Methods continued: Diagnosis of PV was reassessed according to the 2016 World Health Organization criteria [1]. Clinical and laboratory data were assessed at the time of PV diagnosis. Red cell mass (RCM) and blood plasma volume (PlasVol) were determined using the erythrocyte Tc-99m or Cr-51 radioisotope-labeling, and were expressed as absolute volume and percentage of calculated predicted RCM and PlasVol as described previously [2]. Estimated glomerular filtration rate (eGFR) was determined using the Modification of Diet in Renal Disease (MDRD) formula [3]; Chronic kidney disease (CKD) was defined as eGFR <60 ml/min/1.73m2 persisting for >3 months [4], whereas eGFR <80 ml/min/1.73m2 was identified as the cut-off with highest discriminatory properties for thrombotic risk as described below. Time to thrombosis (TTT) was defined from the time of diagnosis up to the last visit or the occurrence of thrombotic event. Arterial thrombotic events considered were myocardial infarction, cerebrovascular insult, peripheral artery thrombosis and spleen infarction. Venous thrombotic events considered were deep venous thrombosis, pulmonary embolism, splanchnic and cerebral venous thromboses. 
Statistical methods: Normality of distribution of numerical variables was tested using the Shapiro-Wilks test. Due to non-normal distribution of majority of variables, numerical variables were presented as median and interquartile range (IQR), and were compared between groups using the Mann Whitney U test. Categorical variables were presented as ratios and percentages, and were compared between groups using the chi squared or the Fishers exact test where appropriate. Optimal cut-off values of investigated variables for prediction of thrombotic events were defined using the receiver operating characteristic (ROC) curve analysis, based on the highest values of Youden index. Survival curves were based on the method by Kaplan and Meier. The Cox regression analysis was used for univariate and multivariate analyses of thrombotic events prediction and for testing of presence of interactions between RCM/PlasVol, CKD and thrombosis. P values <0.05 were considered statistically significant. All analyses were done using the MedCalc statistical software, version 23.0.2 (MedCalc Software Ltd, Ostend, Belgium).
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Table S1: Patients characteristics stratified according to presence of chronic kidney disease (CKD; estimated glomerular filtration rate (eGFR) <60 ml/min/1.73m2 for >3 months).
	
	CKD (N=25)
	Other patients (N=166)
	P value

	Sex, female
	5/25 (20%)
	86/166 (51.8%)
	0.003 *

	Age (years)
	71 IQR (67 - 74)
	63 IQR (56 - 70)
	0.001 *

	Prior thrombosis
	7/25 (28%)
	29/166 (17.5%)
	0.270

	ELN high risk
	22/25 (88%)
	99/166 (59.6%)
	0.006 *

	Body weight (kg)
	76 IQR (67 - 86.25)
	77 IQR (70 - 83.25)
	0.560

	Body height (cm)
	169 IQR (161 - 176)
	174 IQR (167 - 177)
	0.062

	RCM (%)
	159 IQR (131 - 177)
	161 IQR (140 - 190)
	0.284

	RCM (mL)
	2830 IQR (2260 - 3580)
	2960 IQR (2345 - 3415)
	0.845

	Blood plasma (%)
	104 IQR (100 - 120)
	114 IQR (99 - 126)
	0.311

	Blood plasma (mL)
	3220 IQR (2630 - 3640)
	3040 IQR (2627.5 - 3547.5)
	0.542

	Masked PV
	4/25 (16%)
	45/166 (27.1%)
	0.236

	Palpable splenomegaly
	0/22 (0%)
	10/135 (7.4%)
	0.359

	Spleen length by ultrasound (cm)
	11.3 IQR (10 - 14.9)
	13 IQR (10.6 - 14.6)
	0.468

