Supplementary Appendix
DNA extraction 
Blood was collected via peripheral puncture or central venous catheter in 10 ml syringes and inserted in K2 EDTA tubes, which were kept at -20 degrees Celsius until the DNA extraction. DNA isolation was performed with PureLink™ Genomic DNA Mini Kit (Thermo Fischer Scientific, USA) from 200 µl whole blood samples.  
[bookmark: _Hlk198459192]The chosen methodology was performed using a spin-column protocol established by the manufacturer: first, cell lysis was performed using proteinase K. The residual RNA was removed with RNase A, and immediately after, the sample was incubated at 55oC for 15 minutes. The samples were mixed with ethanol and binding buffer and washed twice with washing solution and elution buffer. DNA purity and yield were assessed based on the ratio of absorbance at 260 nm and 280 nm (A260/A280 absorption rate), using an Eppendorf spectrophotometer (Eppendorf Biospectrometer kinetic, Wien, Austria). 
DNA isolation was repeated in cases where poor purity was obtained. Low purity was primarily due to insufficient homogenisation of the frozen whole blood. Isolated genomic DNA was stored at -20°C until genotyping.
 
 Supplementary Table 1. Demographic characteristics and clinical measurements for the studied groups
	
	Controls (60)
	Cases (91)
	p†

	Sex
	
	
	

	Male (N/n*)
	43/60 (71.67%)
	53/91 (58.24%)
	0.0934

	Female (N/n*)
	17/60 (28.33%)
	38/91 (41.76%)
	0.0934

	Age
	
	
	

	Mean age
	55.75±15.40
	61.48±14.13
	0.0205

	Mean_age_Male
	55.00±16.07
	60.02±13.77
	0.1326

	Mean_age_Female
	57.65±13.83
	63.53±14.57
	0.1107

	Surgery
	
	
	

	Surgery (post-op) (n/N)
	31/29 (48.33%)
	41/50 (54.95%)
	0.426

	Polytrauma
	
	
	

	Polytrauma (n/N)
	49/11 (18.33%)
	83/8 (8.79%)
	0.0836

	Clinical measurements
	
	
	

	Gram+ (n/N)
	55/5 (8.33%)
	36/55 (60.44%)
	1.52·10^-10

	Gram- (n/N)
	53/7 (11.67%)
	16/75 (82.42%)
	1.34·10^-17

	Fungi (n/N)
	59/1 (1.67%)
	80/11 (12.09%)
	0.0283

	Number of comorbidities
	
	
	

	0
	5 (8.33%)
	1 (1.10%)
	0.0367

	1
	13 (21.67%)
	15 (16.48%)
	0.4226

	2
	12 (20%)
	19 (20.88%)
	0.8959

	3
	12 (20%)
	20 (21.98%)
	0.771

	≥ 4
	18 (30%)
	36 (39.56%)
	0.2304

	Comorbidities
	
	
	

	Respiratory (n/N)
	39/21 (35%)
	61/30 (32.97%)
	0.796

	Cardiovascular (n/N)
	18/42 (70%)
	21/70 (76.92%)
	0.3415

	Gastrointestinal (n/N)
	48/12 (20%)
	62/29 (31.87%)
	0.1086

	Liver (n/N)
	47/13 (21.67%)
	75/16 (17.58%)
	0.533

	Renal (n/N)
	56/4 (6.67%)
	74/17 (18.68%)
	0.0368

	Diabetes (n/N)
	48/12 (20%)
	76/15 (16.48%)
	0.5811

	Neurological (n/N)
	42/18 (30%)
	51/40 (43.96%)
	0.0845

	Number of acute organ dysfunctions
	
	
	

	1
	5 (8.33%)
	3 (3.30%)
	0.266

	2
	10 (16.67%)
	13 (14.29%)
	0.6903

	3
	21 (35%)
	14 (15.38%)
	0.005

	≥ 4
	24 (40%)
	61 (67.03%)
	0.001

	Acute organ dysfunction
	
	
	

