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	Search
	Query

	The Cochrane library
	

	#1
	(diabetes) OR (diabetic) OR (diabetes mellitus) OR (type 2 diabetes mellitus) OR (T2MD) in All Text 

	#2
	(canagliflozin) OR (dapagliflozin) OR (empagliflozin) OR (ipragliflozin) OR (remogliflozin) OR (tofogliflozin) OR (sergliflozin) OR (SGLT 2 inhibitors) OR (sodium-glucose co-transporter 2 inhibitors) OR (sodium glucose co-transporter-2 inhibitors) OR (sodium-glucose transporter inhibitors) OR (SGLT2 inhibitors) in All Text

	#3
	(randomized) OR (randomized controlled trial) OR (controlled) OR (RCT) OR (RCTs) in All Text

	#4
	#1 and #2 and #3

	PubMed
	

	#1
	diabetes OR diabetic OR diabetes mellitus OR type 2 diabetes mellitus OR T2MD

	#2
	canagliflozin OR dapagliflozin OR empagliflozin OR ipragliflozin OR remogliflozin OR tofogliflozin OR sergliflozin OR SGLT 2 inhibitors OR sodium-glucose co-transporter 2 inhibitors OR sodium glucose co-transporter-2 inhibitors OR sodium-glucose transporter inhibitors OR SGLT2 inhibitors

	#3
	randomized OR randomized controlled trial OR controlled OR RCT OR RCTs

	#4
	#1 and #2 and #3

	EMBASE
	

	#1
	(diabetes) OR (diabetic) OR (diabetes mellitus) OR (type 2 diabetes mellitus) OR (T2MD)

	#2
	(canagliflozin) OR (dapagliflozin) OR (empagliflozin) OR (ipragliflozin) OR (remogliflozin) OR (tofogliflozin) OR (sergliflozin) OR (SGLT 2 inhibitors) OR (sodium-glucose co-transporter 2 inhibitors) OR (sodium glucose co-transporter-2 inhibitors) OR (sodium-glucose transporter inhibitors) OR (SGLT2 inhibitors)

	#3
	(randomized) OR (randomized controlled trial) OR (controlled) OR (RCT) OR (RCTs) 

	#4
	#1 and #2and #3


Table S1. Electronic search strategies determined on 1st October 2020
         Table S2. Baseline characteristics of included RCTs

	Study
	Disease
	N
	Male
	Mean age
	HbA1C%
	SGLT2 inhibitors
	Control
	Combined drugs
	Follow-up
	Outcomes

	Bailey 2013


1


	T2DM
	546


	292
	-
	8.06%


	Dapagliflozin 2.5mg, 5mg, 10mg
	Placebo
	Metformin
	102 weeks
	Deaths, cardiovascular events, volume depletion

	Bailey 2015


2


	T2DM
	274
	132
	52.2
	7.91%
	Dapagliflozin 2.5mg, 5mg, 10mg
	Placebo
	Metformin
	102 weeks
	Deaths, volume depletion

	Barnett 2014


3


	T2DM with CKD
	738
	430
	63.9
	8.00%
	Empagliflozin 5mg, 10mg
	Placebo
	-
	52 weeks
	Deaths, cardiovascular events, volume depletion

	Bolinder 2012


4


	T2DM
	180
	100
	60.7
	7.17%
	Dapagliflozin 10mg
	Placebo
	Metformin
	24 weeks
	Deaths, volume depletion

	Bode 2015


5


	T2DM
	714
	396
	63.6
	7.77%
	Canagliflozin 100mg, 300mg
	Placebo
	-
	104 weeks
	Deaths, cardiovascular events, volume depletion

	Davies 2017


6


	T2DM with CVD 
	2313
	1146
	55.9
	8.00%
	Canagliflozin 100mg, 300mg
	Placebo
	-
	26 weeks
	Deaths

	DeFronzo 2015


7


	T2DM
	674
	362
	56.2
	7.98%
	Empagliflozin 10mg, 25mg
	Metformin
	Linagliptin
	52 weeks
	Deaths


