Table S1
The list of studied compounds.

	Amino acids
	Organic acids

	4-Hydroxyproline
	Gamma-Aminobutyric acid 

	L-Alanine
	Adenylsuccinic acid

	L-Arginine
	Argininosuccinic acid

	L-Asparagine
	3a,7a,12b-Trihydroxy-5b-cholanoic acid

	L-Aspartic acid
	Creatine

	L-Lysine
	Nicotinic acid

	Citrulline
	Ophthalmic acid

	L-Cystine
	Orotic acid

	Dimethylglycine
	Pantothenic acid

	L-Glutamic acid
	Taurocholic acid

	L-Glutamine
	Uric acid

	Glycine
	Nucleosides and Nucleotides

	L-Histidine
	Adenine

	DL-Homocysteine
	Cytosine

	L-Leucine
	Guanine

	L-Isoleucine
	Thymine

	Asymmetric dimethylarginine
	Uracil

	Methionine sulfoxide
	Xanthine

	Symmetric dimethylarginine
	Adenosine

	L-Phenylalanine
	Cytidine

	L-Proline
	Guanosine

	Serine
	Inosine

	Ornithine
	Thymidine

	L-Threonine
	Uridine

	L-Tryptophan
	Adenosine 3',5'-cyclic monophosphate

	L-Tyrosine
	Adenosine monophosphate

	L-Valine
	Cytidine 3',5'-cyclic monophosphate

	Procollagen 5-hydroxy-L-lysine
	Cytidine monophosphate

	Methylation and transsulfuration cycle
	Guanosine 3',5'-cyclic monophosphate

	L-Cystathionine
	Guanosine monophosphate

	L-Cysteine
	Thymidine monophosphate 

	L-Homocystine
	Other compounds

	L-Methionine
	L-Alpha-aminobutyric acid

	Gamma-Glutamylcysteine 
	L-Acetylcarnitine

	Glutathione
	Acetylcholine 

	L-Glutathione oxidized 
	Allantoin

	S-Adenosylhomocysteine
	L-Carnitine

	S-Adenosylmethionine
	Carnosine

	Coenzymes
	Choline

	FAD 
	Citicoline

	FMN 
	Creatinine

	NAD 
	Cysteamine

	Glycolytic system
	DL-Dopa

	L-Lactic acid
	Dopamine

	Pyruvic acid
	Epinephrine

	Tricarboxylic acid cycle
	Histamine

	Oxoglutaric acid 
	Hypoxanthine

	Aconitic acid
	L-Kynurenine

	Citric acid
	Niacinamide

	Fumaric acid
	Norepinephrine

	Isocitric acid
	Serotonin

	L-Malic acid
	ISTD

	Succinic acid
	2-Morpholinoethanesulfonic acid

	 
	Methionine sulfone



FAD, flavin adenine dinucleotide; FMN, flavin mononucleotide; NAD, nicotinamide adenine dinucleotide; DL-Dopa, dihydroxyphenylalanine; ISTD, internal standard 


Table S2 
A. Chromatographic and mass spectrometric parameters

	HPLC conditions 


	Column 
	Discovery HS F5-3 (2.1 mm I.D. X 150 mm L., 3 μm) 

	Mobile phase A 
	0.1% formic acid / Water 

	Mobile phase B 
	0.1% formic acid / Acetonitrile 

	Time program 
	0% B (0-2.0 min)→25%B (5.0 min)→35%B (11.0 min)→95% B (15.0-20.0 min)→0% B (20.1-25.0 min) 

	Flow rate 
	0.25 mL / min. 

	Injection volume 
	2 μL 

	Oven temperature 
	40℃ 



B. Mass spectrometric parameters

	 MS conditions: 


	Ionization mode 
	ESI (Positive/Negative) 

	Nebulizer gas 
	3.0L / min. 

	Drying gas 
	10.0L / min. 