	Respiratory (n/N)
	5/55 (91.67%)
	6/85 (93.41%)
	0.7542

	Cardiovascular (n/N)
	18/42 (70%)
	24/67 (73.63%)
	0.6265

	Gastrointestinal (n/N)
	49/11 (18.33%)
	59/32 (35.16%)
	0.0249

	Hepatic (n/N)
	51/9 (15%)
	62/29 (31.87%)
	0.0194

	Coagulation (n/N)
	24/36 (60%)
	32/59 (64.84%)
	0.5472

	Renal (n/N)
	48/12 (20%)
	51/40 (43.96%)
	0.002

	Neurological (n/N)
	28/32 (53.33%)
	33/58 (63.74%)
	0.2024

	Acid-base disorder -metabolic (n/N)
	35/25 (41.67%)
	38/53 (58.24%)
	0.0461



[bookmark: Xa672a94e320f1395d4fee135a8bf331c897bf84]Notes n: number of patients without the mentioned dysfunctions or infections. n*: number of controls and septic patients, respectively. N: number of patients with the mentioned dysfunctions or infections (highlighted). Percentages are calculated against the total number of cases or controls.
[bookmark: Xc0281435fda8bc51470f151d9b8f78ab5200f62]p†: Wilcoxon rank-sum test (numeric variables); Chi-squared or Fisher’s exact test (categorical; Fisher when any expected <5).


Supplementary Table 2. Demographic characteristics and clinical measurements for the sepsis group 
	Sex 
	F n (% of all) n/N
	M n (% of all) n/N

	Age (years)
	< 60
	≥ 60
	< 60
	≥ 60

	
	13 (8.6%) 
	25 (16.55%) 
	20 (13.24%) 
	33 (21.85%) 

	Infection site

	Pulmonary 
	4/9 (69.23%)
	7/18 (72%)
	1/19 (95%)
	9/24 (72.72%)

	Abdominal 
	10/3 (23.07%)
	18/7 (28%)
	14/6 (30%)
	26/7 (21.21%)

	Urinary 
	10/3 (23.07%)
	14/11 (44%)
	18/2 (10%)
	26/7 (21.21%)

	Cutaneous 
	12/1 (7.69%)
	21/4 (16%)
	15/5 (25%)
	24/9 (27.27%)

	GI  
	11/2 (15.38%)
	22/3 (12%)
	18/2 (10%)
	30/3 (9.09%)

	Positive haemoculture 
	12/1 (7.69%)
	21/4 (16%)
	15/5 (25%)
	30/3 (9.09%)

	Other 
	12/1 (7.69%)
	24/1 (4%)
	19/1 (5%)
	33/0 (0%)

	Number of infection sites

	1 
	8 (61.53%)
	8 (32%)
	10 (50%)
	22 (66.66%)

	2 
	2 (15.38%)
	9 (36%)
	5 (25%)
	5 (15.15%)

	≥3 
	3 (23.07%)
	8 (32%)
	5 (25%)
	6 (18.18%)

	Total infection site 
	13
	25
	20
	33

	Pathogens

	Gram-positive 
	5/8 (61.53%)
	13/12 (48%)
	6/14 (70%)
	12/21 (63.63%)

	Gram-negative 
	3/10 (76.92%)
	2/23 (92%)
	7/13 (65%)
	4/29 (87.87%)

	Fungi 
	11/2 (15.38%)
	21/4 (16%)
	16/4 (20%)
	32/1 (3.03%)

	Virus 
	11/2 (15.38%)
	25/0 (0%)
	20/0 (0%)
	33/0 (0%)

	Polymicrobial (pulmonary) 
	9/4 (30.76%)
	18/7 (28%)
	14/6 (30%)
	23/10 (30.3%)

	Polymicrobial (on more sites) 
	8/5 (38.46%)
	9/16 (64%)
	10/10 (50%)
	21/12 (36.36%)

	MDR/XDR 
	10/3 (23.07%)
	17/8 (32%)
	13/7 (35%)
	25/8 (24.24%)

	Other resistance 
	10/3 (23.07%)
	21/4 (16%)
	16/4 (20%)
	27/6 (18.18%)


Notes n: number of patients without the mentioned dysfunctions or infections from the sepsis group. N: number of patients with the mentioned dysfunctions or infections (highlighted) in the sepsis group. The percentages were calculated based on the total number of cases with sepsis. GI: gastrointestinal































[bookmark: _Hlk209003129]Supplementary Table 3. Distribution of VEGFA rs699947, rs2010963, rs833061 and VEGF-R1 rs9508032 genotypes (wild-type and variant) across investigated variables in septic patients
	Covariate
	Strata
	rs833061 (C/C vs C/T-T/T)
	p-value
	rs2010963 (C/C vs C/G-G/G)
	p-value
	rs699947 (A/A vs A/C-C/C)
	p-value
	rs9508032(C/C vs C/T-T/T)
	p-value

	Demographic
	
	
	
	
	
	
	
	
	

	Gender
	Female 
(n=38)
	9/29
	0.85
	3/35
	0.14
	10/28
	0.56
	3/35
	0.65

	
	Male
(n=53)
	12/41
	0.56
	8/45
	0.54
	15/38
	0.57
	4/49
	0.69

	Gender (interaction)
	
