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Supplementary material
[bookmark: _Toc199252788]Tables
[bookmark: _Ref166076576]Table S1	Baseline characteristics applied in the analyses
	Baseline characteristics
	Mean (standard deviation)

	
	Full population
(N=3,533)
	Subgroup receiving SGLT-2 inhibitors at baseline
(N=550)
	Subgroup not receiving SGLT-2 inhibitors at baseline
(N=2,983)

	Demographics
	
	
	

	Age, years
	66.60 (9.00)
	64.80 (9.20)
	66.95 (8.90)

	Percentage male, %
	69.70
	77.45
	68.35

	Duration of diabetes, years
	17.36 (9.28)
	17.49 (9.20)
	17.34 (9.30)

	Percentage smokers, %
	12.10
	14.2
	11.80

	Race
	
	
	

	Percentage White, %
	50.2
	47.8
	50.5

	Percentage Black, %
	4.5
	2.2
	5.0

	Percentage Hispanic, %
	15.7
	10.4
	16.7

	Percentage Other, %
	29.6
	39.7
	27.9

	Risk factors
	
	
	

	HbA1c, mmol/mol
	62 (14.1)
	62 (13.1)
	62 (14.2)

	HbA1c, %
	7.78 (1.29)
	7.80 (1.20)
	7.80 (1.30)

	SBP, mmHg
	138.60 (15.80)
	134.95 (15.62)
	139.30 (15.70)

	BMI, kg/m2
	31.97 (6.33)
	31.70 (6.20)
	32.00 (6.35)

	Total cholesterol, mmol/L
	4.40 (1.24)
	4.36 (1.26)
	4.40 (1.24)

	HDL cholesterol, mmol/L
	1.10 (0.31)
	1.10 (0.31)
	1.10 (0.31)

	LDL cholesterol, mmol/L
	2.30 (1.00)
	2.16 (0.91)
	2.32 (1.01)

	eGFR, mL/min/1.73m2
	47.00 (15.15)
	51.15 (15.35)
	46.25 (15.01)

	White blood cells, 106 cells/mL
	6.80 (1.80)
	6.80 (1.80)
	6.80 (1.80)

	Heart rate, bpm
	73.20 (11.30)
	73.80 (12.00)
	73.00 (11.20)

	Hemoglobin, g/dL
	13.03 (1.74)
	13.91 (1.79)
	12.86 (1.68)

	Complication history, %
	
	
	

	Percentage with atrial fibrillation at baseline
	7.6
	7.5
	7.6

	Percentage with urinary albumin ≥50mg/L at baseline
	96.9
	97.1
	96.9

	Percentage with peripheral vascular disease at baseline
	16.6
	14.4
	17.0

	Percentage with myocardial infarction at baseline
	14.5
	15.5
	14.4

	Percentage with stroke at baseline
	10.4
	6.7
	11.1

	Percentage with ischemic heart disease at baseline
	37.7
	35.8
	38.0

	Percentage with revascularization at baseline
	22.6
	23.5
	22.4

	Percentage with heart failure at baseline
	19.2
	15.0
	19.9

	Percentage with foot ulcer at baseline
	1.2
	1.6
	1.1

	Percentage with amputation at baseline
	3.1
	3.3
	3.1

	Percentage with blindness at baseline
	0.1
	0.2
	0.2

	Percentage with renal failure at baseline
	0.0
	0.0
	0.0

	Percentage with SPSL/neuropathy at baseline
	43.1
	44.5
	42.8


BMI, body mass index; eGFR, estimated glomerular filtration rate; HbA1c, glycated hemoglobin; HDL, high-density lipoprotein cholesterol; LDL, low-density lipoprotein cholesterol; SBP, systolic blood pressure; SGLT−2, sodium-glucose co-transporter-2.
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Table S2	Treatment effects and hypoglycemia rates applied in the analyses
	Risk factors
	Changes
	Mean change (standard deviation)

	
	
	Full population
(N=3,533)
	Subgroup receiving SGLT-2 inhibitors at baseline
(N=550)
	Subgroup not receiving SGLT-2 inhibitors at baseline
(N=2,983)

	
	
