[bookmark: _Hlk30320191]Supplementary Table 1. Characteristics of FACS-sorted monocytes according to group (n = 20/group)

	
	Control
	MetS
	DIOS
	P value
C vs MetS
	P value
C vs DIOS
	P value
MetS vs DIOS

	Monocytes (% leucocytes)
	7.75 (2.49)
	8.10 (2.07)
	7.41 (1.90)
	0.59
	0.59
	0.28

	Monocytose (cells/mm3)
	480 (130)
	520 (130)
	450 (140)
	0.38
	0.62
	0.17

	P5 (%)
	1.6 (1.1)
	1.7 (1.3)
	1.1 (1.1)
	0.59
	0.72
	0.85

	P5 (cells/mm3)
	7.0 (4.5)
	9.1 (7.6)
	7.3 (4.7)
	0.18
	0.86
	0.25

	P4 (%)
	10.2 (10.7)
	8.8 (10.5)
	7.1 (11.4)
	0.68
	0.35
	0.60

	P4 (cells/mm3)
	43.7 (42.2)
	49.0 (70.5)
	35.7 (70.5)
	0.78
	0.67
	0.49

	P3 (%)
	43.3 (17.3)
	45.3 (21.0)
	42.2 (18.1)
	0.70
	0.84
	0.55

	P3 (cells/mm3)
	205 (95)
	234 (122)
	194 (100)
	0.37
	0.73
	0.22

	P6 (%)
	30.1 (22.6)
	28.4 (18.6)
	36.4 (20.3)
	0.77
	0.28
	0.17

	P6 (cells/mm3)
	153 (131)
	143 (99)
	165 (104)
	0.74
	0.69
	0.47

	Monocytes CD163 + (%)
	83.5 (16.0)
	82.5 (12.7)
	86.6 (6.0)
	0.77
	0.35
	0.22

	Monocytes CD206 + (%)
	22.7 (13.9)
	22.4 (14.7)
	27.7 (17.3)
	0.94
	0.28
	0.25

	P5 CD163 + (%)
	36.8 (16.8)
	26.6 (20.7)
	34.0 (25.5)
	0.12
	0.67
	0.26

	P5 CD206 + (%)
	12.4 (8.6)
	12.7 (8.8)
	11.0 (8.6)
	0.90
	0.58
	0.49

	P4 CD163 + (%)
	84.1 (20.3)
	85.9 (10.3)
	83.3 (20.5)
	0.72
	0.86
	0.59

	P4 CD206 + (%)
	12.8 (9.4)
	14.4 (13.7)
	14.6 (17.7)
	0.68
	0.62
	0.94

	P3 CD163 + (%)
	93.2 (12.2)
	95.4 (2.9)
	95.5 (2.9)
	0.29
	0.28
	0.97

	P3 CD206 + (%)
	20.6 (14.4)
	23.6 (15.7)
	32.1 (20.4)
	0.50
	0.009
	0.05

	P6 CD163 + (%)
	20.6 (14.4)
	23.6 (15.8)
	32.1 (20.4)
	0.31
	0.26
	0.89

	P6 CD206 + (%)
	92.6 (14.6)
	65.4 (3.1)
	95.7 (3.2)
	0.83
	0.22
	0.30


Monocytes were separated from whole blood by FACS Canto II cytometer and classified according to expression of CD14 and CD16. Classical monocytes are represented by the P6 (CD14++CD16-) and P3 (CD14++CD16low), intermediate monocytes by P4 (CD14+ CD16+) population and non-classical monocytes by P5 (CD14-CD16++) population. Values were expressed as mean ± SD.


Supplementary Table 2. Responsiveness of macrophages to IL-4 activation: relative gene expression (% of mean Resting Macrophage expression) of the entire set of genes analyzed in the Control, MetS, or DIOS groups (n = 20/group).
	