	
	0.85
	
	0.14
	
	0.56
	
	0.65

	Age
	< 60 yrs
	5/28
	0.64
	4/26
	0.38
	6/27
	0.49
	2/31
	0.95

	
	≥ 60 yrs 
	16/42
	0.74
	3/54
	0.73
	19/39
	0.72
	5/53
	0.81

	Age (interaction)
	
	
	0.64
	
	0.38
	
	0.49
	
	0.95

	Clinical
	
	
	
	
	
	
	
	
	

	SOFA score
	[0,2) 
	0/4
	0.59
	0/4
	0.53
	0/4
	0.41
	0/4
	0.86

	
	[2,3) 
	2/4
	0.01
	1/5
	0.01
	2/4
	0.01
	0/6
	0.50

	
	[3,5) 
	3/15
	0.57
	1/17
	0.58
	4/14
	0.62
	3/15
	0.89

	
	[5,9) 
	6/29
	0.70
	6/29
	0.60
	7/28
	0.67
	3/32
	0.74

	
	[9,.) 
	10/18
	0.57
	3/25
	0.61
	12/16
	0.56
	1/27
	0.69

	SOFA (interaction)
	
	
	0.46
	
	0.02
	
	0.44
	
	0.09

	Leucocyte count
	< 12000 
	9/37
	0.51
	4/42
	0.21
	11/35
	0.19
	4/42
	0.02

	
	≥ 12000 
	12/33
	0.60
	7/38
	0.57
	14/31
	0.57
	3/42
	0.74

	Leucocyte (interaction)
	
	
	0.51
	
	0.21
	
	0.19
	
	0.02

	C-reactive protein level
	<5 mg/l 
	0/1
	0.14
	0/1
	0.02
	0/1
	0.15
	0/1
	0.10

	
	5-50 mg/l 
	1/16
	0.55
	1/16
	0.47
	1/16
	0.53
	1/16
	0.46

	
	51-100 mg/l 
	2/12
	0.60
	2/12
	0.48
	3/11
	0.61
	2/12
	0.64

	
	>100 mg/l 
	14/39
	0.81
	7/46
	0.99
	16/37
	0.82
	4/49
	0.93

	CRP (interaction)
	
	
	0.29
	
	0.05
	
	0.31
	
	0.20

	Lactate level
	< 2 mmol/l 
	15/64
	0.54
	9/70
	0.63
	19/60
	0.45
	7/72
	0.51

	
	≥ 2 mmol/l 
	6/6
	0.43
	2/10
	0.48
	6/6
	0.43
	0/12
	0.62

	Lactate (interaction)
	
	
	0.54
	
	0.63
	
	0.49
	
	0.51

	Acute organ dysfunction
	Resp
	0/3
	0.71
	1/2
	0.94
	0/3
	0.48
	0/3
	0.54

	
	Cardio
	1/12
	0.64
	2/11
	0.60
	1/12
	0.62
	2/11
	0.73

	
	Renal 
	6/8
	0.82
	2/12
	0.77
	6/8
	0.81
	3/11
	0.90

	
	Hepatic 
	4/21
	0.81
	3/22
	0.99
	7/18
	0.80
	2/23
	0.83

	
	Coag 
	6/13
	0.63
	1/18
	0.62
	7/12
	0.63
	0/19
	0.70

	
	Neuro
	4/11
	0.69
	2/13
	0.64
	4/11
	0.68
	0/15
	0.67

	
	Gastro
	0/2
	0.74
	0/2
	0.77
	0/2
	0.71
	0/2
	0.83

	
	Acid-base disorder
	14/39
	0.66
	25/28
	0.89
	16/37
	0.79
	26/27
	0.58

	Acute organ dysfunctions (interaction)
	
	
	0.23
	
	0.25
	
	0.31
	
	0.24

	Number of dysfunctions
(interaction)
	1
	0/3
	0.20
	1/2 
	0.30
	0/3
	0.15
	0/3
	0.28

	
	2
	1/12
	0.57
	2/11
	0.67
	1/12
	0.52
	2/11
	0.24

	
	3
	6/8
	0.07
	2/12
	0.03
	6/8
	0.24
	3/11
	0.17

	
	4
	4/21
	0.59
	3/22
	0.21
	7/18
	0.74
	2/23
	0.99

	
	≥ 4
	10/26
	0.42
	3/33
	0.39
	11/25
	0.38
	0/36
	0.11


Notes: Genotypes are represented as wild-type/variant. Analyses were performed in R. Genotype distribution across strata were compared using Fisher’s Exact Test (no adjustment for multiple comparisons was applied; raw genotype distribution differences). Genotype-phenotype associations were further assessed with logistic regression, with interaction p-values reported (effect modification). For binary covariates, Fisher’s p, p-interaction, and p-trend values (SNP within variable; association test) coincide numerically, as they represent equivalent tests. Cells with n<5 should be interpreted with caution.