	Fioretto 2018


8


	T2DM with CKD3A
	321
	182
	65.8
	8.18%
	Dapagliflozin 10 mg
	Placebo
	-
	24 weeks
	Deaths, volume depletion

	Ferrannini 2013


9


	T2DM
	326
	172
	58.0
	7.85%
	Empagliflozin 5mg, 10mg, 25mg
	Placebo
	-
	12 weeks
	Cardiovascular events, Volume depletion

	Frías 2016
	T2DM
	685
	328
	54.3
	9.30%
	Dapagliflozin 10 mg
	Placebo
	Exenatide
	28 weeks
	Deaths, cardiovascular events, volume depletion

	Fulcher 2016

11


	T2DM
	411
	273
	62.5
	8.09%
	Canagliﬂozin 100mg, 300mg
	Placebo
	DPP-4 inhibitor,

GLP-1 receptor agonist
	18 weeks
	Deaths, volume depletion 

	Haring 2015

12


	T2DM
	666
	390
	57.1
	8.1%
	Empagliflozin 10 mg, 25 mg
	Placebo
	metformin + sulphonylurea 
	76 weeks
	Deaths, volume depletion

	Henry 2018

13



	T2DM
	200
	102
	56.9
	8.34%
	Dapagliflozin 10mg
	Placebo
	insulin + metformin
	4 weeks
	Deaths



	Inagaki 2016

14


	T2DM
	146
	93
	59.2
	8.87%
	Canagliﬂozin 100mg
	Placebo
	-
	18 weeks
	Deaths



	Jabbour 2018

15


	T2DM
	685
	328
	54.3
	9.31%
	Dapagliflozin 10mg
	Placebo
	Exenatide
	52 weeks
	Deaths, cardiovascular events, volume depletion

	Kadowaki 2014

16


	T2DM
	547
	410
	57.5
	7.95%
	Empagliflozin 5 mg, 10 mg, 25 mg, 50 mg
	Placebo
	-
	12 weeks
	Deaths, volume depletion

	Kaku 2014


17

	T2DM
	261
	155
	58.8
	7.50%
	Dapagliflozin 5 mg, 10 mg
	Placebo
	-
	24 weeks
	Cardiovascular events,

	Kaku 2017

18


	T2DM with CVD
	1517
	1118
	61.0
	8.07%
	Empagliflozin 10 mg, 25 mg
	Placebo
	-
	48 weeks
	Deaths, cardiovascular events

	Kohan 2014

19


	T2DM and MRI
	252
	164
	67.0
	8.35%
	Dapagliflozin 5mg, 10mg
	Placebo
	-
	104 weeks
	Deaths, cardiovascular events, volume depletion

	Kovacs 2015

20


	T2DM
	498
	241
	54.5
	8.09%
	Empagliflozin 10 mg, 25 mg
	Placebo
	-
	76 weeks
	Deaths, volume depletion

	Lavalle-González 2016

21


	T2DM
	1971
	930
	55.7
	8.1%
	Canagliﬂozin 100 mg, 300 mg
	Placebo
	Metformin, sulfonylurea
	52 weeks
	Deaths, volume depletion

	Leiter 2014

22


	T2DM and CVD
	1924
	1288
	63.8
	8.05%
	Dapagliflozin 10mg
	Placebo
	-
	52 weeks
	Deaths, cardiovascular events, volume depletion

	Mahaffey 2019

23


	T2DM and CKD
	4401
	2907
	63.0
	8.3%
	Canagliﬂozin 100mg


	Placebo
	-
	126 weeks
	Deaths, cardiovascular events

	Merton 2018

24


	T2DM
	2313
	1146
	55.9
	8.0%
	Canagliﬂozin 100mg, 300mg
	Placebo
	-
	26 weeks
	Deaths, cardiovascular events, volume depletion

	Perkovic 2019

25


	T2DM and CKD
	4041
	2547
	63.0
	8.3%
	Canagliﬂozin 100mg


	Placebo
	-
	168 weeks
	Deaths, cardiovascular events

	Roden 2015

26


	T2DM
	899
	551
	55.0
	7.88%
	Empagliflozin 10 mg, 25 mg
	Placebo
	Sitagliptin
	76 weeks
	Deaths, cardiovascular events

