Supplementary Table 1. Bivariate correlations of cFGF23 with baseline clinical and laboratory parameters.
	Variable
	Spearman ρ
	P-value

	TS, %
	-0.227
	<0.001

	Serum iron, µg/dL
	-0.232
	<0.001

	Transferrin, mg/dL
	-0.178
	<0.001

	Ferritin, µg/L
	-0.037
	0.482

	Haemoglobin, g/dL
	-0.433
	<0.001

	Anaemia
	0.314
	<0.001

	RDW, %
	0.172
	<0.001

	MCV, fL
	-0.1
	0.052

	ESR
	0.398
	<0.001

	hs-CRP
	0.069
	0.182

	IL-6
	0.037
	0.476

	TNFα
	0.014
	0.789

	NLR
	-0.004
	0.933

	Phosphate
	0.263
	<0.001

	eGFR
	0.148
	0.004

	UACR
	0.083
	0.107


cFGF23, C-terminal fibroblast growth factor 23; TS, transferrin saturation; RDW, red cell distribution width; MCV, mean corpuscular volume; ESR, erythrocyte sedimentation rate; hs-CRP, high-sensitivity C-reactive protein; IL-6, interleukin 6; TNFα, tumour necrosis factor alpha; NLR, neutrophil-to-lymphocyte ratio; eGFR, estimated glomerular filtration rate; UACR, urine albumin-to-creatinine ratio.


Supplementary Table 2. Three-year MACE secondary cardiovascular outcomes according to cFGF23 tertiles.
	Outcome
	Total cohort
(n = 374)
	Tertile 1
(≤50.6 RU/mL)
(n = 125)
	Tertile 2
(50.6–55.1 RU/mL)
(n = 124)
	Tertile 3
(≥55.1 RU/mL)
(n = 125)
	P-value for trend

	CV hospitalization
	44 (11.8)
	16 (12.8)
	12 (9.7)
	16 (12.8)
	0.944

	Heart failure event
	13 (3.5)
	5 (4)
	6 (4.8)
	2 (1.6)
	0.319

	All-cause death
	16 (4.3)
	5 (4)
	4 (3.2)
	7 (5.6)
	0.506


cFGF23, c-terminal fibroblast growth factor 23; RU, relative units; CV, cardiovascular.



Supplementary Table 3. Five-year MACE and its components according to cFGF23 tertiles.
	Outcome
	Total cohort
(n = 374)
	Tertile 1
(≤50.6 RU/mL)
(n = 125)
	Tertile 2
(50.6–55.1 RU/mL)
(n = 124)
	Tertile 3
(≥55.1 RU/mL)
(n = 125)
	P-value for trend

	MACE
	64 (17.1)
	21 (16.8)
	14 (11.3)
	29 (23.2)
	0.18

	CV death
	27 (7.2)
	8 (6.4)
	6 (4.8)
	13 (10.4)
	0.223

	Coronary event
	38 (10.2)
	11 (8.8)
	8 (6.5)
	19 (15.2)
	0.094

	Stroke
	9 (2.4)
	3 (2.4)
	3 (2.4)
	3 (2.4)
	1.000


MACE, major adverse cardiovascular events; TS, transferrin saturation; cFGF23, c-terminal fibroblast growth factor 23; CV, cardiovascular.

Supplementary Table 4. Five-year MACE according to TS and cFGF23 combined phenotype.
	Outcome
	TS ≥20% + cFGF23 T1/T2
(n = 225)
	TS ≥20% + cFGF23 T3
(n = 97)
	TS <20% + cFGF23 T1/T2
(n = 24)
	TS <20% + cFGF23 T3
(n = 28)
	P-value for trend

	MACE
	27 (12)
	16 (16.5)
	8 (33.3)
	13 (46.4)
	<0.001

	CV death
	9 (4)
	6 (6.2)
	5 (20.8)
	7 (25)
	<0.001

	Coronary event
	14 (6.2)
	10 (10.3)
	5 (20.8)
	9 (32.1)
	<0.001

	Stroke
	6 (2.7)
	2 (2.1)
	0 (0)
	1 (3.6)
	0.833


MACE, major adverse cardiovascular events; TS, transferrin saturation; cFGF23, c-terminal fibroblast growth factor 23; CV, cardiovascular.

Supplementary Table 5. Baseline iron-related and hematological biomarkers according to five-year MACE.
	Variable
	Total cohort
(n = 374)
	No MACE
(n = 310)
	MACE
(n = 64)
	P

	Iron metabolism
	
	
	
	

	Serum iron (µg/dL)
	84.4 ± 31.8
	84 ± 31
	86.2 ± 35.8
	0.654

	Transferrin (mg/dL)
	302.5 ± 72.5
	300.5 ± 69
	312.1 ± 87.3
	0.318

	TS (%)
	29.3 ± 10
	30.3 ± 9.7
	25.0 ± 10.3
	<0.001

	TS <20% (n, %)
	52 (13.9)
	31 (10)
	21 (32.8)
	<0.001

	Ferritin (µg/L)
	122.1 (79.3–187.4)
	120.5 (76.8–184.1)
	132.5 (92.8–216)
	0.132

	Hematological profile
	
	
	
	

	Hemoglobin (g/dL)
	14.0 ± 1.7
	14.1 ± 1.7
	13.6 ± 2
	0.055

	Anemia, n (%)
	74 (19.8)
	54 (17.4)
	20 (31.2)
	0.018

	Hematocrit (%)
	42.3 ± 5.6
	42.5 ± 5.3
	41.7 ± 6.9
	0.4

	RDW (%)
	14.1 ± 1.7
	14.0 ± 1.5
	14.5 ± 2.4
	0.112

	MCV (fL)
	92.6 ± 7.3
	92.3 ± 6.7
	93.9 ± 9.6
	0.225


MACE, major adverse cardiovascular events; TS, transferrin saturation; RDW, red cell distribution width; MCV, mean corpuscular volume; MACE was defined as cardiovascular death, coronary event, or stroke.


