  086[035208 T
GLP-1RA Hernandez et al, 2018 (HARMONY) 9 4717 18 4715 45%  076[0.58,1.00 -
GLP-1RA Marso et al, 2016 (SUSTAING) 155 1748 138 1643 50%  1.08(0.83,1.34 T
GLP-1RA Pfeffer et al, 2015 (ELIGA) 72 61 3032 23%  119[084,167] T
GLP-1RA Weinstock et al, 2015 8 B 5 315 03%  083[027,250 —
Insulin Arada et al, 2018 (DUAL VI 4 s 8 504 03% 049[015168 -
Insulin Hollander et 3, 2008 0 2 1105 04%  046[001,407 ¢
Insulin Rosenstock et 3l 2008 5 o, 5 291 02%  100[029,349] —
Subtotal (95% CI) 24288 19377 17.3%  0.94[0.83,108] .
Total events 485 440

Heterogeneity: Chi* 5 (F = 0.29);

Testfor oversl effect: 2

Total (95% CI) 64108 55409 100.0%  1.01[0.95, 1.07]

Total events 3001 2687
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18.1 =10years

(CANA Neal et al, 2017 (CANVAS) 189 2885 89 1441 53%  106[082,138 T
CANA Neal et al, 2017 (CANVAS-R) 67 2004 772903 36%  087[062,121] 7
CANA Perkovic et al, 2018 (CREDENCE) 19 2200 172197 08%  112[058,218] T
CANA Yale etal, 2014 1 179 0 90 00% 152[006,37.71]

DAPA Cefalu et al, 2015 2 am0 12 462 06%  016[004,074

DAPA Kohan etal, 2014 1 168 0 84 00% 1510063755

DAPAWilding etal, 2012 6 610 10197 01% 195[023,1627]

DAPAWiviott et al, 2018 (DECLARE-TIMISS) 481 Bs74  48B BSEO 221%  0.09(0.87,1.3) 1
GLP-1RA Gerstein et , 2019 (REWIND) 350 4048 348 4952 156%  1.01(0.87,1.8)

GLP-1RA Hernandez et al, 2018 (HARMONY) 91 4717 118 4715 56%  076[0.58,1.00 -
GLP-1RA Marso et al, 2016 (LEADER) 470 4BBE 410 4B72 184%  1.14[0.99,1.31)

GLP-1RA Marso et al, 2016 (SUSTAING) 155 1748 138 1643 63%  1.08(0.83,1.34

Insulin Aradia et al, 2018 (DUAL VI 4 s 8 504 04%  049[0151685

Insulin Hollander et 3, 2008 0 2 1105 01%  016[001,402

Insulin Rosenstock et 3l 2008 57 sl 62 503 27% 089[061,130]

Subtotal (95% CI) 35207 33043 81.3%  1.00[0.94,1.07]

Total events 1804 1778

Heterogeneity: Chi* 4(P=024;F=19%

Testfor oversl effect: 2

182 <10years

CANA Bode et al, 2015 13 a7 2237 01% 329[074,1471] B
CANA Lavalle-Gonzalez et al, 2013 5 73 2 36 01%  125[024,646]

CANA Leiter et 3, 2015 v me 7482 04%  049[017,142]

CANA Schernthaner et al, 2013 3 A 1378 00% 302[031,2020] —
CANA Wilding et al, 2013 0 a3 1 186 01%  047[001,408
DAPA Bailey et al, 2015 (10mg) 0 70 1 75 01% 035001879 ———————
DAPA Bolinder et 3, 2014 2 at 2 91 01%  100[014,726]
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DAPARosenstock et al, 2012 1 281 0 133 00% 149[006,3686]

DPP-4i Rosenstack et , 2019 (CAROLINA) 280 3023 303 3010 133%  0.91(077,1.08 b
ERTU Dagogo-Jack etal, 2017 2 A 1153 01% 099[008,1101]

ERTU Gallo et al, 2018 8 a2 1208 01%  412[051,3315] I
GLP-1RA Ahren et al, 2014 (ALBI vs Glimepiride) 4 wm 7307 03%  058[017,199) —
GLP-1RA Davies etal, 2015 18 7212 05%  086[035208 — T
GLP-1RA Home et al, 2015 (ALBI vs PI0) 9 2 277 DA% 472[101,2207]

GLP-1RA Pfeffer et al, 2015 (ELIGA) 72 61 3032 29%  119[084,167] T
GLP-1RA Weinstock et al, 2015 8 0B 5 315 03%  083[027,250 —
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Total events 43 407

Heterogeneity: Chi* 7(P=041)

Testfor oversl effect: 2
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Total events 2333 2185
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Testfor overall effect 2= 0.08 (
Tect for subaroun diferences: Chi

94
002 df=1 (P=088)

's more weightloss Fan





image13.tif

image14.png
10

-.05 0
Weight change difference/duration




image15.tif

image16.png
o
< R0 OOD

-05 o
Weight change difference/duration




image17.tif

image18.png
RR

0 e OO =]

-.05 0
Weight change difference/duration




image19.tif

image20.png
RR

-05 0
Weight change difference/duration




image21.tif

image22.png
RR

=

Weight change difference/duration




image23.tif

image24.png
RR

-05 0
Weight change difference/duration




image25.tif

image26.png
RR

-05 0
Weight change difference/duration




image27.tif

image28.png
RR

-05 0
Weight change difference/duration




image29.tif

image30.png
RR

10

-05 0
Weight change difference/duration




image31.tif

image32.png
RR

-05 0
Weight change difference/duration




image33.tif

image34.png
-1 -05 0
Weight change difference/duration




image35.tif

image36.png
10

-05 o
Weight change difference/duration




image37.tif

image38.png
Weight change difference/duration




image39.tif

image40.png
RR

-1

-05 0
Weight change difference/duration




image41.tif

image42.png
Weight change difference/duration




image43.tif

image44.png
RR

10

-05 0
Weight change difference/duration

.05




image1.png
SE(0glOR])

0

0s

15

o