Supplementary Table 4. Sex-stratified associations between VEGFA SNPs and clinical parameters in sepsis
	SNP
	Clinical parameter
	Genotype
(variant vs wt)
	Male OR (95%CI)
	Male cases/
controls
(variant vs wt)
	Female OR (95%CI)
	Female cases/controls
(variant vs wt)

	rs9508032
	SOFA score
	C/T  vs 
T/T
	2.99 (1.18-7.61)
	23/9 vs
26/31
	NS
	14/5 vs
21/11

	rs9508032
	Leucocyte count
	C/T -C/C vs T/T
	2.68 (1.13-6.32)
	27/12 vs
26/31
	NS
	17/6 vs
21/11

	rs9508032
	Lactate level
	C/T -C/C vs T/T 
	2.76 (1.16-6.56)
	27/12 vs
26/31
	NS
	17/6 vs
21/11

	rs2010963
	SOFA score
	C/G vs G/G
	0.16 (0.03-0.79)
	21/16 vs
24/22
	6.05 (1.17-31.16)
	17/2 vs
18/13

	rs2010963
	CRP count
	C/G-C/C vs G/G
	0.22 (0.05-0.88)
	28/17 vs
21/20
	4.61 (1.03-20.59)
	19/3 vs
17/10

	rs2010963
	Leucocyte count
	C/G-C/C vs G/G
	0.28 (0.08-0.94)
	29/21 vs
24/22
	NS
	20/4 vs
18/13

	rs2010963
	Lactate level
	C/G-C/C vs G/G
	0.28 (0.08-0.95)
	29/21 vs
24/22
	NS
	20/4 vs
18/13

	rs833061
	CRP count
	C/T-T/T vs C/C
	0.31 (0.11-0.88)
	40/26 vs
9/11
	4.80 (1.16-19.87)
	28/6 vs
8/7

	rs699947
	CRP count
	A/C-C-C vs A/A
	0.32 (0.11-0.92)
	38/25 vs
11/12
	4.11 (1.02-16.59)
	27/6 vs
9/7


Models adjusted for SOFA score, CRP, leucocyte count, or lactate level as indicated. Genotypes were grouped variant vs wild-type (wt; reference). Reference categories were the major homozygous genotypes (T/T for rs9508032, G/G for rs2010963, C/C for rs833061, and A/A for rs699947). Counts represent number of cases/controls carrying the given genotype. OR = odds ratio; 95%CI = confidence interval; Reported ORs (even if non-significant) are acknowledged as valid exploratory trends. NS = not significant; odds ratios are considered not significant if the 95% confidence interval includes 1 (corresponding to p > 0.05). 
Supplementary Table 5. Sex-stratified associations between VEGFA SNPs and acute organ dysfunctions in sepsis
	SNP
	Organ dysfunction
	Genotype
(variant vs wt)
	Male OR (95%CI)
	Male cases/controls
(variant vs wt)
	Female OR (95%CI)
	Female cases/controls
(variant vs wt)

	rs9508032
	Total dysfunctions
	C/T-C/C vs T/T
	3.16 (1.28-7.82)
	27/12 vs
26/31
	NS
	17/6 vs 21/11

	rs9508032
	
	T/T vs 
C/T-C/C
	0.38 (0.15-0.98)
	26/31 vs
27/12
	NS
	21/11 vs 17/6

	rs2010963
	
	C-G-C/C vs G/G
	0.27 (0.08-0.96)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	Respiratory
	C/T-C/C vs T/T
	2.78 (1.17-6.61)
	27/12 vs
26/31
	NS
	17/6 vs 21/11

	rs2010963
	
	C-G-C/C vs G/G
	0.28 (0.08-0.96)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	Cardiovascular
	C/T-C/C vs T/T
	2.68 (1.13-6.33)
	27/12 vs 26/31
	NS
	17/6 vs21/11

	rs2010963
	
	C-G-C/C vs G/G
	0.28 (0.08-0.95)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	Renal
	C/T-C/C vs T/T
	2.90 (1.20-6.99)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs9508032
	Liver
	C/T-C/C vs T/T
	2.69 (1.12-6.50)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs9508032
	