	Control
	MetS
	DIOS
	intergroup comparison

	
	RM
	M2
	p
	RM
	M2
	p
	RM
	M2
	p
	Control Vs MetS
	Control Vs DIOS
	MetS Vs DIOS

	ABCA1
	80 [52-112]
	55 [34-75]
	0.02
	69 [51-111]
	73 [56-129]
	0.39
	77 [45-117]
	84 [49-117]
	0.94
	0,82
	0,62
	0,16

	ATF1
	67 [62-126]
	78 [62-116]
	0.50
	75 [61-115]
	85 [48-120]
	0.47
	84 [66-120]
	83 [59-128]
	0.97
	0,75
	0,67
	0,59

	CCL2
	40 [25-148]
	75 [31-185]
	0.11
	36 (9-155]
	170 [46-338]
	<0.01
	55 [27-114]
	254 [66-628]
	<0.01
	0,44
	0,16
	0,38

	CCL3
	28 [17-90]
	22 [10-41]
	0.6
	80 [48-128]
	59 [43-133]
	0.60
	56 [31-80]
	50 [36-106]
	0.97
	0,48
	0,91
	0,19

	CCR2
	42 [13-121]
	49 [19-100]
	0.74
	37 [10-109]
	49 [32-83]
	0.94
	29 [16-86]
	21 [15-74]
	0.37
	0,64
	0,38
	0,26

	CD14
	79 [24-121]
	81 [25-137]
	0.52
	49 [30-153]
	45 [23-97]
	0.31
	74 [57-117]
	48 [22-166]
	0.46
	0,33
	0,43
	0,89

	CD163
	71 [50-122]
	65 [39-92]
	0.33
	92 [47-124]
	67 [46-107]
	0.22
	41 [28-115]
	39 [20-51]
	0.11
	0,35
	0,11
	0,05

	CLEC7A
	69 [30-94]
	75 [26-123]
	0.53
	80 [64-128]
	81 [69-150]
	0.88
	61 [35-117]
	50 [37-97]
	0.55
	0,19
	0,88
	0,16

	F13A1
	37 [9-70]
	41 [2-676]
	0.04
	14 [2-30]
	30 [9-103]
	0.04
	24 [3-124]
	22 [2-144]
	0.50
	0,36
	0,027
	0,31

	FABP4
	57 [31-104]
	78 [34-188]
	0.04
	40 [22-91]
	51 [34-112]
	0.09
	80 [39-131]
	139 [68-226]
	0.03
	0,35
	0,60
	0,62

	FCGR3B
FCGR3A
	67 [49-104]
	68 [31-108]
	0.40
	87 [59-122]
	60 [50-87]
	0.17
	65 [36-116]
	51 [39-94]
	0.06
	0,71
	0,75
	0,99

	FTH1
	57 [45-105]
	86 [58-112]
	0.55
	76 [59-127]
	80 [65-135]
	0.96
	63 [51-86]
	87 [47-206]
	0.23
	0,13
	0,34
	0,74

	FTL
	81 [57-104]
	83 [61-100]
	0.55
	76 [42-113]
	76 [49-113]
	0.77
	100 [67-120]
	109 [60-156]
	0.55
	0,89
	0,73
	0,92

	GPX1
	62 [46-84]
	80 [50-93]
	0.38
	82 [58-124]
	85 [51-118]
	0.87
	71 [45-117]
	83 [55-144]
	0.43
	0,18
	0,70
	0,45

	GTF2B
	63 [37-130]
	56 [39-89]
	0.60
	90 [46-152]
	84 [43-139]
	0.97
	77 [58-145]
	104 [39-135]
	0.79
	0,59
	0,38
	0,92

	HAMP
	73 [35-100]
	92 [50-148]
	0.26
	50 [31-129]
	82 [56-137]
	0.71
	72 [42-113]
	87 [53-133]
	0.20
	0,63
	0,94
	0,48

	HLADRA
	61 [28-139]
	55 [38-173]
	0.68
	60 [42-150]
	74 [55-138]
	0.53
	75 [46-129]
	130 [52-224]
	0.05
	0,48
	0,94
	0,51

	HMOX1
	85 [43-110]
	66 [49-164]
	0.48
	77 [63-122]
	122 [62-208]
	0.35
	83 [49-137]
	110 [69-237]
	0.09
	0,52
	0,29
	0,79

	IL10
	73 [34-118]
	72 [40-95]
	0.71
	48 [33-120]
	73 [33-131]
	0.35
	85 [51-130]
	136 [80-189]
	0.08
	0,36
	0,30
	0,79

	IL1B
	33 [13-64]
	23 [19-44]
	0.58
	77 [39-133]
	49 [29-122]
	0.77
	76 [34-170]
	63 [29-110]
	0.28
	0,85
	0,39
	0,30

	LRP1
	88 [74-109]
	134 [90-158]
	0.08
	79 [67-114]
	84 [67-112]
	0.84
	58 [43-81]
	69 [47-90]
	0.94
	0,41
	0,92
	0,42

	MRC1
	89 [70-107]
	132 [87-201]
	0.02
	101 [59-137]
	150 [78-232]
	<0.01
	86 [71-114]
	138 [77-198]
	0.11
	0,48
	0,48
	0,14