	Arterial hypertension  
	20/25 (80%)
	102/166 (61.4%)
	0.072

	Hyperlipidemia  
	3/25 (12%)
	18/166 (10.8%)
	0.742

	Diabetes mellitus  
	4/25 (16%)
	22/166 (13.3%)
	0.754

	Active smoking  
	8/25 (32%)
	40/166 (24.1%)
	0.396

	Heart failure (EFLV <50%)
	6/25 (24%)
	16/166 (9.6%)
	0.047 *

	Atrial fibrillation
	4/22 (18.2%)
	11/135 (8.1%)
	0.230

	Total leukocytes (x109/L)
	12.4 IQR (10.2 - 15.4)
	12 IQR (9.2 - 15.35)
	0.306

	Granulocytes (x109/L)
	8.5 IQR (6.2 - 11.4)
	7.9 IQR (5.98 - 10.88)
	0.492

	Erythrocytes (x1012/L)
	56 IQR (6.85 - 63.5)
	53 IQR (6.8 - 69)
	0.470

	Hematocrit (%)
	53 IQR (50 - 55)
	52 IQR (49 - 55.75)
	0.537

	Hemoglobin (g/L)
	178 IQR (166 - 184)
	170 IQR (162 - 183)
	0.171

	Platelets (x109/L)
	639 IQR (371 - 729)
	619.5 IQR (440.5 - 800.25)
	0.576

	Serum creatinine (µmol/L)
	130 IQR (118 - 141)
	77.5 IQR (65.25 - 90)
	<0.001 *

	eGFR (ml/min/1.73m2)
	48.4 IQR (42.86 - 53.73)
	89.2 IQR (74.75 - 107.58)
	<0.001 *

	Chronic kidney disease (eGFR <60 ml/min/1.73m2)
	-
	-
	-

	Impaired renal function (eGFR <80 ml/min/1.73m2)
	-
	-
	-


*statistically significant at level P<0.05 / Results are shown as medians and interquartile ranges for numerical variables and frequencies and percentages for categorical variables. / Abbreviations: CKD – chronic kidney disease, ELN – European Leukemia Net, RCM – red cell mass, PV – polycythemia vera, EFLV – ejection fraction of the left ventricle, eGFR – estimated glomerular filtration rate.

Table S2: Patients characteristics stratified according to presence of impaired renal function (estimated glomerular filtration rate (eGFR) <80 ml/min/1.73m2).
	
	Impaired renal function (N=86)
	Other patients (N=105)
	P value

	Sex, female
	25/86 (29.1%)
	66/105 (62.9%)
	<0.001 *

	Age (years)
	69 IQR (60.25 - 73)
	61 IQR (54 - 68)
	<0.001 *

	Prior thrombosis
	20/86 (23.3%)
	16/105 (15.2%)
	0.159

	ELN high risk
	63/86 (73.3%)
	58/105 (55.2%)
	0.010 *

	Body weight (kg)
	73 IQR (65 - 81)
	80 IQR (71.5 - 91.5)
	0.001 *

	Body height (cm)
	166 IQR (160 - 171)
	173 IQR (166 - 179.5)
	<0.001 *

	RCM (%)
	157 IQR (134 - 179.5)
	162 IQR (141 - 200)
	0.078

	RCM (mL)
	3020 IQR (2412.5 - 3557.5)
	2720 IQR (2260 - 3380)
	0.092

	Blood plasma (%)
	108 IQR (97 - 120)
	116 IQR (101 - 127)
	0.043 *

	Blood plasma (mL)
	3195 IQR (2670 - 3627.5)
	3020 IQR (2600 - 3440)
	0.246

	Masked PV
	19/86 (22.1%)
	30/105 (28.6%)
	0.308

	Palpable splenomegaly
	3/73 (4.1%)
	7/84 (8.3%)
	0.340

	Spleen length by ultrasound (cm)
	13 IQR (10 - 15.03)
	12.5 IQR (10.7 - 14)
	0.337

