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Supplementary tables
Supplementary Tables S1-S4 provide assay kit specifications, exploratory biomarker correlations with cardiac disease severity, and sensitivity analyses of the primary association.
Table S1. Enzyme-linked immunosorbent assay kits used for the biomarker panel measurements
	Analyte
	Manufacturer
	Catalog number
	Assay format
	Unit

	8-OHdG
	Cloud-Clone Corp.
	CEA660Ge
	competitive inhibition
	pg/ml

	AOPP
	Cloud-Clone Corp.
	CEB223Hu
	competitive inhibition
	ng/ml

	GDF-15
	RayBiotech
	ELH-GDF15-2
	sandwich
	pg/ml

	sVCAM-1 (CD106)
	Medix Biochemica (formerly Diaclone)
	850.580.192
	sandwich
	ng/ml

	Angiopoietin-2
	Medix Biochemica (formerly Diaclone)
	873.080.192
	sandwich
	pg/ml

	sE-selectin (CD62E)
	Medix Biochemica (formerly Diaclone)
	850.530.192
	sandwich
	ng/ml


All measurements were performed in accordance with the manufacturers' instructions. The "Unit" column gives the reporting unit proper to the given kit. For advanced oxidation protein products, the results in the main text are presented in µg/ml (1 µg/ml = 1000 ng/ml). Concentrations were calculated from the calibration curve generated on the same plate, using the calibration model indicated by the manufacturer of the given assay.
Table S2. Biomarker correlations with cardiac disease severity in chronic heart failure
	Biomarker
	LVEF
	Left atrial dimension
	NT-proBNP
	hs-TnT

	sVCAM-1
	−0.25 (p = 0.0004)
	+0.19 (p = 0.008)
	+0.06 (p = 0.394)
	+0.07 (p = 0.310)

	sE-selectin
	−0.05 (p = 0.519)
	+0.18 (p = 0.014)
	+0.01 (p = 0.883)
	+0.02 (p = 0.732)

	Angiopoietin-2
	+0.10 (p = 0.157)
	−0.04 (p = 0.540)
	−0.04 (p = 0.605)
	−0.08 (p = 0.236)

	GDF-15
	+0.10 (p = 0.152)
	−0.12 (p = 0.085)
	−0.07 (p = 0.325)
	−0.09 (p = 0.204)

	8-OHdG
	+0.07 (p = 0.341)
	+0.04 (p = 0.548)
	+0.01 (p = 0.941)
	+0.03 (p = 0.663)

	AOPP
	−0.11 (p = 0.130)
	+0.09 (p = 0.229)
	+0.07 (p = 0.363)
	+0.02 (p = 0.793)


Spearman rank correlation coefficients. The analysis covers 196 patients with chronic heart failure; the complete set of four indicators was obtained in all of them. After the Holm correction across 24 comparisons the significance threshold for the smallest p value is 0.0021, so that only the association of sVCAM-1 with left ventricular ejection fraction meets this criterion. The analysis is exploratory. The NT-proBNP and high-sensitivity troponin T columns cover those patients with chronic heart failure in whom measurement of these analytes was obtained.
Table S3. Sensitivity analyses of SGLT2 inhibitor use and sVCAM-1
	Model specification
	Difference (%)
	95% CI
	p
	R²
	n

	Unadjusted
	+25.9
	+18.1 to +34.2
	<0.001
	0.150
	287

	Main model (8 covariates)
	+12.8
	+3.6 to +22.9
	0.006
	0.223
	287

	Main model excluding influential observations (Cook > 4/n)
	+12.9
	+4.1 to +22.4
	0.004
	0.270
	278