	DL temperature 
	250℃ 

	Heat block temperature 
	400℃ 




Table S3 
MRM transitions used for the studied compounds.
[bookmark: _xdw5po63r30q]
	№ 
	Compound
	Rt, min
	MRM main
	MRM confirmatory

	1
	L-Cystine
	2,02
	241,308>74,000
	241,308>151,950

	2
	L-Asparagine
	2,101
	133,100>87,150
	133,100> 28,050

	3
	L-Aspartic acid
	2,02
	134,044>74,000
	134,044> 88,050

	4
	Citicoline
	1,96
	489,100>184,100
	489,100>264,050

	5
	L-Glutamine
	2,17
	147,100>84,150
	147,100>130,100

	6
	L-Threonine
	2,26
	120,100>74,150
	120,100>56,050

	7
	L-Alanine
	2,36
	90,058>44,100
	90,058>45,050

	8
	4-Hydroxyproline
	2,1
	132,100>86,050
	132,100>68,050

	9
	L-Cystathionine
	2,045
	223,000>88,050
	223,000>134,000

	10
	L-Cysteine
	2,25
	122,000>76,050
	122,000>59,000

	11
	Dimethylglycine
	2,25
	104,100>58,050
	104,100>44,050

	12
	Methionine sulfoxide
	2,25
	166,000>74,100
	166,000>55,950

	13
	L-Glutamic acid
	2,33
	148,058>84,100
	148,058>130,050

	14
	Cytidine monophosphate
	2,206
	324,000>112,050
	324,000>95,000

	15
	Citrulline
	2,253
	176,100>70,050
	176,100>159,050

	16
	Guanosine monophosphate
	2,26
	364,000>152,050
	364,000>135,000

	17
	L-Proline
	2,321
	116,100>70,150
	116,100>28,050

	18
	Ornithine
	2,552
	133,200>70,150
	133,200>116,200

	19
	L-Alpha-Aminobutyric acid
	2,609
	104,100>58,050
	104,100>41,050

	20
	L-Lysine
	2,679
	147,108>84,100
	147,108>130,050

	21
	Procollagen 5-hydroxy-L-lysine
	2,831
	163,208>131,000
	163,208>45,100

	22
	L-Histidine
	2,894
	156,208>110,100
	156,208>83,150

	23
	Adenosine monophosphate
	2,901
	348,000>136,050
	348,000>97,100

	24
	Uracil
	2,969
	113,000>70,000
	

	25
	Glycine
	2,986
	76,078>30,100
	76,078>58,150

	26
	Argininosuccinic acid
	3,057
	291,000>70,100
	291,000>116,050

	27
	Thymidine monophosphate
	3,07
	322,900>81,100
	322,900>207,100

	28
	DL-Homocysteine
	3,188
	136,000>90,100
	136,000>56,100

	29
	L-Arginine
	3,365
	175,100>70,100
	175,100>60,100

	30
	Creatine
	3,431
	132,100>44,050
	132,100>90,050

	31
	Gamma-Aminobutyric acid
	3,69
	104,100>87,050
	104,100>45,100

	32
	Serine
	3,98
	106,108>60,100
	106,108>42,100

	33
	Cysteamine
	4,044
	78,100>61,050
	

	34
	Cytosine
	4,08
	112,000>95,100
	

	35
	Nicotinic acid
	4,093
	124,050>80,050
	124,050>78,050

	36
	Cytidine 3',5'-cyclic monophosphate
	4,251
	306,000>112,100
	

	37
	Hypoxanthine
	4,321
	137,000>55,050
	137,000>110,000

	38
	L-Homocystine
	4,436
	269,000>136,050
	269,000>88,000

	39
	Choline
	4,444
	104,100>60,050
	104,100>45,100

	40
	Uridine
	4,449
	245,000>113,050
	

	41
	Gamma-Glutamylcysteine
	4,543
	251,100>84,100
	251,100>122,100

	42
	Glutathione
	4,761
	308,000>179,100
	

	43
	L-Valine
	4,82
	118,100>72,150
	118,100>55,050

	44
	Creatinine
	4,988
	114,100>44,050
	

	45
	Norepinephrine
	5,284
	170,100>152,150
	170,100>107,100

	46
	L-Methionine
	5,344
	150,208>61,050
	150,208>60,100

	47
	L-Carnitine
	5,304
	162,100>103,050
	162,100>56,100

	48
	Niacinamide
	5,35
	123,100>80,050
	123,100>53,100

	49
	Ophthalmic acid
	5,365
	290,100>58,100
	290,100>161,100