	Semaglutide 1 mg
	Placebo
	Semaglutide 1 mg
	Placebo
	Semaglutide 1 mg
	Placebo

	HbA1c, mmol/mol
	Baseline to year 1
	−10.1 (14.0)
	0.7 (13.3)
	−9.6 (12.6)
	2.6 (14.5)
	−10.1 (14.2)
	0.3 (13.1)

	
	Year 1 to year 2
	0.5 (0)
	−1.3 (0)
	1.2 (0)
	−1.7 (0)
	0.4 (0)
	−1.2 (0)

	
	Year 2 to year 3
	0.1 (0)
	−1.3 (0)
	−0.3 (0)
	−1.3 (0)
	0.2 (0)
	1.3 (0)

	HbA1c, %
	Baseline to year 1
	−0.92 (1.28)
	0.06 (1.22)
	−0.88 (1.15)
	0.24 (1.33)
	−0.92 (1.30)
	0.03 (1.20)

	
	Year 1 to year 2
	0.05 (0)
	−0.12 (0)
	0.11 (0)
	−0.16 (0)
	0.04 (0)
	−0.11 (0)

	
	Year 2 to year 3
	0.01 (0)
	−0.12 (0)
	−0.03 (0)
	−0.12 (0)
	0.02 (0)
	−0.12 (0)

	SBP, mmHg
	Baseline to year 1
	−3.98 (16.59)
	−0.92 (16.83)
	−3.00 (16.07)
	0.70 (16.07)
	−4.16 (16.68)
	−1.22 (16.96)

	
	Year 1 to year 2
	0.19 (0)
	−0.63 (0)
	1.37 (0)
	−1.92 (0)
	−0.04 (0)
	−0.40 (0)

	
	Year 2 to year 3
	−0.09 (0)
	−0.33 (0)
	0.65 (0)
	1.29 (0)
	−0.23 (0)
	−0.64 (0)

	BMI, kg/m2
	Baseline to year 1
	−1.82 (2.12)
	−0.18 (1.87)
	−1.94 (1.91)
	−0.18 (1.38)
	−1.79 (2.16)
	−0.18 (1.95)

	
	Year 1 to year 2
	−0.17 (0)
	−0.32 (0)
	0.02 (0)
	−0.21 (0)
	−0.21 (0)
	−0.34 (0)

	
	Year 2 to year 3
	−0.29 (0)
	−0.32 (0)
	−0.34 (0)
	−0.44 (0)
	−0.29 (0)
	−0.30 (0)

	HDL, mmol/L
	Baseline to year 1
	0.01 (0.20)
	−0.01 (0.19)
	0.03 (0.17)
	−0.01 (0.19)
	0.00 (0.20)
	−0.01 (0.19)

	
	Year 1 to year 2
	0.00 (0)
	−0.01 (0)
	−0.01 (0)
	−0.01 (0)
	0.01 (0)
	−0.02 (0)

	
	Year 2 to year 3
	0.01 (0)
	0.01 (0)
	0.01 (0)
	0.02 (0)
	0.02 (0)
	0.01 (0)

	LDL, mmol/L
	Baseline to year 1
	−0.16 (0.86)
	−0.01 (0.82)
	−0.19 (0.77)
	−0.03 (0.75)
	−0.15 (0.87)
	−0.01 (0.83)

	
	Year 1 to year 2
	0.04 (0)
	−0.07 (0)
	0.03 (0)
	−0.11 (0)
	0.04 (0)
	−0.07 (0)

	
	Year 2 to year 3
	−0.01 (0)
	0 (0)
	−0.04 (0)
	−0.06 (0)
	−0.01 (0)
	0.01 (0)

	eGFR, mL/min/1.73m2
	Baseline to year 1
	−1.27 (9.95)
	−3.73 (9.86)
	0.81 (10.30)
	−2.39 (10.02)
	−1.67 (9.84)
	−3.98 (9.81)

	
	Year 2 onwards
	−2.36
	−3.30
	−2.68
	−3.00
	−2.30
	−3.36

	White blood cells, 106 cells/mL
	Baseline to year 1
	No changes assumed

	
	Year 1 to year 2
	

	
	Year 2 to year 3
	

	Hemoglobin, g/dL
	Baseline to year 1
	−0.02 (1.08)
	−0.14 (1.12)
	0.06 (1.06)
	−0.12 (1.10)
	−0.04 (1.09)
	−0.14 (1.12)