	Main model + implanted device
	+14.1
	+4.8 to +24.2
	0.003
	0.239
	287

	Main model + NYHA class
	+12.8
	+3.5 to +23.0
	0.006
	0.223
	287

	Main model + ln(interleukin 6)
	+13.7
	+4.5 to +23.7
	0.003
	0.243
	286

	Main model restricted to NYHA class IIᵃ
	+15.7
	+2.5 to +30.7
	0.018
	0.102
	168


The main model comprises age, sex, eGFR, type 2 diabetes, chronic heart failure, left ventricular ejection fraction, left atrial dimension and coronary artery disease. Each successive row presents the main model extended by one variable or restricted to the indicated subset of patients. Interleukin 6 was not included in the main model because of its role as a potential mediator. An implanted device was not included in the main model because it did not change the estimate and because subgroup sizes did not allow device types to be distinguished. All estimates concern the same contrast: patients receiving an SGLT2 inhibitor versus those not receiving one. The model extended by the log-transformed interleukin 6 concentration was based on 286 patients, because measurement of this analyte was not obtained in one patient. The R² column presents the proportion of the variance of the log-transformed sVCAM-1 concentration explained by the model. ᵃ Post hoc analysis. In the NYHA class II subgroup chronic heart failure is constant, and this variable was therefore not included in the model; it comprises the remaining seven covariates. A total of 28 patients in class III, all of whom were receiving an SGLT2 inhibitor, and 91 patients without chronic heart failure were excluded. The results for all eight analytes in this subgroup are presented in Table S4.
Table S4. Analyte associations in unadjusted, adjusted and NYHA class II models
	Analyte
	Unadjusted, n = 287 — difference % (95% CI)
	Main model, n = 287 — difference % (95% CI); p
	NYHA class II, n = 168 — difference % (95% CI); p

	sVCAM-1
	+25.9 (+18.1 to +34.2)
	+12.8 (+3.6 to +22.9); 0.006
	+15.7 (+2.5 to +30.7); 0.018

	sE-selectin
	+12.3 (+0.4 to +25.5)
	+11.1 (−4.7 to +29.6); 0.178
	+8.3 (−9.7 to +29.8); 0.387

	Angiopoietin-2
	−20.3 (−32.3 to −6.1)
	−1.0 (−20.8 to +23.8); 0.930
	−8.2 (−31.7 to +23.4); 0.568

	8-OHdG
	−9.7 (−21.3 to +3.5)
	−4.2 (−20.8 to +15.8); 0.657
	−1.1 (−19.3 to +21.3); 0.915

	AOPP
	−2.8 (−17.5 to +14.6)
	+3.5 (−17.4 to +29.7); 0.764
	+15.1 (−14.2 to +54.5); 0.346

	GDF-15
	−42.8 (−64.3 to −8.1)
	−2.0 (−48.9 to +87.8); 0.951
	+44.5 (−37.7 to +234.7); 0.389

	NT-proBNPᵇ
	+80.1 (+34.0 to +142.0)
	−12.7 (−37.7 to +22.3); 0.427
	−22.7 (−48.5 to +16.1); 0.213

	hs-TnTᵇ
	+34.8 (+16.7 to +55.8)
	−1.8 (−17.3 to +16.5); 0.831
	−3.8 (−21.3 to +17.7); 0.705


All estimates concern the same contrast: patients receiving an SGLT2 inhibitor versus those not receiving one. The dependent variable was the natural log-transformed concentration of the analyte; the difference was converted to the original scale as (e^β − 1) × 100%. The main model comprises age, sex, eGFR, type 2 diabetes, chronic heart failure, left ventricular ejection fraction, left atrial dimension and coronary artery disease. The analysis restricted to NYHA class II is a post hoc analysis and comprises the same seven variables without chronic heart failure, which is constant in this subgroup; 28 patients in class III, all of whom were receiving an SGLT2 inhibitor, and 91 patients without chronic heart failure were excluded. This analysis is a sensitivity analysis of the primary result and not a separate family of confirmatory comparisons, and the Holm correction was therefore not applied to it again; had it been applied to the six panel markers, the p value for sVCAM-1 would have been 0.111 and that for the remaining five analytes 1.000. ᵇ NT-proBNP and high-sensitivity troponin T do not belong to the panel and remain outside the family of comparisons covered by the Holm correction; they are presented as clinical reference markers. The estimates for these two analytes in the unadjusted model and in the main model were made on 285 patients, because measurements were not obtained in two patients from the group not receiving an SGLT2 inhibitor; both were outside the NYHA class II subgroup.
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