	50
	Carnosine
	5,393
	227,100>110,050
	227,100>156,050

	51
	Histamine
	6,175
	112,100>95,050
	112,100>41,050

	52
	Guanosine 3',5'-cyclic monophosphate
	5,448
	346,000>152,050
	346,000>135,050

	53
	Thymine
	5,803
	127,100>54,050
	127,100>110,0500

	54
	Guanosine
	6,211
	284,000>152,000
	284,000>135,00

	55
	Thymidine
	6,179
	243,100>127,100
	

	56
	Adenosine 3',5'-cyclic monophosphate
	6,183
	330,000>136,050
	330,000>119,100

	57
	Adenylsuccinic acid
	6,187
	464,100>252,100
	464,100>162,000

	58
	Inosine
	6,213
	269,100>137,050
	269,100>118,950

	59
	FAD
	6,249
	786,150>136,100
	786,150>348,100

	60
	Pantothenic acid
	6,278
	220,100>90,150
	220,100>72,050

	61
	Dopa
	6,393
	198,100>152,100
	

	62
	Cytidine
	6,46
	244,100>112,050
	244,100>95,000

	63
	Adenine
	6,694
	136,000>119,050
	136,000>65,000

	64
	S-Adenosylmethionine
	6,817
	399,100>250,050
	399,100>136,100

	65
	Epinephrine
	6,939
	184,100>166,100
	184,100>77,000

	66
	Asymmetric dimethylarginine
	7,164
	203,100>70,100
	203,100>46,100

	67
	L-Tyrosine
	7,207
	182,208>91,050
	182,208>136,100

	68
	Symmetric dimethylarginine
	7,241
	203,100>70,150
	203,100>71,100

	69
	Adenosine
	7,52
	268,100>136,000
	268,100>119,000

	70
	Dopamine
	8,068
	154,100>91,050
	154,100>137,050

	71
	S-Adenosylhomocysteine
	8,078
	385,100>134,000
	385,100>136,050

	72
	L-Kynurenine
	8,197
	209,100>192,050
	209,100>94,100

	73
	L-Phenylalanine
	9,165
	166,208>120,100
	166,208>103,050

	74
	L-Acetylcarnitine
	8,34
	204,100>85,050
	204,100>60,100

	75
	Acetylcholine
	8,929
	147,100>87,050
	147,100>88,050

	76
	L-Leucine
	10,092
	132,208>86,100
	132,208>44,100

	77
	L-Isoleucine
	10,527
	132,208>86,100
	132,208>44,050

	78
	Serotonin
	2,021
	177,100>160,100
	177,100>77,050

	79
	L-Tryptophan
	11,927
	205,008>188,100
	205,008>146,100

	80
	Allantoin
	2,184
	157,000>97,100
	157,000>146,100

	81
	2-Morpholinoethanesulfonic acid
	2,317
	194,000>80,150
	

	82
	Methionine sulfone
	2,358
	180,000>79,200
	

	83
	Oxoglutaric acid
	2,358
	144,900>101,100
	144,900>57,050

	84
	L-Malic acid
	2,585
	133,100>114,950
	133,100>71,150

	85
	Isocitric acid
	2,588
	191,200>111,100
	191,200>73,000

	86
	Pyruvic acid
	2,795
	86,900>87,050
	86,900>42,950

	87
	Orotic acid
	3,159
	155,000>111,100
	155,000>42,100

	88
	L-Lactic acid
	3,209
	89,300>89,050
	

	89
	Uric acid
	3,536
	167,100>123,950
	167,100>96,200

	90
	Citric acid
	3,882
	191,200>111,100
	191,200>87,050

	91
	Aconitic acid
	4,055
	172,900>85,050
	172,900>129,100

	92
	NAD
	4,093
	663,100>541,050
	663,100>540,100

	93
	Succinic acid
	4,571
	117,300>73,000
	117,300>99,050

	94
	Xanthine
	5,623
	151,000>108,000
	151,000>42,000

	95
	Fumaric acid
	6,193
	115,000>71,100
	115,000>26,950

	96
	Guanine
	6,253
	150,000>133,000
	150,000>26,950

	97
	FMN
	7,193
	455,000>97,000
	455,000>78,900

	98
	L-Oxidized glutathione
	6,253
	611,100>306,000
	611,100>143,050

	99
	Taurocholic acid
	7,781
	514,200>107,100
	514,200>124,050

	100
	3a,7a,12b-Trihydroxy-5b-cholanoic acid
	14,051
	407,200>343,150
	407,200>345,250