	
	Year 1 to year 2
	−0.02 (0)
	−0.10 (0)
	−0.05 (0)
	−0.12 (0)
	−0.01 (0)
	−0.09 (0)

	
	Year 2 to year 3
	−0.01 (0)
	0.02 (0)
	−0.17 (0)
	−0.14 (0)
	0.02 (0)
	0.05 (0)

	Severe hypoglycemia rate, per patient per year
	0.0080 (0)
	0.0080 (0)
	0.0107 (0)
	0.0054 (0)
	0.0075 (0)
	0.0085 (0)


BMI, body mass index; eGFR, estimated glomerular filtration rate; HbA1c, glycated hemoglobin; HDL, high-density lipoprotein cholesterol; LDL, low-density lipoprotein cholesterol; SBP, systolic blood pressure; SGLT−2, sodium-glucose co-transporter-2.
Bold, statistically significant differences between treatment arms; note: no information of statistical significance of severe hypoglycemia rates.



Table S3	Costs applied in the analyses
	Aspect
	Cost, DKK
	Reference

	
	Event or onset
	Subsequent years
	

	Cardiovascular complications

	Myocardial infarction
	139,557
	22,687
	[bookmark: _Ref153981279][[endnoteRef:1]] [1: [] Kjellberg J, Tikkanen CK, Bagger M, Gæde P (2020) Short-term societal economic burden of first-incident type 2 diabetes-related complications - a nationwide cohort study. Expert Rev Pharmacoecon Outcomes Res 20(6):577-586. https://doi.org/10.1080/14737167.2020.1837626] 


	Stroke
	102,602
	15,205
	[1]

	Ischemic heart disease
	302,629
	23,590
	[1]

	Revascularization
	113,138
	0
	[[endnoteRef:2]] [2: [] DRG 2024 tariffs in Denmark. Available from https://sundhedsdatastyrelsen.dk/data-og-registre/sundhedsoekonomi/drg/drg-takster. Accessed November 2024] 


	Congestive heart failure
	77,580
	9,177
	[1]

	Microvascular complications

	Foot ulcer
	135,131
	0
	[[endnoteRef:3]] [3: [] Søndergaard LN, Christensen AB, Vinding AL, Kjær IL, Larsen P (2015) Elevated costs and high one-year mortality in patients with diabetic foot ulcers after surgery. Dan Med J 62(4):A5050.] 


	Amputation
	257,748
	7,507
	[bookmark: _Ref196485228][[endnoteRef:4]] [4: [] Carlsson KS, Andersson E, Fridhammar A, Willis, M (2015) Påverkbara kostnader för typ 2-diabetes år 2020 och år 2030 i Sverige. Prognoser med IHE Cohort Model of Type 2 Diabetes. IHE Report/IHE Rapport 2015. The Swedish Institute for Health Economics. Available from https://ihe.se/app/uploads/2017/10/IHE-Rapport_2015_1.pdf. Accessed April 2025] 


	Blindness
	8,784
	3,749
	[4]

	Macular edema
	39,304
	13,101
	[4]

	Neuropathy
	54,214
	14,180
	[1]

	CKD stages

	KDIGO CKD eGFR stage 1
	0
	0
	Assumed

	KDIGO CKD eGFR stage 2
	0
	0
	Assumed

	KDIGO CKD eGFR stage 3
	0
	0
	Assumed

	KDIGO CKD eGFR stage 4
	71,851
	63,379
	[1]

	KDIGO CKD eGFR stage 5
	225,198
	206,563
	[1]

	Adverse events

	Non−severe daytime hypoglycemic event
	29
	―
	[bookmark: _Ref196485275][[endnoteRef:5]] [5: [] Hoskins N, Tikkanen CK, Pedersen-Bjergaard U (2017) The economic impact of insulin-related hypoglycemia in Denmark: an analysis using the Local Impact of Hypoglycemia Tool. J Med Econ 20(4):363-370. https://doi.org/10.1080/13696998.2016.1269774] 


	Non−severe nocturnal hypoglycemic event
	29
	―
	[5]

	Severe hypoglycemic event 
	1111
	―
	[5]


CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; DKK, 2023 Danish Kroner; KDIGO, Kidney Disease Improving Global Outcomes.