	NR1H2
	86 [39-131]
	114 [80-168]
	0.17
	59 [46-146]
	81 [66-113]
	0.77
	92 [51-136]
	97 [29-158]
	0.63
	0,20
	0,83
	0,34

	NR1H3
	67 [38-120]
	66 [38-94]
	0.52
	86 [41-142]
	73 [41-126]
	0.26
	65 [47-103]
	71 [44-115]
	0.68
	0,60
	0,86
	0,74

	PPARA
	89 [58-109]
	90 [69-153]
	0.33
	80 [50-105]
	76 [51-148]
	0.63
	72 [53-101]
	101 [63-150]
	0.07
	0,40
	0,38
	0,93

	PPARG
	84 [33-115]
	92 [33-182]
	0.74
	47 [32-134]
	94 [54-183]
	0.12
	72 [40-124]
	65 [33-150]
	0.63
	0,13
	0,70
	0,52

	PTGS2
	85 [63-118]
	132 [80-161]
	0.16
	68 [47-113]
	86 [58-112]
	0.44
	61 [48-82]
	76 [51-97]
	0.87
	0,17
	0,60
	0,14

	SELL
	57 [33-81]
	65 [40-112]
	0.55
	75 [39-157]
	105 [69-142]
	0.06
	63 [35-99]
	84 [55-154]
	0.16
	0,63
	0,46
	0,20

	SLC11A2
	89 [71-115]
	112 [94-132]
	0.37
	96 [74-121]
	100 [71-120]
	0.90
	55 [49-89]
	71 [46-98]
	0.90
	0,48
	0,79
	0,51

	SLC40A1
	68 [59-113]
	53 [43-85]
	0.21
	84 [32-141]
	79 [43-130]
	0.22
	61 [23-86]
	46 [24-63]
	0.03
	0,72
	0,24
	0,18

	SOCS3
	92 [23-154]
	91 [61-116]
	0.47
	56 [40-121]
	74 [44-95]
	0.72
	47 [28-105]
	49 [22-73}
	0.07
	0,53
	0,47
	0,15

	SOD1
	90 [50-116]
	82 [60-103]
	0.97
	79 [61-128]
	86 [60-112]
	0.68
	54 [36-108]
	70 [37-107]
	0.82
	0,44
	0,59
	0,41

	SRA1
	100 [49-136]
	123 [66-146]
	0.35
	71 [55-100]
	70 [52-96]
	0.28
	70 [38-88]
	78 [31-12]
	0.49
	0,21
	0,91
	0,38

	TFRC
	83 [60-109]
	110 [57-136]
	0.31
	77 [54-108]
	93 [62-157]
	0.39
	69 [40-118]
	71 [54-121]
	0.60
	0,13
	0,31
	0,81

	TGFB1
	77 [65-125]
	86 [71-99]
	0.62
	66 [51-92]
	64 [56-87]
	0.47
	70 [56-113]
	85 [62-121]
	0.65
	0,71
	0,31
	0,53

	TGM2
	87 [50-141]
	160 [78-265]
	0.005
	79 [50-132]
	99 [61-177]
	0.02
	61 [31-101]
	104 [45-237]
	0.06
	0,73
	0,80
	0,59


The relative expression (% of mean resting macrophage expression) of each gene was calculated and represented as median +/- interquartile and compared by Wilcoxon tests. A mixed-effects regression model was used to compare IL4-induced polarization between patient groups.


Supplementary Table 3. Comparative gene expression levels in resting macrophages (RM) from Control, MetS, and DIOS groups(n = 20/group).