MRM, multiple reaction monitoring; Rt-retention time; FAD, flavin adenine dinucleotide; FMN, flavin mononucleotide; NAD, nicotinamide adenine dinucleotide; DL-Dopa, dihydroxyphenylalanine

Table S3
Levels of the  studied compounds and intergroup differences
	Analites
	Sepsis Me (Q1-Q3) (a.u.)
	COVID(-) Me (Q1-Q3) (a.u.)
	COVID(+) Me (Q1-Q3) (a.u.)
	Control Me (Q1-Q3) (a.u.)
	Sepsis vs COVID(-) (p)
	Sepsis vs COVID(+)(p)
	Sepsis vs Control (p)
	COVID(-) vs COVID(+) (p)
	COVID(-) vs Control (p)
	COVID (+) vs Control (p)

	Aminoacids

	L-Cystine
	0.445 (0.28-0.519)
	0.737 (0.0506-2.02)
	0.528 (0.0839-1)
	0.905 (0.802-1.09)
	0.411
	0.444
	0*
	0.817
	0.443
	0.001*

	L-Asparagine
	0.669 (0.567-0.86)
	1.48 (0.965-2.21)
	0.878 (0.598-2.09)
	1.29 (1.08-1.46)
	0*
	0.031
	0*
	0.046
	0.092
	0.008*

	L-Aspartic acid
	0.219 (0.16-0.335)
	1.4 (0.858-2.67)
	1.03 (0.565-1.73)
	0.869 (0.644-1.25)
	0*
	0*
	0*
	0.057
	0.001*
	0.402

	L-Glutamine
	1.02 (0.856-1.3)
	1.04 (0.524-2.02)
	0.982 (0.494-1.57)
	1.47 (1.3-1.64)
	0.936
	0.415
	0*
	0.433
	0.05
	0*

	L-Threonine
	0.912 (0.746-1.19)
	0.902 (0.578-1.41)
	0.742 (0.403-1.29)
	1.49 (1.25-1.73)
	0.697
	0.065
	0*
	0.274
	0*
	0*

	L-Alanine
	0.928 (0.647-1.29)
	0.631 (0.246-0.95)
	1.05 (0.652-1.4)
	1.47 (1.22-1.8)
	0.001*
	0.742
	0*
	0.002*
	0*
	0*

	4-Hydroxyproline
	1.76 (0.905-3.24)
	0.602 (0.402-1.14)
	0.579 (0.304-0.897)
	0.958 (0.697-1.27)
	0*
	0*
	0*
	0.54
	0.001*
	0*

	Dimethylglycine
	0.773 (0.495-1.64)
	1.32 (0.766-2.33)
	1.5 (0.959-2.61)
	0.53 (0.389-0.654)
	0.042
	0.002*
	0.001*
	0.386
	0*
	0*

	Methionine sulfoxide
	2.1 (1.57-2.53)
	0.839 (0.362-1.52)
	1.36 (0.886-1.8)
	0.975 (0.79-1.21)
	0*
	0*
	0*
	0.013
	0.173
	0.006*

	L-Glutamic acid
	0.312 (0.203-0.457)
	0.867 (0.195-1.77)
	1.02 (0.564-2.12)
	0.851 (0.603-1.13)
	0.006*
	0*
	0*
	0.247
	0.914
	0.076

	Citrulline
	0.246 (0.147-0.385)
	0.273 (0.1-0.473)
	0.388 (0.248-0.713)
	1.28 (1.07-1.54)
	0.711
	0.006*
	0*
	0.043
	0*
	0*

