


Table S1. Distribution of endostatin levels (ng/mL) across strata of study variables.
	
	Median
	IQR
	P value*

	Age > 80
	68.6
	53.9-89.5
	<0.001

	Age ≤ 80
	61.5
	49.9-78.3
	

	Male sex
	65.5
	51.3-85.2
	0.095

	Female sex
	63.9
	51.4-80.4
	

	No hypertension
	58.8
	46.9-74.8
	<0.001

	Hypertension
	66.6
	52.6-85.5
	

	Atrial fibrillation
	72.1
	55.4-92.6
	<0.001

	No atrial fibrillation
	63.4
	50.8-81.2
	

	No Diabetes
	62.4
	50.4-79.2
	<0.001

	Diabetes
	71.4
	55.2-94.6
	

	No CHF
	63.2
	50.8-80.3
	<0.001

	CHF
	72.8
	56.1-93.8
	

	No CAD
	63.2
	50.4-80.7
	<0.001

	CAD
	72.0
	59.2-97.3
	

	No stroke
	64.1
	51.1-82.2
	0.002

	Stroke
	72.1
	56.3-93.4
	

	No COPD
	64.2
	51.5-82.5
	0.306

	COPD
	66.1
	50.6-88.9
	

	Osteoporosis
	62.9
	49.3-79.1
	0.027

	No osteoporosis
	65.5
	51.8-84.3
	

	No Cancer
	63.7
	50.9-81.1
	<0.001

	Cancer
	68.0
	53.4-89.8
	

	No Iron deficiency
	64.4
	51.8-83.1
	0.237

	Iron deficiency
	64.3
	50.6-83.1
	

	No CKD
	54.1
	45.2-65.6
	<0.001

	CKD
	71.1
	56.5-93.7
	

	ACR<30
	61.0
	49.3-76.2
	<0.001

	ACR ≥30
	78.0
	59.9-110.9
	

	No PPIs
	64.8
	51.6-82.7
	0.363

	PPIs
	63.6
	50.6-83.9
	

	No antianemics
	63.6
	51.0-81.6
	<0.001

	Antianemics
	76.6
	59.1-106.3
	

	No antithrombotics
	61.3
	49.3-77.7
	<0.001

	Antithrombotics
	67.3
	53.2-88.5
	

	No corticosteroids
	64.3
	51.5-83.0
	0.702

	Corticosteroids
	69.0
	49.2-85.0
	


Notes. ACR, albumin-to-creatinine ratio; CAD, coronary artery disease; CHF, congestive heart failure; CKD, chronic kidney disease; COPD, chronic obstructive pulmonary disease; eGFR, estimated glomerular filtration rate; PPI, proton pump inhibitor. * p values are related to Wilcoxon test.


Table S2. Linear regression models showing the association between standardized log-transformed endostatin levels and hemoglobin values at the baseline visit and according to the presence of CKD. 
	All patients
	Model A, β (95%CI)
	Model B, β (95%CI)
	Model C, β (95%CI)

	Log Endostatin
	
	
	

	Log endostatin
	-0.38 (-0.44, -0.32)***
	-0.21 (-0.28, -0.14)***
	-0.21 (-0.28, -0.14)***

	Intercept
	16.97 (15.80, 18.15)***
	15.05 (13.78, 16.32)***
	14.69 (13.44, 15.95)***

	Endostatin tertiles
	
	
	

	Endostatin T1
	-
	-
	-

	Endostatin T2
	-0.16 (-0.31, -0.01)*
	-0.04 (-0.19, -0.10)
	-0.07 (-0.21, 0.07)

	Endostatin T3
	-0.81 (-0.96, -0.67)***
	-0.41 (-0.58, -0.25)***
	-0.41 (-0.57, -0.24)***

	Intercept
	17.46 (16.28, 18.63)***
	15.06 (13.79, 16.33)***
	14.71 (13.45, 15.97)***

	Patients without CKD
	
	
	

	Log Endostatin
	
	
	

	Log endostatin
	0.05 (-0.06, 0.15)
	0.03 (-0.08, 0.13) 
	0.01 (-0.09, 0.12)

	Intercept
	17.10 (15.14, 19.06)***
	16.78 (14.59, 18.97)***
	16.44 (14.26, 18.62)***

	Endostatin tertiles
	
	
	

	Endostatin T1
	-
	-
	-

	Endostatin T2
	0.002 (-0.18, 0.19)
	-0.02 (-0.21, 0.16)
	-0.005 (-0.23, 0.14) 

	Endostatin T3
	0.14 (-0.12, 0.40)
	-0.10 (-0.16, 0.36)
	0.008 (-0.18, 0.34)