	
	Control
	MetS
	DIOS
	C vs M
	C vs DIOS
	M vs DIOS

	ABCA1
	69 [33-164]
	43 [32-91]
	70 [41-112]
	0.02
	0.41
	0.16

	ATF1
	89 [32-137]
	115 [56-144]
	73 [41-171]
	0.67
	0.99
	0.68

	CCL2
	54 [24-152]
	22 [12-79]
	33 [11-62]
	0.30
	0.14
	0.64

	CCL3
	61 [21-134]
	44 [28-94]
	55 [22-128]
	0.25
	0.64
	0.50

	CCR2
	85 [42-144]
	51 [14-107]
	40 [14-126]
	0.21
	0.56
	0.50

	CD14
	27 [9-172]
	41 [11-76]
	21 [10-47]
	0.37
	0.03
	0.19

	CD163
	78 [37-142]
	73 [40-130]
	96 [39-251]
	0.97
	0.06
	0.06

	CLEC7A
	78 [9-162]
	63 [20-157]
	61 [17-151]
	0.69
	0.93
	0.76

	F13A1
	61 [25-125]
	59 [36-181]
	151 [46-227]
	0.36
	0.12
	0.44

	FABP4
	82 [36-156]
	62 [24-183]
	52 [22-113]
	0.71
	0.67
	0.43

	FCGR3B/FCGR3A
	55 [10-174]
	47 [15-125]
	44 [14-145]
	0.07
	0.25
	0.54

	FTH1
	85 [27-157]
	66 [29-121]
	92 [30-171]
	0.40
	0.49
	0.13

	FTL
	81 [48-150]
	103 [64-128]
	64 [50-122]
	0.72
	0.30
	0.17

	GPX1
	68 [27-177]
	69 [31-125]
	49 [31-142]
	0.40
	0.85
	0.51

	GTF2B
	97 [70-125]
	73 [45-117]
	60 [38-118]
	0.76
	0.43
	0.28

	HAMP
	64 [39-145]
	91 [58-133]
	61 [35-104]
	0.93
	0.71
	0.65

	HLADRA
	60 [29-166]
	63 [29-94]
	44 [21-154]
	0.84
	0.65
	0.52

	HMOX1
	70 [39-107]
	63 [24-90]
	51 [40-73]
	0.36
	0.12
	0.52

	IL10
	10 [5-20]
	10 [7-21]
	7 [3-14]
	0.65
	0.26
	0.49

	IL1B
	46 [17-135]
	63 [23-122]
	43 [15-124]
	0.60
	0.99
	0.59

	LRP1
	60 [25-167]
	59 [34-125]
	95 [34-157]
	0.64
	0.55
	0.30

	MRC1
	69 [27-152]
	67 [27-152]
	67 [36-140]
	0.85
	0.85
	0.72

	NR1H2
	38 [20-153]
	59 [38-113]
	85 [47-117]
	0.41
	0.80
	0.58

	NR1H3
	100 [56-133]
	79 [56-119]
	124 [56-154]
	0.53
	0.27
	0.08

	PPARA
	85 [34-142]
	46 [33-80]
	49 [36-96]
	0.01
	0.04
	0.66

	PPARG
	86 [50-129]
	106 [61-131]
	117 [68-161]
	0.78
	0.09
	0.15

	PTGS2
	57 [19-150]
	34 [24-134]
	86 [21-112]
	0.65
	0.84
	0.51

	SELL
	62 [19-135]
	54 [29-115]
	46 [22-116]
	0.52
	0.83
	0.41

	SLC11A2
	60 [30-137]
	82 [35-157]
	144 [34-251]
	0.99
	0.04
	0.04

	SLC40A1
	77 [27-148]
	41 [36-131]
	69 [62-151]
	0.37
	0.48
	0.10

	SOCS3
	48 [8-160]
	60 [17-106]
	69 [35-134]
	0.28
	0.85
	0.35

	SOD1
	90 [24-162]
	62 [29-119]
	79 [28-198]
	0.43
	0.11
	0.02

	SRA1
	29 [17-243]
	60 [29-99]
	76 [35-152]
	0.56
	0.57
	0.25

	TFRC
	61 [34-150]
	61 [34-112]
	97 [37-283]
	0.19 
	0.08
	0.003

	TGFB1
	86 [39-168]
	91 [34-164]
	107 [38-160]
	0.70
	0.73
	0.97

	TGM2
	49 [37-88]
	68 [44-116]
	111 [46-148]
	0.67
	0.17
	0.07


The relative expression was calculated as percentage of mean control expression in RM of each gene and represented by median and the lower and the upper quartiles and compared by ANOVA or the nonparametric Kruskal-Wallis (KW) tests, followed by post-hoc test (respectively Tukey-Kramer and Dunn).


Supplementary Table 4. Comparative gene expression levels in M2 macrophages from Control, MetS, and DIOS groups (n = 20/group).