	Romera 2016

27


	T2DM and obese
	439
	247
	52.5
	8.7%
	Empagliflozin 10 mg, 25 mg
	Placebo
	-
	24 weeks
	Deaths, volume depletion

	Rosenstock 2016

28


	T2DM
	1186
	569
	54.9
	8.8%
	Canagliﬂozin 100mg, 300mg
	Placebo
	Metformin
	26 weeks
	Deaths, volume depletion

	Rosenstock 2013
	T2DM
	424
	250
	58
	7.9%
	Empagliflozin 1 mg, 5 mg, 10 mg, 25 mg, 50mg
	Placebo sitagliptin
	-
	12 weeks
	Cardiovascular events

	Rosenstock 2015

30


	T2DM
	494
	276
	58.8
	8.2%
	Empagliflozin 10 mg, 25 mg
	Placebo
	-
	78 weeks
	Deaths, cardiovascular events

	Schumm-Draeger 2016


31

	T2DM
	399
	179
	57.7
	7.8%
	Dapagliflozin 2.5mg, 5mg, 10mg
	Placebo
	Metformin
	16 weeks
	Deaths, volume depletion

	Sinclair 2016


32

	T2DM
	4058
	2364
	58.2
	8.1%
	Canagliﬂozin 100mg, 300mg
	Placebo
	-
	52 weeks
	Deaths, volume depletion

	Søfteland 2017

33


	T2DM
	327
	191
	55.2
	7.97%
	Empagliflozin 10 mg, 25 mg
	Placebo
	Metformin+ Linagliptin
	24 weeks
	Deaths

	Stenlo¨f 2014

34

 
	T2DM
	584
	258
	55.4
	8.0%
	Canagliﬂozin 100mg, 300mg
	Placebo
	-
	52 weeks
	Deaths, volume depletion

	Strojek 201435

	T2DM
	592
	285
	59.8
	8.11%
	Dapagliflozin 2.5mg, 5mg, 10mg
	Placebo
	Glimepiride
	48 weeks
	Deaths, cardiovascular events, volume depletion

	Tikkanen 2015

36


	T2DM and hypertension
	823
	495
	60.2
	7.90%
	Empagliflozin 10 mg, 25 mg
	Placebo
	-
	12 weeks
	Deaths

Volume depletion

	Tinahones 2016

37


	T2DM
	467
	254
	56.6
	7.96%
	Empagliflozin 10 mg, 25 mg
	Placebo
	Metformin+ Linagliptin
	24 weeks
	Deaths

	Weber 2016

38


	T2DM and hypertension
	449
	247
	56.6
	8.05%
	Dapagliflozin 10mg 
	Placebo
	-
	12 weeks
	Volume depletion

	Wilding 2013

39


	T2DM
	469
	239
	56.8
	8.10%
	Canagliﬂozin 100mg, 300mg
	Placebo
	-
	52 weeks
	Deaths

Volume depletion

	Wiviott 2019

40


	T2DM
	17160
	10738
	63.7
	8.30%
	Dapagliflozin 10mg
	Placebo
	-
	201 weeks
	Deaths, cardiovascular events, volume depletion

	Yale 2014

41


	T2DM and CKD
	269
	163
	68.5
	8.0%
	Canagliﬂozin 100mg, 300mg
	Placebo
	-
	52 weeks
	Deaths, volume depletion

	Yale 2017

42


	T2DM
	146
	79
	65.1
	8.2%
	Canagliﬂozin 100mg, 300mg
	Placebo
	-
	52 weeks
	Deaths, volume depletion

	Yang 2017

43


	T2DM
	1453
	801
	54.7
	8.12%
	Dapagliflozin 5mg, 10mg 
	Placebo
	-
	24 weeks
	Deaths, volume depletion

	Yang 2018

44


	T2DM
	272
	110
	57.5
	8.56%
	Dapagliflozin 10mg
	Placebo
	Insulin
	24 weeks
	Deaths, volume depletion