	Intercept
	17.02 (15.06, 19.00)***
	16.78 (14.56, 18.98)***
	16.45 (14.27, 18.64)***

	Patients with CKD
	
	
	

	Log Endostatin
	
	
	

	Log endostatin
	-0.52 (-0.60, -0.44)***
	-0.27 (-0.37, -0.17)***
	-0.26 (-0.36, -0.17)***

	Intercept
	16.55 (15.08, 18.02)***
	14.33 (12.74, 15.92)***
	14.12 (12.54, 15.71)***

	Endostatin tertiles
	
	
	

	Endostatin T1
	-
	-
	-

	Endostatin T2
	-0.31 (-0.53, -0.09)**
	-0.18 (-0.38, 0.04)
	-0.18 (-0.39, 0.02)

	Endostatin T3
	-1.08 (-1.29, -0.87)***
	-0.54 (-0.77, -0.32)***
	-0.54 (-0.76, -0.32)***

	Intercept
	17.06 (15.57, 18.55)***
	14.28 (12.69, 15.87)***
	14.07 (12.45, 15.65)***


Notes: CKD = chronic kidney disease; T = tertile; *p <0.05; **p<0.001; ***p<0.0001

Table S3. Multivariable logistic regression models showing the association between standardized log-transformed endostatin levels and prevalent anemia.
	[bookmark: _Hlk206264414]All patients
	Model A, OR (95%CI)
	Model B, OR (95%CI)
	Model C, OR (95%CI)

	Log Endostatin
	
	
	

	Log endostatin
	1.98 (1.76-2.24)
	1.37 (1.17-1.61)
	1.38 (1.18-1.62)

	Endostatin tertiles
	
	
	

	Endostatin T1
	-
	-
	-

	Endostatin T2
	1.18 (0.86-1.64)
	0.91 (0.64-1.27)
	0.96 (0.68-1.36)

	Endostatin T3
	3.51 (2.64-4.71)
	1.57 (1.10-2.24)
	1.59 (1.11-2.29)

	Patients without CKD
	
	
	

	Log Endostatin
	
	
	

	Log endostatin
	1.04 (0.77-1.41)
	1.09 (0.79-1.51)
	1.16 (0.84-1.61)

	Endostatin tertiles
	
	
	

	Endostatin T1
	-
	-
	-

	Endostatin T2
	1.01 (0.60-1.68)
	1.07 (0.62-1.81)
	1.19 (0.69-2.04)

	Endostatin T3
	0.92 (0.40-1.61)
	0.99 (0.42-2.14)
	1.01 (0.42-2.24)

	Patients with CKD
	
	
	

	Log Endostatin
	
	
	

	Log endostatin
	2.13 (1.85-2.48)
	1.43 (1.18-1.74)
	1.43 (1.18-1.74)

	Endostatin tertiles
	
	
	

	Endostatin T1
	-
	-
	-

	Endostatin T2
	1.23 (0.80-1.93)
	0.93 (0.59-1.47)
	0.96 (0.60-1.53)

	Endostatin T3
	3.89 (2.66-5.80)
	1.72 (1.10-2.71)
	1.73 (1.11-2.75)


Notes: CKD = chronic kidney disease; T = tertile.

Table S4. Stratified logistic regression analysis of the cross-sectional association between standardized log-transformed endostatin and prevalent anemia.
	