	L-Proline
	0.233 (0.087-0.414)
	2.04 (1.03-3.17)
	0.604 (0.331-2.13)
	0.586 (0.333-0.967)
	0*
	0*
	0*
	0.004*
	0*
	0.11

	Ornithine
	0.627 (0.46-0.835)
	0.271 (0.185-0.578)
	0.509 (0.363-0.78)
	1.39 (1.15-1.8)
	0*
	0.061
	0*
	0.002*
	0*
	0*

	L-Lysine
	0.876 (0.742-1.17)
	1.69 (0.763-3.05)
	1.4 (0.794-2.3)
	1.42 (1.28-1.57)
	0.013
	0.003*
	0*
	0.655
	0.293
	0.879

	procollagen 5-hydroxy-L-lysine
	4.15 (3.03-5.54)
	0.135 (0-0.603)
	0 (0-0.293)
	0.716 (0.581-0.964)
	0*
	0*
	0*
	0.024
	0*
	0*

	L-Histidine
	0.969 (0.78-1.16)
	0.434 (0.276-0.593)
	0.512 (0.423-0.676)
	1.46 (1.37-1.68)
	0*
	0*
	0*
	0.048
	0*
	0*

	Glycine
	1.22 (1.07-1.65)
	1.11 (0.8-1.79)
	1.04 (0.674-1.91)
	1.66 (1.43-1.96)
	0.153
	0.068
	0*
	0.422
	0*
	0*

	L-Arginine
	1.26 (0.8-1.49)
	0.832 (0.314-1.29)
	0.959 (0.756-1.27)
	1.62 (1.39-1.89)
	0.005*
	0.156
	0*
	0.084
	0*
	0*

	Serine
	0.353 (0.252-0.55)
	1.53 (0.959-2.03)
	0.699 (0.243-1.54)
	1.07 (0.875-1.28)
	0*
	0.013
	0*
	0.002*
	0.004*
	0.004*

	L-Valine
	0.921 (0.7-1.18)
	1.39 (0.759-1.75)
	0.935 (0.749-1.79)
	1.5 (1.26-1.8)
	0.014
	0.285
	0*
	0.449
	0.07
	0.001*

	Asymmetric dimethylarginine
	2.27 (1.98-2.43)
	0.468 (0.147-0.848)
	0.392 (0.189-0.912)
	0.748 (0.543-0.896)
	0*
	0*
	0.869
	0.074
	0*
	0*

	L-Tyrosine
	0.654 (0.474-1.01)
	1.55 (0.587-2.24)
	0.94 (0.653-1.35)
	1.19 (0.972-1.42)
	0.001*
	0.004*
	0*
	0.352
	0.295
	0.026

	Symmetric dimethylarginine
	2.91 (2.45-4.22)
	0.04 (0.0084-0.194)
	0.102 (0-0.719)
	0.702 (0.499-0.835)
	0*
	0*
	0*
	0.266
	0*
	0*

	L-Phenylalanine
	1.07 (0.804-1.73)
	2.03 (0.999-3.32)
	1.79 (1.14-3.19)
	1.05 (0.895-1.29)
	0.006*
	0.001*
	0.438
	0.946
	0*
	0*

	L-Leucine
	0.815 (0.617-1.15)
	0.855 (0.531-1.6)
	0.957 (0.541-1.8)
	1.36 (1.17-1.66)
	0.615
	0.423
	0*
	0.939
	0*
	0.001*

	L-Isoleucine
	0.841 (0.66-1.23)
	0.794 (0.527-1.71)
	0.817 (0.433-1.57)
	1.23 (1.03-1.51)
	0.767
	0.894
	0*
	0.953
	0.002*
	0.006*

	L-Tryptophan
	0.326 (0.163-0.4)
	0.931 (0.476-1.28)
	0.977 (0.522-1.39)
	1.22 (1.07-1.42)
	0*
	0*
	0*
	0.596
	0.002*
	0.013

	Methylation and transsulfuration cycle

	L-Cystathionine
	2.28 (1.06-3.89)
	0.763 (0.415-1)
	0.71 (0.423-2.69)
	0.342 (0.244-0.496)
	0*
	0*
	0*
	0.371
	0*
	0*