Table S4	Utilities applied in the analyses
	Aspect
	Utility
	Reference

	
	Event or onset
	Subsequent years
	

	Baseline type 2 diabetes
	0.820
	[bookmark: _Ref153981147][[endnoteRef:6]] [6: [] Hayes A, Arima H, Woodward M, et al (2016) Changes in Quality of Life Associated with Complications of Diabetes: Results from the ADVANCE Study. Value Health 19(1):36-41. https://doi.org/10.1016/j.jval.2015.10.010] 


	Cardiovascular complications

	Myocardial infarction
	−0.051
	−0.051
	[bookmark: _Ref153981166][[endnoteRef:7]] [7: [] Briggs AH, Bhatt DL, Scirica BM, et al (2017) Health-related quality-of-life implications of cardiovascular events in individuals with type 2 diabetes mellitus: A subanalysis from the Saxagliptin Assessment of Vascular Outcomes Recorded in Patients with Diabetes Mellitus (SAVOR)-TIMI 53 trial. Diabetes Res Clin Pract 130:24-33. https://doi.org/10.1016/j.diabres.2016.12.019] 


	Stroke
	−0.111
	−0.111
	[7]

	Ischemic heart disease
	−0.010
	−0.010
	[6]

	Revascularization
	−0.038
	−0.016
	[bookmark: _Ref153981182][[endnoteRef:8]] [8: [] Shao H, Yang S, Fonseca V, Stoecker C, Shi L (2019) Estimating Quality of Life Decrements Due to Diabetes Complications in the United States: The Health Utility Index (HUI) Diabetes Complication Equation. Pharmacoeconomics 37(7):921-929. https://doi.org/10.1007/s40273-019-00775-8] 


	Congestive heart failure
	−0.065
	−0.065
	[7]

	Microvascular complications

	Foot ulcer
	−0.023
	0.000
	[bookmark: _Ref153981190][[endnoteRef:9]] [9: [] Bagust A, Beale S (2005) Modelling EuroQol health-related utility values for diabetic complications from CODE-2 data. Health Econ 14(3):217-30. https://doi.org/10.1002/hec.910] 


	Amputation
	−0.122
	−0.122
	[6]

	Blindness
	−0.083
	−0.083
	[6]

	Macular edema
	−0.047
	0.000
	[bookmark: _Ref153981206][[endnoteRef:10]] [10: [] Mitchell P, Annemans L, Gallagher M, et al (2012) Cost-effectiveness of ranibizumab in treatment of diabetic macular oedema (DME) causing visual impairment: evidence from the RESTORE trial. Br J Ophthalmol 96(5):688-93. https://doi.org/10.1136/bjophthalmol-2011-300726] 


	Neuropathy
	−0.066
	−0.066
	[8]

	CKD stages

	KDIGO CKD eGFR stage 1
	0.000
	0.000
	Assumed

	KDIGO CKD eGFR stage 2
	0.000
	0.000
	Assumed

	KDIGO CKD eGFR stage 3
	−0.004
	−0.004
	[bookmark: _Ref153981224][[endnoteRef:11]] [11: [] Nauck MA, Buse JB, Mann JFE, et al (2019) Health-related quality of life in people with type 2 diabetes participating in the LEADER trial. Diabetes Obes Metab 21(3):525-532. https://doi.org/10.1111/dom.13547] 


	KDIGO CKD eGFR stage 4
	−0.004
	−0.004
	[11]

	KDIGO CKD eGFR stage 5
	−0.049
	−0.049
	[6]

	Adverse events

	Non−severe daytime hypoglycemic event
	−0.004
	―
	[bookmark: _Ref153981242][[endnoteRef:12]] [12: [] Evans M, Khunti K, Mamdani M, et al (2013) Health-related quality of life associated with daytime and nocturnal hypoglycaemic events: a time trade-off survey in five countries. Health Qual Life Outcomes 11:90. https://doi.org/10.1186/1477-7525-11-90] 


	Non−severe nocturnal hypoglycemic event
	−0.007
	―
	[12]

	Severe hypoglycemic event 
	−0.057
	―
	[12]


CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; DKK, 2023 Danish Kroner; KDIGO, Kidney Disease Improving Global Outcomes.
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