	T/T vs C/T/C/C
	0.38 (0.15-0.96)
	26/31 vs 27/12
	NS
	21/11 vs 17/6

	rs2010963
	
	C-G-C/C vs G/G
	0.25 (0.07-0.87)
	29/21 vs 24/22
	3.87 (1.04-14.36)
	20/4 vs 18/13

	rs9508032
	Coagulation
	C/T-C/C vs T/T
	2.70 (1.14-6.38)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs2010963
	
	C-G-C/C vs G/G
	0.28 (0.08-0.95)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	Neurological
	C/T-C/C vs T/T
	3.02 (1.25-7.30)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs9508032
	
	T/T vs C/T-C/C
	0.36 (0.14-0.92)
	26/31 vs 27/12
	NS
	21/11 vs 17/6

	rs2010963
	
	C-G-C/C vs G/G
	0.27 (0.08-0.91)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	Gastrointestinal
	C/T-C/C vs T/T
	3.02 (1.25-7.30)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs9508032
	
	T/T vs C/T-C/C
	0.36 (0.14-0.92)
	26/31 vs 27/12
	NS
	21/11 vs 17/6

	rs2010963
	
	C-G-C/C vs G/G
	0.26 (0.08-0.90)
	29/21 vs 24/22
	3.82 (1.03-14.13)
	20/4 vs 18/13

	rs9508032
	Acid-base disorder
	C/T-C/C vs T/T
	2.57 (1.08-6.12)
	27/12 vs 26/31
	NS
	17/6 vs 21/11


Notes: Models adjusted for the listed covariates. Genotypes were grouped variant vs wild-type (wt; reference). Reference categories were T/T for rs9508032 and G/G for rs2010963. Counts represent number of cases/controls carrying the given genotype. OR = odds ratio; CI = confidence interval; Reported ORs (even if non-significant) are acknowledged as valid exploratory trends. NS = not significant; odds ratios are considered not significant if the 95% confidence interval includes 1 (corresponding to p > 0.05). 


Supplementary Table 6. Sex-stratified associations between VEGFA SNPs and pre-existing comorbidities with simultaneous acute organ dysfunctions in sepsis
	SNP
	Comorbidities
	Genotype
(variant vs wt)
	Male OR (95%CI)
	Male cases/controls
(variant vs wt)
	Female OR (95%CI)
	Female cases/controls
(variant vs wt)

	rs2010963
	Respiratory
	C/G-C/C vs G/G
	0.28 (0.08-0.94)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	
	C/T-C/C vs T/T
	2.78 (1.17-6.63)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs2010963
	Cardiovascular
	C/G-C/C vs G/G
	0.29 (0.09-0.99)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	
	C/T-C/C vs T/T
	2.85 (1.19-6.83)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs9508032
	Renal
	C/T-C/C vs T/T
	2.77 (1.14-6.73)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs2010963
	Liver
	C/G-C/C vs G/G
	0.27 (0.08-0.93)
	29/21 vs 24/22
	3.91 (1.05-14.54)
	20/4 vs 18/13

	rs9508032
	
	C/T-C/C vs T/T
	2.77 (1.14-6.75)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs2010963
	Coagulation
	C/G-C/C vs G/G
	0.28 (0.08-0.96)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	
	C/T-C/C vs T/T
	2.60 (1.09-6.21)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs2010963
	Neurological
	C/G-C/C vs G/G
	0.27 (0.08-0.93)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	
	C/T-C/C vs T/T
	3.17 (1.30-7.74)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs2010963
	Gastrointestinal
	C/G-C/C vs G/G
	NS
	29/21 vs 24/22
	4.16 (1.09-15.85)
	20/4 vs 18/13

	rs9508032
	
	C/T-C/C vs T/T
	3.20 (1.30-7.88)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs9508032
	
	T/T vs C/T-C/C
	0.34 (0.13-0.89)
	26/31 vs27/12
	NS
	21/11 vs 17/6

	rs2010963
	Metabolic (diabetes)
	C/G-C/C vs G/G
	0.24 (0.07-0.85)
	29/21 vs 24/22
	NS
	20/4 vs 18/13