	Arterial hypertension  
	61/86 (70.9%)
	61/105 (58.1%)
	0.066

	Hyperlipidemia  
	11/86 (12.8%)
	10/105 (9.5%)
	0.473

	Diabetes mellitus  
	16/86 (18.6%)
	10/105 (9.5%)
	0.069

	Active smoking  
	19/86 (22.1%)
	29/105 (27.6%)
	0.381

	Heart failure (EFLV <50%)
	10/86 (11.6%)
	12/105 (11.4%)
	0.966

	Atrial fibrillation
	10/73 (13.7%)
	5/84 (6%)
	0.100

	Total leukocytes (x109/L)
	12.5 IQR (9.25 - 15.98)
	11.9 IQR (9.6 - 14.2)
	0.376

	Granulocytes (x109/L)
	8.4 IQR (5.8 - 12.61)
	7.8 IQR (6.3 - 10.37)
	0.501

	Erythrocytes (x1012/L)
	55.5 IQR (6.9 - 66.5)
	8.3 IQR (6.73 - 67.75)
	0.449

	Hematocrit (%)
	53 IQR (50 - 55)
	52 IQR (49 - 56)
	0.680

	Hemoglobin (g/L)
	174 IQR (163.25 - 182.5)
	170 IQR (160 - 184)
	0.268

	Platelets (x109/L)
	630.5 IQR (455.5 - 738.75)
	619 IQR (415 - 825)
	0.997

	Serum creatinine (µmol/L)
	99.5 IQR (90 - 112.25)
	68 IQR (59 - 75)
	<0.001 *

	eGFR (ml/min/1.73m2)
	66.3 IQR (55.46 - 73.42)
	101.5 IQR (91.23 - 121.21)
	<0.001 *

	Chronic kidney disease (eGFR <60 ml/min/1.73m2)
	-
	-
	-

	Impaired renal function (eGFR <80 ml/min/1.73m2)
	-
	-
	-


*statistically significant at level P<0.05 / Results are shown as medians and interquartile ranges for numerical variables and frequencies and percentages for categorical variables. / Abbreviations: ELN – European Leukemia Net, RCM – red cell mass, PV – polycythemia vera, EFLV – ejection fraction of the left ventricle, eGFR – estimated glomerular filtration rate.



Table S3: Patients characteristics stratified according to presence of very high RCM (>185% of predicted values).
	
	Very high RCM (N=54)
	Other patients (N=137)
	P value

	Sex, female
	23/54 (42.6%)
	68/137 (49.6%)
	0.380

	Age (years)
	64 IQR (58 - 70.75)
	63 IQR (56 - 71)
	0.979

	Prior thrombosis
	9/54 (16.7%)
	27/137 (19.7%)
	0.628

	ELN high risk
	36/54 (66.7%)
	85/137 (62%)
	0.550

	Body weight (kg)
	72.5 IQR (63.25 - 83.63)
	77 IQR (68 - 86)
	0.069

	Body height (cm)
	169.5 IQR (162.25 - 174)
	169.3 IQR (161 - 177)
	0.874

	RCM (%)
	-
	-
	-

	RCM (mL)
	-
	-
	-

	Blood plasma (%)
	121 IQR (101 - 131)
	109 IQR (97 - 121)
	0.003 *

	Blood plasma (mL)
	3185 IQR (2815 - 3752.5)
	3010 IQR (2540 - 3500)
	0.072

	Masked PV
	10/54 (18.5%)
	39/137 (28.5%)
	0.156

	Palpable splenomegaly
	4/41 (9.8%)
	6/116 (5.2%)
	0.289

	Spleen length by ultrasound (cm)
	13.6 IQR (10.3 - 16.3)
	12.3 IQR (10 - 14.4)
	0.022 *

	Arterial hypertension  
	33/54 (61.1%)
	89/137 (65%)
	0.618

	Hyperlipidemia  
	6/54 (11.1%)
	15/137 (10.9%)
	0.974

	Diabetes mellitus  
	5/54 (9.3%)
	21/137 (15.3%)
	0.271

	Active smoking  
	12/54 (22.2%)
	36/137 (26.3%)
	0.561

	Heart failure (EFLV <50%)
	6/54 (11.1%)
	16/137 (11.7%)
	0.912

	Atrial fibrillation
	6/41 (14.6%)
	9/116 (7.8%)
	0.221

	Total leukocytes (x109/L)
	14 IQR (10.93 - 19.23)
	11.5 IQR (9.1 - 14.1)
	0.001 *