	L-Cysteine
	0.395 (0.266-0.532)
	0.0386 (0.021-0.12)
	0.082 (0.017-0.177)
	1.18 (0.763-1.34)
	0*
	0*
	0*
	0.218
	0*
	0*

	L-Cystine
	1.26 (0.792-1.46)
	2.08 (0.143-5.71)
	1.49 (0.237-2.83)
	2.56 (2.26-3.09)
	0.411
	0.444
	0*
	0.817
	0.443
	0.001*

	gamma-Glutamylcysteine
	0.0165 (0.013-0.0207)
	0.00637 (0-0.0184)
	0 (0-0.0111)
	0 (0-0)
	0.001*
	0*
	0*
	0.1
	0*
	0*

	DL-Homocystine
	0.0146 (0.0111-0.0218)
	0.00416 (0.00179-0.0128)
	0.00127 (0-0.00558)
	0.0294 (0.0227-0.0419)
	0*
	0*
	0*
	0.02
	0*
	0*

	DL-Homocysteine
	0.0146 (0.0111-0.0218)
	0.0289 (0.0201-0.0647)
	0.023 (0.0136-0.0328)
	0.0289 (0.0218-0.0412)
	0*
	0.012
	0*
	0.019
	0.531
	0.003*

	Glutathione
	0.0571 (0-0.0894)
	0.071 (0.027-0.17)
	0.042 (0-0.143)
	0.91 (0.508-1.42)
	0.16
	0.804
	0*
	0.163
	0*
	0*

	L-Methionine
	1.3 (0.835-1.99)
	1.04 (0.578-1.33)
	0.841 (0.577-1.22)
	1.34 (1.1-1.6)
	0.013
	0.005*
	0.852
	0.583
	0*
	0*

	S-Adenosylmethionine
	1.85 (1.23-3)
	0 (0-0.00842)
	0 (0-0.601)
	0.375 (0-0.722)
	0*
	0*
	0*
	0.021
	0*
	0.067

	S-Adenosylhomocysteine
	0.052 (0.029-0.073)
	0.0124 (0.001-0.03)
	0.027 (0.017-0.049)
	0.01(0.0075-0.014)
	0*
	0.008*
	0*
	0.001*
	0.453
	0*

	Tricarboxylic acid cycle

	L-Malic acid
	1.03 (0.67-1.6)
	0.748 (0.42-1.3)
	0.813 (0.286-1.48)
	0.739 (0.533-1.08)
	0.099
	0.227
	0.009*
	0.712
	0.961
	0.703

	Isocitric acid
	1.61 (0.86-2.38)
	0.124 (0.0185-0.281)
	0 (0-0.241)
	0.927 (0.6-1.33)
	0*
	0*
	0*
	0.098
	0*
	0*

	Citric acid
	1.03 (0.688-1.78)
	0.46 (0.126-1.24)
	0.116 (0-0.814)
	0.689 (0.482-1)
	0.001*
	0*
	0*
	0.022
	0.059
	0*

	Fumaric acid
	0 (0-0)
	0 (0-0.00606)
	0 (0-0)
	0 (0-0)
	0.004*
	0.119
	0.004*
	0.144
	0*
	0*

	Oxoglutaric acid
	0.638 (0.521-0.794)
	0.324 (0.158-0.533)
	0.491 (0.0993-1.08)
	0.35 (0.276-0.482)
	0*
	0.131
	0*
	0.589
	0.303
	0.599

	Organic acids

	Orotic acid
	0.628 (0.555-0.678)
	0.0673 (0.047-0.11)
	0.057 (0.028-0.114)
	1.35 (1.15-1.58)
	0*
	0*
	0*
	0.381
	0*
	0*

	Uric acid
	1.61 (1.16-2.16)
	0.481 (0.337-0.768)
	0.706 (0.506-1.06)
	1.32 (1.13-1.56)
	0*
	0*
	0.025
	0.006*
	0*
	0*