	rs9508032
	
	C/T-C/C vs T/T
	2.75 (1.10-6.87)
	27/12 vs 26/31
	NS
	17/6 vs 21/11

	rs9508032
	
	T/T vs C/T-C/C
	0.36 (0.13-0.94)
	26/31 vs 27/12
	NS
	21/11 vs 17/6

	rs699947
	
	A/C-C/C vs A/A
	0.39 (0.16-0.98)
	38/29 vs 15/14
	NS
	28/10 vs 10/7


Notes: Models adjusted for comorbidities as indicated. Genotypes were grouped variant vs wild-type (wt; reference). Reference categories were the major homozygous genotypes (T/T for rs9508032, G/G for rs2010963, and A/A for rs699947). Counts represent number of cases/controls carrying the given genotype. OR = odds ratio; 95%CI = confidence interval; Reported ORs (even if non-significant) are acknowledged as valid exploratory trends. NS = not significant; odds ratios are considered not significant if the 95% confidence interval includes 1 (corresponding to p > 0.05). 
Supplementary Table 7. Association of genetic models for VEGFA (rs699947, rs2010963, rs833061) and VEGFR-1 rs9508032 variants and sepsis. Data stratification by clinical covariates. 
	SNP
	Clinical parameter
	Genotype
	Genetic Model
	OR (95%CI)
	P-value
	Number of cases/controls

	rs9508032
	SOFA score
	C/T-C/C vs T/T
C/T vs T/T-C/C
	Dominant
Overdominant
	2.18 (1.08-4.39)
2.24 (1.07-4.72)
	0.027
0.03
	44/18 vs 47/42
37/14 vs 54/46

	
	Leucocyte count
	C/T-C/C vs T/T
C/T vs T/T-C/C
	Dominant
Overdominant
	2.17 (1.08-4.36)
2.24 (1.07-4.68)
	0.027
0.029
	44/18 vs 47/42
37/14 vs 54/46

	
	Lactate level
	C/T-C/C  vs T/T
C/T vs T/T-C/C
C/T vs T/T
	Dominant
Overdominant
Codominant
	2.25 (1.11-4.55)
2.39 (1.12-5.10)
2.48 (1.15-5.35)
	0.022
0.021
0.058
	44/18 vs 47/42
37/14 vs 54/46
37/14 vs 47/42

	
	Acid-base disorder
	C/T-C/Cvs T/T
C/T vs T/T-C/C
	Dominant
Overdominant
	2.18 (1.08-4.40)
2.17 (1.03-4.56)
	0.028
0.037
	44/18 vs 47/42
37/14 vs 54/46

	rs833061
	CRP level
	C/T-T/T vs C/C
C/T vs C/C
T/T vs C/C
	Dominant
Codominant
Codominant
	3.29 (1.35-8.01)
3.37 (1.30-8.72)
3.14 (1.07-9.25)
	0.007
0.028
0.028
	68/32 vs 17/18
46/21 vs 17/18
22/11 vs 17/18

	rs2010963
	
	C/G-C/C vs G/G
	Dominant
	2.21 (1.02-4.81)
	0.042
	47/20 vs 38/30

	rs699947
	
	A/C-C/C vs A/A
A/C vs A/A
	Dominant
Codominant
Overdominant
	2.95 (1.25-6.96)
3.43 (1.34-8.81)
2.24 (1.03-4.88)
	0.012
0.031
0.038
	65/31 vs 20/19
43/18 vs 20/19
43/18 vs 42/32


Notes: All genetic models were tested. Only statistically significant associations are shown. Reported p-values are nominal. Genotypes were grouped variant vs wild type (wt; reference). Among all tested inheritance models, the dominant and overdominant models consistently provided the best fit, as judged by AIC and BIC values (data not shown).





Supplementary Table 8. Association of genetic model for VEGFR-1 rs9508032 variants and sepsis. Data stratification by various acute organ dysfunctions 
	SNP
	Acute organ dysfunction
	Genotype
(variant vs wt)
	Genetic Model
	OR (95%CI)
	P-value
	Number of cases/controls
(variant vs wt)

	rs9508032
	Total
	C/T-C/C vs T/T
	Dominant

	2.25 (1.09-4.64)
	0.026
	44/18 vs 47/42

	
	Respiratory
	C/T-C/C vs T/T

C/T vs T/T-C/C
	Dominant

Overdominant
	2.19 (1.09-4.42)

2.25 (1.07-4.71)
	0.025

0.028
	44/18 vs 47/42

37/14 vs 54/46

	
	Cardiovascular
	C/T-C/C vs T/T
C/T vs T/T-C/C
	Dominant
Overdominant
	2.18 (1.08-4.37)
2.23 (1.06-4.67)
	0.026
0.03
	44/18 vs 47/42
37/14 vs 54/46

	
	Renal
	C/T-C/C vs T/T
C/T vs T/T-C/C
	Dominant
Overdominant
	2.32 (1.13-4.75)
2.24 (1.05-4.76)
	0.019
0.032
	44/18 vs 47/42
37/14 vs 54/46