	Granulocytes (x109/L)
	10.4 IQR (7.42 - 14.78)
	7.3 IQR (5.76 - 10.09)
	<0.001 *

	Erythrocytes (x1012/L)
	63 IQR (7.5 - 76)
	51 IQR (6.48 - 65)
	0.004 *

	Hematocrit (%)
	55 IQR (52 - 57.75)
	52 IQR (49 - 55)
	<0.001 *

	Hemoglobin (g/L)
	179.5 IQR (168.5 - 193)
	169 IQR (161 - 178)
	0.001 *

	Platelets (x109/L)
	600 IQR (453.5 - 765.75)
	627 IQR (415 - 801)
	0.739

	Serum creatinine (µmol/L)
	75 IQR (60.25 - 90.75)
	84.9 IQR (69 - 99)
	0.038 *

	eGFR (ml/min/1.73m2)
	90 IQR (73.85 - 115.76)
	80.4 IQR (67 - 100.58)
	0.048 *

	Chronic kidney disease (eGFR <60 ml/min/1.73m2)
	6/54 (11.1%)
	19/137 (13.9%)
	0.611

	Impaired renal function (eGFR <80 ml/min/1.73m2)
	19/54 (35.2%)
	67/137 (48.9%)
	0.086


*statistically significant at level P<0.05 / Results are shown as medians and interquartile ranges for numerical variables and frequencies and percentages for categorical variables. / Abbreviations: CKD – chronic kidney disease, ELN – European Leukemia Net, RCM – red cell mass, PV – polycythemia vera, EFLV – ejection fraction of the left ventricle, eGFR – estimated glomerular filtration rate.



Table S4: Patients characteristics stratified according to presence of elevated plasma volume (PlasVol; >112% of predicted values).
	
	High PlasVol (N=95)
	Other patients (N=95)
	P value

	Sex, female
	42/95 (44.2%)
	49/95 (51.6%)
	0.309

	Age (years)
	64 IQR (56 - 71.5)
	64 IQR (57 - 71)
	0.869

	Prior thrombosis
	19/95 (20%)
	17/95 (17.9%)
	0.711

	ELN high risk
	65/95 (68.4%)
	55/95 (57.9%)
	0.133

	Body weight (kg)
	76 IQR (65 - 88)
	75 IQR (68 - 84)
	0.828

	Body height (cm)
	170 IQR (162 - 176)
	168 IQR (161 - 177)
	0.514

	RCM (%)
	172 IQR (149 - 207.5)
	149 IQR (131 - 173)
	<0.001 *

	RCM (mL)
	3230 IQR (2505 - 3875)
	2690 IQR (2165.5 - 3275)
	<0.001 *

	Blood plasma (%)
	-
	-
	-

	Blood plasma (mL)
	-
	-
	-

	Masked PV
	29/95 (30.5%)
	20/95 (21.1%)
	0.136

	Palpable splenomegaly
	4/74 (5.4%)
	6/83 (7.2%)
	0.750

	Spleen length by ultrasound (cm)
	13 IQR (10 - 15.2)
	12.5 IQR (10.2 - 14.5)
	0.393