Supplementary Table 6. Cox regression analysis for 5-year MACE
	Variable
	Univariate
HR (95% CI)
	P
	Model 1
HR (95% CI)
	P
	Model 2
HR (95% CI)
	P

	Age (years)
	1.02 (0.99–1.04)
	0.142
	1.01 (0.99–1.04)
	0.207
	1.01 (0.98–1.03)
	0.620

	Male sex
	1.5 (0.82–2.76)
	0.190
	1.8 (0.97–3.34)
	0.060
	1.93 (1.03–3.60)
	0.039

	BMI (kg/m²)
	1.41 (0.92-1.53)
	0.112
	—
	—
	—
	—

	Diabetes
	1.66 (0.99–2.79)
	0.053
	—
	—
	1.83 (1.09–3.08)
	0.023

	Hypertension
	1.36 (0.82–2.27)
	0.234
	—
	—
	—
	—

	Smoking
	0.83 (0.47–1.46)
	0.516
	—
	—
	—
	—

	Dyslipidaemia
	1.01 (0.62–1.64)
	0.979
	—
	—
	—
	—

	SSI (%)
	1.01 (1–1.02)
	0.180
	—
	—
	1.01 (0.99–1.02)
	0.254

	eGFR (mL/min/1.73 m²)
	0.99 (0.97–1.01)
	0.356
	—
	—
	0.99 (0.97–1.01)
	0.387

	Phosphate (mg/dL)
	0.96 (0.73–1.27)
	0.777
	—
	—
	—
	—

	Ferritin (per 100 µg/L)
	1.12 (1.02–1.23)
	0.014
	—
	—
	—
	—

	Haemoglobin (g/dL)
	0.82 (0.71–0.95)
	0.007
	—
	—
	—
	—

	Anaemia
	2.39 (1.41–4.06)
	0.001
	—
	—
	—
	—

	TS <20%
	4.49 (2.63–7.67)
	<0.001
	4.57 (2.64–7.94)
	<0.001
	4.97 (2.85–8.67)
	<0.001

	cFGF23 T3
	1.74 (1.07–2.85)
	0.027
	1.47 (0.89–2.43)
	0.135
	1.33 (0.78–2.27)
	0.301

	ESR (mm/h)
	1.01 (1–1.02)
	0.044
	—
	—
	1.01 (0.99–1.02)
	0.253


MACE, major adverse cardiovascular events; BMI, body mass index; SSI, stenosis severity index; eGFR, estimated glomerular filtration rate; TS, transferrin saturation; cFGF23, C-terminal fibroblast growth factor 23. The multivariable model included age, male sex, TS <20%, and cFGF23 T3 as prespecified covariates.


Supplementary Table 7. Model performance and incremental prognostic value of the combined TS/cFGF23 phenotype for MACE.
	Outcome/model
	Base model covariates
	Added variable
	Harrell's C-statistic,
base model
	Harrell's C-statistic,
extended model
	Delta C-statistic
	Continuous NRI
	IDI
	Schoenfeld global test

	3-year MACE, primary model
	Age, male sex
	Combined TS/cFGF23 phenotype
	0.63
	0.72
	+0.09
	0.42; P = 0.018
	0.061; P = 0.009
	P = 0.74

	5-year MACE, sensitivity model 1
	
Age, male sex

	Combined TS/cFGF23 phenotype
	0.62
	0.71
	+0.09
	0.39; P = 0.014
	0.052; P = 0.011
	P = 0.69

	5-year MACE, sensitivity model 2
	Age, male sex, DM, SSI, eGFR, ESR
	Combined TS/cFGF23 phenotype
	0.68
	0.75
	+0.07
	0.34; P = 0.026
	0.041; P = 0.021
	P = 0.62


Data are presented for models evaluating the incremental prognostic value of the combined transferrin saturation/C-terminal FGF23 phenotype. The combined TS/cFGF23 phenotype included four groups: TS >=20% + cFGF23 T1/T2, TS >=20% + cFGF23 T3, TS <20% + cFGF23 T1/T2 and TS <20% + cFGF23 T3, with TS >=20% + cFGF23 T1/T2 as the reference category. Harrell's C-statistic was used to assess model discrimination. Continuous net reclassification improvement and integrated discrimination improvement were used to evaluate risk reclassification after addition of the combined phenotype to each base model. The proportional hazards assumption was assessed using the global Schoenfeld residual test. cFGF23, C-terminal fibroblast growth factor 23; eGFR, estimated glomerular filtration rate; DM, diabetes mellitus; ESR, erythrocyte sedimentation rate; IDI, integrated discrimination improvement; MACE, major adverse cardiovascular events; NRI, net reclassification improvement; SSI, stenosis severity index; TS, transferrin saturation.