	
	Control
	MetS
	DIOS
	C vs M
	C vs DIOS
	M vs DIOS

	ABCA1
	47 [24-102]
	43 [29-102]
	44 [26-100]
	0.18
	0.18
	0.99

	ATF1
	97 [39-149]
	67 [51-159]
	70 [55-107]
	0.54
	0.58
	0.24

	CCL2
	75 [4-136]
	83 [37-132]
	64 [27-157]
	0.91
	0.48
	0.42

	CCL3
	43 [18-109]
	59 [21-168]
	74 [17-132]
	0.94
	0.62
	0.70

	CCR2
	22 [11-39]
	19 [9-27]
	15 [8-19]
	0.21
	0.13
	0.80

	CD14
	46 [7-133]
	49 [15-162]
	25 [6-50]
	0.89
	0.24
	0.20

	CD163
	72 [27-180]
	71 [36-221]
	83 [27-154]
	0.22
	0.96
	0.23

	CLEC7A
	81 [10-169]
	59 [20-224]
	32 [18-120]
	0.23
	0.88
	0.18

	F13A1
	79 [12-177]
	27 [11-125]
	33 [8-44]
	0.46
	0.07
	0.21

	FABP4
	87 [43-142]
	102 [24-176]
	91 [38-148]
	0.14
	0.90
	0.18

	FCGR3B
FCGR3A
	57 [9-133]
	48 [12-148]
	33 [9-134]
	0.55
	0.78
	0.75

	FTH1
	64 [27-167]
	101 [32-171]
	70 [40-173]
	0.72
	0.17
	0.31

	FTL
	85 [42-152]
	113 [41-172]
	66 [56-141]
	0.62
	0.57
	0.29

	GPX1
	84 [28-149]
	94 [29-166]
	64 [31-144]
	0.41
	0.79
	0.57

	GTF2B
	99 [63-139]
	91 [58-152]
	79 [60-114]
	0.31
	0.84
	0.67

	HAMP
	65 [38-176]
	84 [38-176]
	65 [34-110]
	0.42
	0.61
	0.22

	HLADRA
	75 [22-144]
	68 [38-188]
	44 [29-72]
	0.36
	0.82
	0.25

	HMOX1
	101 [46-129]
	92 [36-124]
	81 [54-110]
	0.89
	0.83
	0.72

	IL10
	65 [27-110]
	75 [46-177]
	65 [43-130]
	0.24
	0.92
	0.28

	IL1B
	30 [10-75]
	58 [13-114]
	18 [14-55]
	0.42
	0.16
	0.54

	LRP1
	90 [39-153]
	53 [40-199]
	59 [42-127]
	0.56
	0.53
	0.96

	MRC1
	71 [44-159]
	62 [50-183]
	78 [53-105]
	0.42
	0.46
	0.12

	NR1H2
	69 [38-176]
	73 [36-187]
	73 [36-186]
	0.57
	0.93
	0.51

	NR1H3
	74 [49-131]
	69 [51-149]
	105 [52-183]
	0.87
	0.33
	0.41

	PPARA
	86 [37-123]
	52 [35-119]
	72 [42-119]
	0.15
	0.38
	0.56

	PPARG
	103 [76-113]
	134 [106-152]
	131 [77-192]
	0.04
	0.01
	0.67

	PTGS2
	81 [31-177]
	39 [32-219]
	39 [26-161]
	0.26
	0.64
	0.11

	SELL
	45 [24-140]
	45 [27-176]
	27 [18-58]
	0.87
	0.32
	0.41

	SLC11A2
	49 [32-148]
	71 [35-206]
	54 [30-179]
	0.56
	0.12
	0.31

	SLC40A1
	43 [12-87]
	34 [28-101]
	30 [19-84]
	0.40
	0.29
	0.85

	SOCS3
	59 [12-218]
	50 [17-151]
	25 [17-81]
	0.85
	0.24
	0.34

	SOD1
	88 [26-164]
	79 [28-145]
	67 [33-203]
	0.77
	0.20
	0.11

	SRA1
	53 [37-180]
	60 [26-163]
	51 [36-134]
	0.61
	0.74
	0.85

	TFRC
	55 [48-141]
	80 [38-149]
	84 [50-226]
	0.85
	0.05
	0.07

	TGFB1
	67 [32-141]
	77 [30-156]
	68 [33-112]
	0.91
	0.30
	0.35

	TGM2
	86 [55-137]
	67 [37-144]
	83 [43-175]
	0.98
	0.29
	0.28



The relative expression was calculated as percentage of mean control expression in RM of each gene and represented by median and the lower and the upper quartiles and compared by ANOVA or the nonparametric Kruskal-Wallis (KW) tests, followed by post-hoc test (respectively Tukey-Kramer and Dunn).