	Arterial hypertension  
	60/95 (63.2%)
	62/95 (65.3%)
	0.762

	Hyperlipidemia  
	10/95 (10.5%)
	11/95 (11.6%)
	0.817

	Diabetes mellitus  
	9/95 (9.5%)
	17/95 (17.9%)
	0.091

	Active smoking  
	26/95 (27.4%)
	22/95 (23.2%)
	0.504

	Heart failure (EFLV <50%)
	11/95 (11.6%)
	11/95 (11.6%)
	1.000

	Atrial fibrillation
	11/74 (14.9%)
	4/83 (4.8%)
	0.033 *

	Total leukocytes (x109/L)
	12.7 IQR (9.5 - 15.7)
	12 IQR (9.4 - 14.25)
	0.499

	Granulocytes (x109/L)
	8.5 IQR (6.06 - 11.4)
	7.7 IQR (6.19 - 10.44)
	0.468

	Erythrocytes (x1012/L)
	55 IQR (6.8 - 71)
	8.1 IQR (6.78 - 64.25)
	0.248

	Hematocrit (%)
	52 IQR (49 - 55)
	54 IQR (50 - 56)
	0.013 *

	Hemoglobin (g/L)
	168 IQR (160.5 - 178.5)
	175 IQR (165 - 186.5)
	0.012 *

	Platelets (x109/L)
	661 IQR (501.5 - 814)
	521 IQR (360 - 768)
	0.008 *

	Serum creatinine (µmol/L)
	75 IQR (63 - 93.5)
	85 IQR (71.5 - 101.5)
	0.010 *

	eGFR (ml/min/1.73m2)
	91.2 IQR (69.86 - 113.24)
	79.8 IQR (65.8 - 97.21)
	0.012 *

	Chronic kidney disease (eGFR <60 ml/min/1.73m2)
	9/95 (9.5%)
	16/95 (16.8%)
	0.133

	Impaired renal function (eGFR <80 ml/min/1.73m2)
	36/95 (37.9%)
	49/95 (51.6%)
	0.058


*statistically significant at level P<0.05 / Results are shown as medians and interquartile ranges for numerical variables and frequencies and percentages for categorical variables. / Abbreviations: PlasVol – plasma volume, ELN – European Leukemia Net, RCM – red cell mass, PV – polycythemia vera, EFLV – ejection fraction of the left ventricle, eGFR – estimated glomerular filtration rate.




Table S5: Prognostic factors for time to thrombosis (TTT), univariate associations, for all thrombotic events and separately for arterial and venous thrombotic events.
	
	TTT overall
	TTT arterial
	TTT venous

	Sex, female
	HR 0.71 (0.39-1.28)
P=0.256
	HR 0.41 (0.19-0.89)
P=0.024 *
	HR 2.02 (0.69-5.94)
P=0.197

	Age (years)
	HR 1.02 (0.99-1.05) P=0.097
	HR 1.03 (0.97-1.03)
P=0.831
	HR 1.02 (1.15)
P=0.011 *

	Age ≥60 years
	HR 1.23 (0.67-2.25) P=0.499
	HR 0.91 (0.44-1.9)
P=0.816
	HR 2.41 (0.75-7.82)
P=0.141

	Prior thrombosis
	HR 1.41 (0.71-2.8)
P=0.315
	HR 0.67 (0.23-1.93)
P=0.463
	HR 3.85 (1.39-10.64)
P=0.009 *

	ELN high risk
	HR 1.55 (0.83-2.89)
P=0.166
	HR 1.14 (0.55-2.37)
P=0.731
	HR 0.35 (0.92-12-18)
P=0.066

	Body weight (kg)
	HR 1.0 (0.99-1.0)
P=0.233
	HR 1.0 (0.99-1.0)
P=0.064
	HR 0.98 (0.96-1.02)
P=0.549

	Body height (cm)
	HR 1.0 (0.99-1.0)
P=0.156
	HR 1.0 (0.99-1.0)
P=0.294
	1.0 (0.99-1.0)
P=0.325

	RCM (%)
	HR 1.01 (1.0-1.01)
P=0.065
	HR 1.01 (1.0-1.01)
P=0.041 *
	HR 1.0 (0.98-1.01)
P=0.767

	RCM (mL)
	1.0 (0.99-1.0)
P=0.109
	HR 1.0 (1.0-1.01)
P=0.038 *
	HR 0.99 (0.99-1.0)
P=0.859

	RCM > ROC curve defined cut-off value
	Cut-off >185%
HR 2.01 (1.11-3.66)
P=0.022 *
	Cut-off >185%
HR 2.29 (1.11-4.73)
P=0.025 *
	Cut-off >126%
HR 0.36 (0.12-1.14)
P=0.083

