Supplementary Table S1. Association of EASIX and CKD with Overall and In-Hospital Mortality: Univariable and Multivariable Analyses
	Variable
	Univariable
HR / OR
	95% CI
	p value
	Multivariable
HR / OR
	95% CI
	p value

	Overall Mortality

	EASIX (per 1-unit increase)
	1.19
	1.09–1.31
	<0.001
	1.16
	1.003–1.338
	0.046

	CKD
	2.66
	1.84–3.86
	<0.001
	2.02
	1.03–3.98
	0.041

	In-Hospital Mortality

	EASIX (per 1-unit increase)
	1.23
	1.09–1.38
	0.001
	1.31
	1.02–1.68
	0.022

	CKD
	2.78
	1.60–4.77
	<0.001
	0.89
	0.23–2.84
	0.846


Overall mortality model adjusted for: age, sex, LVEF, lnBNP, atrial fibrillation, balloon-expandable valve, albumin, total bilirubin, and TAPSE. 
In-hospital mortality model adjusted for: age, sex, lnBNP, total bilirubin, ALT, hypertension, and TAPSE. 
Abbreviations: EASIX: Endothelial Activation and Stress Index; CKD: chronic kidney disease.
Supplementary Table S2. Sensitivity Analysis for In-Hospital Mortality (Excluding Patients with CKD)
	Variable
	OR
	95% CI
	p-value

	Female sex
	3.27
	0.99–13.62
	0.070

	EASIX
	1.85
	1.13–3.15
	0.014

	Age
	1.01
	0.92–1.11
	0.865

	Total bilirubin
	0.82
	0.35–1.67
	0.579

	lnBNP
	0.96
	0.68–1.38
	0.805

	ALT
	1.04
	1.01–1.07
	0.003

	Hypertension
	0.36
	0.11–1.22
	0.086

	TAPSE
	1.35
	0.23–7.06
	0.729


Abbreviations: EASIX, endothelial activation and stress index; lnBNP, logarithmic B-type natriuretic peptide; ALT, alanine aminotransferase; TAPSE, tricuspid annular plane systolic excursion.

Supplementary Table S3. Sensitivity Analysis for Overall Mortality (Excluding Patients with CKD)
	Variable
	HR
	95% CI
	p-value

	Female sex
	2.07
	0.87–4.92
	0.098

	Atrial fibrillation
	0.90
	0.39–2.03
	0.792

	BEV
	1.23
	0.52–2.92
	0.643

	EASIX
	1.33
	0.96–1.85
	0.088

	LVEF
	0.98
	0.95–1.02
	0.397

	Albumin
	1.00
	0.46–2.17
	0.991

	Total bilirubin
	1.02
	0.61–1.69
	0.949

	lnBNP
	1.14
	0.88–1.49
	0.325

	TAPSE
	0.49
	0.13–1.83
	0.287

	Age
	1.00
	0.94–1.06
	0.902


Abbreviations:, endothelial activation and stress index; LVEF, left ventricular ejection fraction; lnBNP, logarithmic B-type natriuretic peptide; TAPSE, tricuspid annular plane systolic excursion; BEV, balloon-expandable valve.

Supplementary Table S4. Incremental discriminative and reclassification value of EASIX beyond a clinical base model for in-hospital and overall mortality after TAVI.
	Metric
	In-hospital mortality
	Overall mortality

	Discrimination (Harrell's C-index)

	C-index, base model
	0.676
	0.708

	C-index, base model + EASIX
	0.704
	0.725

	ΔC-index
	0.028
	0.017

	p-value (ΔC-index)
	0.031
	0.051

	Reclassification metrics

	cNRI (95% CI)
	0.357 (0.021–0.578)
	0.314 (0.037–0.499)

	p-value (cNRI)
	0.042
	0.032

	IDI (95% CI)
	0.019 (0.001–0.054)
	0.022 (0.001–0.056)

	p-value (IDI)
	0.032
	0.038


Base model includes age, sex, left ventricular ejection fraction (LVEF), and natural logarithm of B-type natriuretic peptide (lnBNP). The full model additionally includes the EASIX
Abbreviations: C-index = Harrell's concordance index; ΔC-index = absolute improvement in C-index after the addition of EASIX; cNRI = continuous Net Reclassification Improvement; IDI = Integrated Discrimination Improvement; CI = confidence interval.
Confidence intervals for cNRI and IDI were derived from 1000 bootstrap replications. P-values < 0.05 indicate a statistically significant improvement after the addition of EASIX to the base model.


Supplementary Table S5. Sequential model-building analysis quantifying the incremental contribution of lnBNP and EASIX to discrimination and reclassification for in-hospital and overall mortality after TAVI.
Panel A. Discrimination (Harrell's C-index) across sequential models
	
	In-hospital mortality
	Oveall mortality

	Model
	Variables
	C-index
	ΔC
	p
	C-index
	ΔC
	p

	M1
	Age + sex + LVEF
	0.592
	—
	—
	0.640
	—
	—

	M2
	M1 + lnBNP
	0.676
	+0.084
	0.102
	0.708
	+0.068
	0.034

	M3
	M2 + EASIX (full model)
	0.704
	+0.028
	0.031
	0.725
	+0.017
	0.051



Panel B. Reclassification metrics for the incremental contribution of EASIX (M3 vs M2)
	
	In-hospital mortality
	Overall

	Metric
	Estimate (95% CI)
	p
	Estimate (95% CI)
	p

	cNRI (95% CI)
	0.357 (0.026–0.563)
	0.038
	0.314 (0.036–0.511)
	0.032

	IDI (95% CI)
	0.019 (0.001–0.048)
	0.032
	0.022 (0.002–0.052)
	0.024


Sequential models. M1 = age + sex + LVEF; M2 = M1 + lnBNP; M3 = M2 + EASIX. In Panel A, ΔC values for M2 represent the change versus M1, and ΔC values for M3 represent the change versus M2. Panel B reports reclassification metrics for the incremental contribution of EASIX (M3 vs M2).
Abbreviations: EASIX, Endothelial Activation and Stress Index; LVEF, left ventricular ejection fraction; lnBNP, natural logarithm of B-type natriuretic peptide; C-index, Harrell's concordance index; ΔC, absolute change in C-index; cNRI, continuous Net Reclassification Improvement; IDI, Integrated Discrimination Improvement; CI, confidence interval.
Confidence intervals for cNRI and IDI were derived from 1000 bootstrap replications. P-values < 0.05 indicate a statistically significant improvement after the addition of the respective covariate.