	
	Liver
	C/T-C/C vs T/T

	Dominant

	2.11 (1.04-4.31)
	0.037
	44/18 vs 47/42


	
	Coagulation
	C/T-C/C vs T/T
C/T vs T/T-C/C
	Dominant
Overdominant
	2.17 (1.08-4.37)
2.24 (1.07-4.70)
	0.027
0.028
	44/18 vs 47/42
37/14 vs 54/46

	
	Neurological
	C/T-C/C vs T/T
C/T vs T/T-C/C
	Dominant
Overdominant
	2.26 (1.11-4.59)
2.32 (1.09-4.91)
	0.022
0.025
	44/18 vs 47/42
37/14 vs 54/46

	
	Gastrointestinal
	C/T-C/C vs T/T
C/T vs T/T-C/C
	Dominant
Overdominant
	2.26 (1.11-4.59)
2.32 (1.09-4.91)
	0.022
0.025
	44/18 vs 47/42
37/14 vs 54/46


Notes: All genetic models were tested. Only statistically significant associations are shown. Reported p-values are nominal. Genotypes were grouped variant vs wild-type (wt; reference). Dominant model = C/T–C/C vs T/T; Overdominant model = C/T vs T/T–C/C; Codominant model = C/T vs T/T. Odds ratios (ORs) and 95% confidence intervals (CI) were obtained by logistic regression. P-values are uncorrected (nominal). 
Supplementary Table 9. Association of genetic model for VEGFR-1 rs9508032 variants and sepsis. Data stratification by various organ dysfunctions and pre-existing comorbidities
	SNP
	Comorbidities and acute dysfunctions
	Genotype
(variant vs wt)
	Genetic Model
	OR (95%CI)
	P-value
	Number of cases/controls
(variant vs wt)

	rs9508032
	Respiratory
	C/T-C/C vs T/T
C/T vs T/T-C/C
C/T vs T/T
	Dominant
Overdominant
Codominant
	2.19 (1.08-4.40)
2.24 (1.06-4.72)
2.34 (1.10-5.00)
	0.026
0.031
0.074
	44/18 vs 47/42
37/14 vs 54/46
37/14 vs 47/42

	
	Cardiovascular
	C/T-C/C vs T/T
C/T vs T/T-C/C
C/T vs T/T
	Dominant
Overdominant
Codominant
	2.28 (1.12-4.61)
2.39 (1.12-5.10)
2.49 (1.16-5.37)
	0.020
0.020
0.055
	44/18 vs 47/42
37/14 vs 54/46
37/14 vs 47/42

	
	Renal
	C/T-C/C vs T/T
C/T vs T/T-C/C
C/T vs T/T
	Dominant
Overdominant
Codominant
	2.22 (1.08-4.57)
2.14 (1.00-4.58)
2.30 (1.06-5.01)
	0.028
0.046
0.087
	44/18 vs 47/42
37/14 vs 54/46
37/14 vs 47/42

	
	Liver
	C/T-C/C vs T/T
	Dominant
	2.16 (1.06-4.43)
	0.032
	44/18 vs 47/42

	
	Coagulation
	C/T-C/C vs T/T
C/T vs T/T-C/C
C/T vs T/T
	Dominant
Overdominant
Codominant
	2.11 (1.05-4.27)
2.11 (1.00-4.46)
2.23 (1.04-4.76
	0.034
0.046
0.099
	44/18 vs 47/42
37/14 vs 54/46
37/14 vs 47/42

	
	Neurological
	C/T-C/C vs T/T
C/T vs T/T-C/C
C/T vs T/
	Dominant
Overdominant
Codominant
	2.34 (1.14-4.79)
2.33 (1.09-4.96)
2.49 (1.15-5.39)
	0.017
0.024
0.054
	44/18 vs 47/42
37/14 vs 54/46
37/14 vs 47/42

	
	Gastrointestinal
	C/T-C/C vs T/T
C/T vs T/T-C/C
C/T vs T/
	Dominant
Overdominant
Codominant
	2.29 (1.11-4.73)
2.37 (1.09-5.12)
2.49 (1.14-5.46)
	0.023
0.025
0.063
	44/18 vs 47/42
37/14 vs 54/46
37/14 vs 47/42

	
	Metabolic (Diabetes)
	C/T-C/C vs T/T
C/T vs T/T-C/C
C/T vs T/
	Dominant
Overdominant
Codominant
	2.29 (1.11-4.73)
2.37 (1.09-5.12)
2.49 (1.14-5.46)
	0.023
0.025
0.063
	44/18 vs 47/42
37/14 vs 54/46
37/14 vs 47/42

	rs2010963
	Gastrointestinal
	C/G-C/C vs G/G
	Dominant
	2.07 (1.01-4.25)
	0.044
	49/25 vs 42/35