	Creatine
	2.7 (1.27-6.26)
	0.532 (0.264-1.16)
	0.609 (0.259-1.27)
	0.558 (0.292-0.922)
	0*
	0*
	0*
	0.72
	0.995
	0.625

	Nicotinic acid
	0 (0-0)
	0.0109 (0-0.0272)
	0 (0-0.0182)
	0 (0-0)
	0*
	0*
	0.551
	0.043
	0*
	0*

	Ophthalmic acid
	1.38 (1.04-1.71)
	0 (0-0.791)
	0 (0-0.806)
	0 (0-0)
	0*
	0*
	0*
	0.607
	0*
	0*

	Pantothenic acid
	0.88 (0.596-1.36)
	0.722 (0.43-0.838)
	0.83 (0.542-1.09)
	1.44 (1.07-1.72)
	0.012
	0.402
	0*
	0.061
	0*
	0*

	3a,7a,12b-Trihydroxy-5b-cholanoic acid
	0.329 (0.128-0.984)
	0.491 (0.203-0.891)
	0.297 (0.074-0.509)
	0.584 (0.0157-2.1)
	0.549
	0.174
	0.613
	0.03
	0.475
	0.03

	Alpha-aminobutyric acid
	2.87 (1.87-3.63)
	3.31 (1.85-4.5)
	3.16 (2.39-4.27)
	3.62 (2.81-4.14)
	0.307
	0.196
	0.006*
	0.903
	0.274
	0.243

	Gamma-Aminobutyric acid
	0.0148 (0.0116-0.0184)
	5.42 (3.91-7.12)
	5.15 (4.08-8.05)
	0.03 (0.0202-8.86)
	0*
	0*
	0*
	0.438
	0.001*
	0*

	Nucleosides and Nucleotides

	Adenosine monophosphate
	0.778 (0.447-1.85)
	1.52 (0.125-3.51)
	0.915 (1.24e-07-3.9)
	0.352 (0-0.817)
	0.936
	0.673
	0*
	0.769
	0*
	0.003*

	Uracil
	0.755 (0.651-0.987)
	0.717 (0.377-1.12)
	1.29 (0.754-1.92)
	1.16 (0.827-1.6)
	0.347
	0.001*
	0*
	0.009*
	0*
	0.689

	Cytosine
	0.019 (0.015-0.026)
	0.00942 (0-0.0207)
	0.019 (0.006-0.043)
	0 (0-0)
	0*
	0.83
	0*
	0.013
	0*
	0*

	Uridine
	0.446 (0.396-0.552)
	0.544 (0.254-1.28)
	0.307 (0.189-0.789)
	1.23 (0.963-1.51)
	0.589
	0.024
	0*
	0.121
	0*
	0*

	Xanthine
	0 (0-0.000967)
	0 (0-0)
	0 (0-0)
	0 (0-0)
	0.017
	0*
	0*
	0.161
	0.405
	0.33

	Guanosine
	0.701 (0.385-1.03)
	0.264 (0.128-0.503)
	0.218 (0.135-0.351)
	0.24 (0.0582-1.34)
	0.001*
	0*
	0.01*
	0.607
	0.988
	0.908

	Inosine
	0.356 (0.086-0.643)
	0.208 (0.0874-0.57)
	0.202 (0.056-0.364)
	0.583 (0.151-1.56)
	0.427
	0.189
	0.01*
	0.707
	0.003*
	0*

	Cytidine
	3.07 (2.45-4.94)
	0 (0-0.333)
	0.205 (0-0.604)
	0 (0-0)
	0*
	0*
	0*
	0.012
	0.004*
	0*

	Adenine
	0.625 (0.455-0.937)
	0.785 (0.388-1.54)
	1.07 (0.762-1.52)
	1.29 (1.06-1.58)
	0.395
	0.001*
	0*
	0.171
	0.004*
	0.018

	Adenosine
	1.47 (1.04-1.94)
	0.873 (0.331-1.89)
	0.42 (0.198-0.795)
	0.531 (0.358-0.831)
	0.029
	0*
	0*
	0.021
	0.027
	0.113