	Model C, OR
	Model C, 95%CI
	P for interaction

	Age > 80
	1.36
	1.08-1.72
	

	Age ≤ 80
	1.33
	1.06-1.66
	0.55

	Male sex
	1.44
	1.15-1.81
	

	Female sex
	1.34
	1.06-1.69
	0.74

	No hypertension
	1.17
	0.82-1.67
	

	Hypertension
	1.45
	1.21-1.74
	0.008

	No Diabetes
	1.35
	1.11-1.65
	

	Diabetes
	1.44
	1.09-1.92
	0.89

	No CHF
	1.31
	1.09-1.56
	

	CHF
	1.78
	1.19-2.73
	0.017

	No CAD
	1.37
	1.15-1.63
	

	CAD
	1.52
	0.99-2.35
	0.95

	No atrial fibrillation
	1.42
	1.18-1.70
	

	Atrial fibrillation
	1.25
	0.86-1.84
	0.87

	No osteoporosis
	1.34
	1.10-1.64
	

	Osteoporosis
	1.51
	1.13-2.03
	0.45

	No stroke
	1.39
	1.17-1.64
	

	Stroke
	1.33
	0.70-2.69
	0.37

	No COPD
	1.36
	1.14-1.62
	

	COPD
	1.58
	0.99-2.58
	0.93

	No Cancer
	1.40
	1.17-1.68
	

	Cancer
	1.27
	0.87-1.86
	0.74

	No Iron deficiency
	1.44
	1.12-1.85
	

	Iron deficiency
	1.35
	1.09-1.68
	0.47

	No CKD
	1.16
	0.84-1.61
	

	CKD
	1.43
	1.18-1.74
	0.002

	ACR<30
	1.35
	1.11-1.66
	

	ACR ≥30
	1.55
	1.17-2.06
	0.99

	No PPIs
	1.36
	1.10-1.69
	

	PPIs
	1.39
	1.09-1.78
	0.97

	No antithrombotics
	1.35
	1.04-1.77
	

	Antithrombotics
	1.44
	1.18-1.77
	0.83


Notes. ACR, albumin-to-creatinine ratio; CAD, coronary artery disease; CHF, congestive heart failure; CKD, chronic kidney disease; COPD, chronic obstructive pulmonary disease; eGFR, estimated glomerular filtration rate; PPI, proton pump inhibitor.


Table S5. Stratified competing risk analysis for the longitudinal association between standardized log-transformed endostatin and incident anemia.
	
	Model D, sHR
	Model D, 95%CI
	P for interaction

	Age > 80
	1.61
	1.21-2.14
	

	Age ≤ 80
	1.29
	1.01-1.65
	0.041

	Male sex
	1.56
	1.19-2.03
	

	Female sex
	1.26
	0.96-1.65
	0.40

	No hypertension
	1.48
	0.97-2.25
	

	Hypertension
	1.46
	1.20-1.77
	0.52

	No Diabetes
	1.58
	1.27-1.96
	

	Diabetes
	1.11
	0.83-1.49
	0.021

	No CHF
	1.37
	1.10-1.70
	

	CHF
	1.78
	1.06-2.97
	0.63

	No CAD
	1.34
	1.11-1.611
	

	CAD
	1.88
	1.00-3.51
	0.49

	No atrial fibrillation
	1.36
	1.11-1.66
	

	Atrial fibrillation
	1.41
	0.84-2.36
	0.75

	No osteoporosis
	1.54
	1.23-1.92
	

	Osteoporosis
	1.17
	0.81-1.68
	0.29

	No stroke
	1.36
	1.12-1.64
	

	Stroke
	2.21
	1.15-4.27
	0.066

	No COPD
	1.41
	1.12-1.77
	

	COPD
	1.43
	1.05-1.95
	0.73

	No Cancer
	1.41
	1.15-1.74
	

	Cancer
	1.38
	0.84-2.24
	0.94

	No Iron deficiency
	1.76
	1.33-2.33
	

	Iron deficiency
	1.16
	0.89-1.53
	0.049

	No CKD
	1.38
	0.92-2.06
	

	CKD
	1.43
	1.16-1.75
	0.95

	eGFR ≥ 45
	1.36
	1.05-1.75
	

	eGFR < 45
	2.43
	1.68-3.51
	0.035

	ACR<30
	1.28
	0.97-1.70
	

	ACR ≥30
	1.61
	1.23-2.11
	0.23

	No PPIs
	1.50
	1.19-1.89
	

	PPIs
	1.29
	0.92-1.81
	0.28

	No antithrombotics
	1.54
	1.18-2.02
	

	Antithrombotics
	1.36
	1.08-1.73
	0.76


Notes. ACR, albumin-to-creatinine ratio; CAD, coronary artery disease; CHF, congestive heart failure; CKD, chronic kidney disease; COPD, chronic obstructive pulmonary disease; eGFR, estimated glomerular filtration rate; PPI, proton pump inhibitor.


Table S6. Fine–Gray competing-risk regression models showing the association between incident anemia and standardized log-transformed endostatin levels after Winsorization of extreme values.
	All patients
	Model A, sHR (95%CI)
	Model B, sHR (95%CI)
	Model C, sHR (95%CI)
	Model D, sHR (95%CI)

	Log endostatin
	1.55 (1.32-1.82)
	1.48 (1.24-1.77)
	1.55 (1.30-1.84)
	1.43 (1.20-1.72)

	Endostatin*eGFR
	0.98 (0.97-0.99)***
	0.98 (0.97-0.99)***
	0.98 (0.97-0.99)***
	0.98 (0.97-0.99)**

	Patients without CKD
	
	
	
	

	Log Endostatin
	1.15 (0.84-1.56)
	1.19 (0.89-1.59)
	1.27 (0.96-1.69)
	1.41 (0.99-1.95)

	Patients with CKD
	
	
	
	

	Log endostatin
	1.69 (1.39-2.06)
	1.54 (1.24-1.90)
	1.61 (1.31-1.98)
	1.43 (1.17-1.74)


Notes. CKD = chronic kidney disease; eGFR = estimated glomerular filtration rate; ***p value <0.001; ** p value <0.01.