Notes: All genetic models were tested. The table includes nominally significant and borderline values. Genotypes were grouped variant vs wild-type (wt; reference). For rs9508032 Dominant model = C/T–C/C vs T/T; Overdominant model = C/T vs T/T–C/C; Codominant model = C/T vs T/T. For rs2010963 Dominant model = C/G-C/C vs G/G. Odds ratios (ORs) and 95% confidence intervals (CI) were obtained by logistic regression. P-values are uncorrected (nominal). 




Supplementary Table 10. Haplotype associations with sepsis adjusted by various variables
	Clinical parameter
	rs833061
	rs2010963
	rs699947
	rs9508032
	Frequency
	OR (95% CI)
	P- value

	SOFA score
	C
	G
	A
	C
	0.131
	2.84 (1.06 - 7.66)
	0.04

	CRP level
	T
	C
	C
	T
	0.211
	2.24 (1.01 - 4.98)
	0.051

	Leucocyte count
	T
	G
	C
	T
	0.144
	1.65 (1.64 - 1.66)
	<0.0001

	Lactate level
	C
	G
	A
	C
	0.131
	2.92 (1.09 - 7.85)
	0.035

	Acid-base disorder
	C
	G
	A
	C
	0.131
	3.02 (1.08 - 8.40)
	0.036

	Certified infection
	T
	C
	A
	T
	0.011
	0.06 (0.01 - 0.52)
	NA

	Organ dysfunctions
	
	
	
	
	
	
	

	Total
	C
	G
	A
	C
	0.131
	2.78 (1.03 - 7.48)
	0.045

	
	T
	C
	C
	C
	0.073
	3.52 (1.01 - 12.27)
	0.05

	Respiratory
	C
	G
	A
	C
	0.131
	2.88 (1.07 - 7.77)
	0.039

	Cardiovascular
	C
	G
	A
	C
	0.131
	2.89 (1.08 - 7.74)
	0.037

	Renal
	C
	G
	A
	C
	0.131
	2.94 (1.10 - 7.83)
	0.033

	Liver
	C
	G
	A
	C
	0.131
	3.02 (1.11 - 8.23)
	0.033

	
	T
	C
	C
	C
	0.073
	3.65 (1.04 - 12.78)
	0.045

	Coagulation
	C
	G
	A
	C
	0.131
	2.87 (1.07 - 7.70)
	0.038

	Neurological
	C
	G
	A
	C
	0.131
	2.85 (1.06 - 7.67)
	0.04

	Gastrointestinal
	C
	G
	A
	C
	0.131
	2.85 (1.06 - 7.67)
	0.04

	Organ dysfunctions and omorbidities
	
	
	
	
	
	
	

	Respiratory
	C
	G
	A
	C
	0.131
	2.91 (1.07 - 7.91)
	0.038

	Cardiovascular
	C
	G
	A
	C
	0.131
	3.31 (1.18 - 9.35)
	0.025

	Renal
	C
	G
	A
	C
	0.131
	2.92 (1.07 - 7.96)
	0.038

	Liver
	C
	G
	A
	C
	0.131
	2.89 (1.06 - 7.90)
	0.041

	
	T
	C
	C
	C
	0.073
	3.73 (1.06 - 13.08)
	0.042

	Neurological
	C
	G
	A
	C
	0.131
	3.12 (1.14 - 8.56)
	0.029

	
	T
	C
	C
	C
	0.073
	3.40 (1.01 - 11.41)
	0.049

	Gastrointestinal
	C
	G
	A
	C
	0.131
	2.87 (1.07 - 7.69)
	0.038

	
	T
	C
	C
	C
	0.073
	3.85 (1.09 - 13.64)
	0.038

	Metabolic (diabetes)
	C
	G
	A
	C
	0.131
	3.30 (1.16 - 9.40)
	0.027


Notes: Haplotype frequencies were estimated with SNPStats. Odds ratios (OR) and 95% confidence intervals (CI) were calculated relative to the most common haplotype. Nominal p-values are reported. Global haplotype tests were not significant for any of the evaluated covariates. After Bonferroni correction for multiple testing (30 comparisons, corrected α = 0.0017), no associations remained statistically significant. Missing p-values indicate haplotypes with too low frequency to allow reliable testing. Unusually narrow CI reflects model instability due to sparse counts.