	Blood plasma (%)
	HR 1.01 (1.0-1.03)
P=0.044 *
	HR 1.0 (0.98-1.03)
P=0.419
	HR 1.03 (1.0-1.05)
P=0.019 *

	Blood plasma (mL)
	HR 1.0 (1.0-1.0)
P=0.189
	HR 1.0 (0.99-1.0)
P=0.368
	HR 1.0 (0.99-1.0)
P=0.318

	PlasVol > ROC curve defined cut-off value
	Cut-off >112%
HR 1.99 (1.06-3.77)
P=0.033 *
	Cut-off >112%
HR 1.71 (0.79-3.68)
P=0.170
	Cut-off >120%
HR 3.24 (1.14-9.24)
P=0.027 *

	Masked PV
	HR 0.98 (0.51-1.91)
P=0.964
	HR 1.16 (0.54-2.55)
P=0.697
	HR 0.67 (0.19-2.37)
P=0.533

	Palpable splenomegaly
	HR 0.99 (0.31-3.26)
P=0.999
	HR 1.66 (0.49-5.58)
P=0.412
	-

	Spleen length by ultrasound (cm)
	HR 1.08 (0.96-1.2)
P=0.189
	HR 1.07 (0.93-1.23)
P=0.295
	HR 1.08 (0.89-1.3)
P=0.633

	Arterial hypertension  
	HR 1.01 (0.54-1.92)
P=0.962
	HR 0.79 (0.38-1.69)
P=0.557
	HR 1.81 (0.51-6.48)
P=0.361

	Hyperlipidemia  
	HR 1.77 (0.82-3.81)
P=0.141
	HR 1.26 (0.44-3.63)
P=0.661
	HR 2.98 (0.94-9.33)
P=0.063

	Diabetes mellitus  
	HR 0.78 (0.31-1.99)
P=0.616
	HR 0.69 (0.21-2-29)
P=0.547
	HR 0.99 (0.26-4.41)
P=0.997

	Active smoking  
	HR 1.58 (0.86-2.92)
P=0.139
	HR 1.68 (0.79-3.53)
P=0.173
	HR 1.41 (0.48-4.16)
P=0.524

	Heart failure (EFLV <50%)
	HR 1.88 (0.78-4.5)
P=0.155
	HR 1.98 (0.68-5.78)
P=0.209
	HR 1.7 (0.38-7.71)
P=0.489

	Atrial fibrillation
	HR 2.04 (0.85-4.91)
P=0.110
	HR 2.73 (1.02-7.35)
P=0.046 *
	HR 0.91 (0.11-6.97)
P=0.923

	Total leukocytes (x109/L)
	HR 1.0 (0.98-1.01)
P=0.995
	HR 1.0 (0.98-1.02)
P=0.824
	HR 0.99 (0.96-1.03)
P=0.731

	Total leukocytes > ROC curve defined cut-off value
	Cut-off >12.8
HR 2.19 (1.21-3.95)
P=0.009 *
	Cut-off >12.8
HR 2.33 (1.13-4.83)
P=0.022 *
	Cut-off >14
HR 2.43 (0.87-6.79)
P=0.089

	Granulocytes (x109/L)
	HR 1.08 (1.03-1-14)
P=0.003 *
	HR 1.1 (1.0-1.16)
P=0.007 *
	HR 1.06 (0.98-1.16)
P=0.152

	Erythrocytes (x1012/L)
	HR 0.99 (0.99-1.0)
P=0.099
	HR 1.0 (0.99-1.0)
P=0.753
	HR 0.99 (0.98-1.0)
P=0.377

	Hematocrit (%)
	HR 0.99 (0.94-1.06)
P=0.876
	HR 0.92 (0.92-1.07)
P=0.942
	HR 0.99 (0.89-1.1)
P=0.866