	Zinman 2015
	T2DM
	7020
	5016
	63.1
	8.7%
	Empagliflozin 10mg, 25mg
	Placebo
	-
	136 weeks
	Deaths, cardiovascular events, volume depletion

	Mordi 202046



	T2DM, HF
	23
	17
	69.8
	7.9%
	Empagliflozin 25mg
	Placebo
	furosemide
	8 weeks
	Cardiovascular events

Volume depletion

	Eickhoff 202047


	T2DM
	36
	89
	64.0
	7.5%
	Dapagliflozin 10 mg
	Placebo
	-
	24 weeks
	Deaths, cardiovascular events, volume depletion


Abbreviations: RCTs, randomized controlled trial; N, mumble; HbA1C, hemoglobin A1c; SGLT2, Sodium glucose co-transporter 2; T2DM, type 2 diabetes mellitus; CKD, chronic kidney disease; CVD, Cardiovascular disease.
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Table S3. Risk of bias of included studies. 
	Study, Year
	Selection Bias
	Information Bias
	Analysis Bias
	Sum bias

	
	Adequate Sequence Generation
	Allocation Concealment
	Masking (deaths)
	Masking (cardiovascular event)
	Masking (volume depletion)
	Intention to Treat Analysis
	Loss of Follow-up
	

	Bailey 2013
 HYPERLINK \l "_ENREF_1" \o "Bailey, 2013 #186" 


 ADDIN EN.CITE 

1


	Low
	Low
	Unclear
	Unclear
	Low
	Low
	Low
	Low

	Bailey 2015
 HYPERLINK \l "_ENREF_2" \o "Bailey, 2015 #187" 


 ADDIN EN.CITE 

2


	Low
	Low
	Low
	Low
	Low
	Low
	Low
	Low

	Barnett 2014
 HYPERLINK \l "_ENREF_3" \o "Barnett, 2014 #188" 


 ADDIN EN.CITE 
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Figure S1A. Inconsistency for all-cause death. (1, placebo; 2, dapagliflozin 2.5mg; 3, dapagliflozin 5mg; 4, dapagliflozin 10mg; 5, empagliflozin 10mg; 6, empagliflozin 25mg; 7, canagliflozin 100mg; 8, canagliflozin 300mg)
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Figure S1B. Inconsistency for cardiovascular events. (1, placebo; 2, dapagliflozin 2.5mg; 3, dapagliflozin 5mg; 4, dapagliflozin 10mg; 5, empagliflozin 10mg; 6, empagliflozin 25mg; 7, canagliflozin 100mg; 8, canagliflozin 300mg)
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Figure S1C. Inconsistency using the node-splitting approach for volume depletion. (1, placebo; 2, dapagliflozin 2.5mg; 3, dapagliflozin 5mg; 4, dapagliflozin 10mg; 5, empagliflozin 10mg; 6, empagliflozin 25mg; 7, canagliflozin 100mg; 8, canagliflozin 300mg)
Figure S2. Publication bias of funnel plot
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Figure S2-A: funnel plot for all-cause death. (1, placebo; 2, dapagliflozin 2.5mg; 3, dapagliflozin 5mg; 4, dapagliflozin 10mg; 5, empagliflozin 10mg; 6, empagliflozin 25mg; 7, canagliflozin 100mg; 8, canagliflozin 300mg)
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Figure S2-B: funnel plot for cardiovascular events. (1, placebo; 2, dapagliflozin 2.5mg; 3, dapagliflozin 5mg; 4, dapagliflozin 10mg; 5, empagliflozin 10mg; 6, empagliflozin 25mg; 7, canagliflozin 100mg; 8, canagliflozin 300mg)
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Figure S2-C: funnel plot for volume depletion. (1, placebo; 2, dapagliflozin 2.5mg; 3, dapagliflozin 5mg; 4, dapagliflozin 10mg; 5, empagliflozin 10mg; 6, empagliflozin 25mg; 7, canagliflozin 100mg; 8, canagliflozin 300mg)