	Hemoglobin (g/L)
	HR 0.99 (0.98-1.02)
P=0.946
	HR 0.99 (0.97-1.02)
P=0.913
	1.0 (0.97-1.03)
P=0.975

	Platelets (x109/L)
	HR 1.0 (0.99-1.0)
P=0.582
	HR 0.99 (0.99-1.0)
P=0.602
	HR 1.0 (0.99-1.0)
P=0.089

	Serum creatinine (µmol/L)
	HR 1.01 (0.99-1.02)
P=0.120
	HR 1.01 (1.0-1.02)
P=0.003 *
	HR 0.97 (0.95-1.0)
P=0.101

	eGFR (ml/min/1.73m2)
	HR 0.99 (0.98-1.01)
P=0.363
	HR 0.98 (0.96-0.99)
P=0.048 *
	HR –
P=0.518

	Chronic kidney disease (eGFR <60 ml/min/1.73m2)
	HR 1.63 (0.63-4.2)
P=0.309
	HR 2.91 (1.09-7.84)
P=0.034 *
	HR –
P=0.964

	Impaired renal function (eGFR <80 ml/min/1.73m2)
	HR 2.17 (1.67-4.06)
P=0.015 *
	HR 3.79 (1.66-8.69)
P=0.002 *
	HR 0.79 (0.26-2.38)
P=0.684


*statistically significant at level P<0.05 / Results are shown as hazard ratios with respective 95% confidence intervals and P values. / Abbreviations: TTT – time to thrombosis, HR – hazard ratio, ELN – European Leukemia Net, RCM – red cell mass, PV – polycythemia vera, EFLV – ejection fraction of the left ventricle, eGFR – estimated glomerular filtration rate.




Table S6: Prognostic factors for time to thrombosis (TTT), multivariate associations of univariately significant variables additionally adjusted for age ≥60 years and prior thrombosis, for all thrombotic events and separately for arterial and venous thrombotic events.
	
	TTT overall
	TTT arterial
	TTT venous

	Sex, female
	HR 0.96 (0.48-1.89)
P=0.899 
	HR 0.5 (0.21-1.21)
P=0.124
	HR 2.34 (0.72-7.63)
P=0.154

	Age ≥60 years
	HR  0.86 (0.43-1.71)
P=0.659
	HR 0.6 (0.26-1.42)
P=0.249
	HR 1.66 (0.45-6.11)
P=0.443

	Prior thrombosis
	HR 1.32 (0.59-2.97)
P=0.495
	HR 0.59 (0.16-2.23)
P=0.439
	HR 4.54 (1.43-14.4)
P=0.010 *

	RCM > ROC curve defined cut-off value
	HR 2.61 (1.33-5.12)
P=0.005 *
	HR 4.15 (1.76-9.77)
P=0.001 *
	HR 1.31 (0.41-4.26)
P=0.649

	PlasVol > ROC curve defined cut-off value
	HR 2.03 (1.01-4.11)
P=0.048 *
	HR 1.49 (0.65-3.48)
P=0.346
	HR 4.46 (1.25-15.85)
P=0.021 *

	Impaired renal function (eGFR <80 ml/min/1.73m2)
	HR 2.8 (1.4-5.61)
P=0.004 *
	HR 5.0 (1.99-12.52)
P<0.001 *
	HR 1.29 (0.36-4.65)
P=0.689

	Total leukocytes (x109/L)
	HR 0.99 (0.98-1.01)
P=0.976
	HR 1.01 (0.99-1.03)
P=0.328
	HR 0.98 (0.94-1.02)
P=0.423


*statistically significant at level P<0.05 / Results are shown as hazard ratios with respective 95% confidence intervals and P values. / Abbreviations: TTT – time to thrombosis, HR – hazard ratio, RCM – red cell mass, PlasVol – plasma volume.


Figure S1: Univariate association of impaired renal function (defined as estimated glomerular filtration rate (eGFR) <80 ml/min/1.73m2) with the future risk of thrombosis (hazard ratio (HR) 2.17 (1.67-4.06); P=0.015).[image: ]
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