	Cytidine monophosphate
	1.06 (0-2.76)
	0 (0-0)
	0.624 (0-1.84)
	0 (0-0)
	0*
	0.309
	0*
	0*
	0.012
	0*

	Other compounds

	Allantoin
	1.87 (1.39-2.25)
	0.518 (0.278-1.24)
	0.525 (0.267-0.703)
	0.821 (0.63-0.991)
	0*
	0*
	0*
	0.917
	0.003*
	0*

	Citicoline
	0 (0-0.154)
	2.29 (0.511-5)
	0.684 (0.152-3.36)
	0 (0-0.178)
	0*
	0*
	0.977
	0.111
	0*
	0*

	L-Alpha-aminobutyric acid
	0.918 (0.512-1.22)
	1.1 (0.502-1.58)
	1.03 (0.722-1.48)
	1.22 (0.891-1.43)
	0.307
	0.196
	0.006*
	0.903
	0.274
	0.243

	Cysteamine
	0 (0-0)
	0 (0-0)
	0 (0-0)
	0 (0-0)
	0.006*
	0.059
	0.105
	0.289
	0*
	0*

	Hypoxanthine
	0.59 (0.415-0.827)
	0.754 (0.305-1.28)
	0.569 (0.367-0.927)
	1.01 (0.758-1.96)
	0.405
	0.986
	0*
	0.647
	0.001*
	0*

	Choline
	0.541 (0.283-0.76)
	0.809 (0.506-1.16)
	0.805 (0.619-1.42)
	1.3 (1.04-1.68)
	0.042
	0*
	0*
	0.218
	0*
	0*

	Creatinine
	2.33 (1.25-3.12)
	0.83 (0.56-1.34)
	0.953 (0.542-1.57)
	0.929 (0.751-1.31)
	0*
	0*
	0*
	0.443
	0.281
	0.908

	Norepinephrine
	1.25 (1.03-1.55)
	0.557 (0.0432-1.17)
	1.32 (0.83-2.25)
	1.59 (1.42-1.75)
	0*
	0.551
	0*
	0.003*
	0*
	0.209

	L-Carnitine
	1.64 (1.27-2.53)
	1.08 (0.68-1.51)
	1.15 (0.841-1.48)
	1.47 (1.24-1.8)
	0*
	0*
	0.05
	0.768
	0*
	0*

	Niacinamide
	0.272 (0.2-0.409)
	1.12 (0.304-1.86)
	1.08 (0.569-1.79)
	0.727 (0.477-1.29)
	0*
	0*
	0*
	0.748
	0.52
	0.185

	Carnosine
	1.32 (0.771-2.45)
	0.144 (0.048-0.765)
	0.646 (0.293-1.71)
	0.385 (0.05-0.827)
	0*
	0.01*
	0*
	0.003*
	0.432
	0.002*

	Epinephrine
	0.864 (0.582-1.16)
	0.887 (0.52-2.05)
	0.865 (0.613-1.52)
	1.26 (0.829-1.61)
	0.544
	0.569
	0*
	0.792
	0.103
	0.017

	Dopamine
	0.55 (0.472-0.686)
	0.846 (0.289-1.39)
	0.8 (0.35-1.41)
	0 (0-0)
	0.024
	0.111
	0*
	0.938
	0*
	0*

	L-Kynurenine
	1.07 (0.772-1.46)
	1.52 (0.762-1.94)
	2.16 (1.42-2.84)
	0.763 (0.59-0.964)
	0.208
	0*
	0*
	0.001*
	0*
	0*

	L-Acetylcarnitine
	1.69 (1.17-2.54)
	0.902 (0.555-1.28)
	1.21 (0.649-1.61)
	0.41 (0.319-0.573)
	0*
	0*
	0*
	0.093
	0*
	0*

	Acetylcholine chloride
	0.179 (0.157-0.192)
	0.0416 (0.017-0.07)
	0.036 (0.02-0.0755)
	0.063 (0.047-0.074)
	0*
	0*
	0*
	0.845
	0.008*
	0.006*

	Serotonin
	0.499 (0.205-1.06)
	0.218 (0.112-0.594)
	0.116 (0.0784-0.2)
	1.24 (0.804-1.72)
	0.086
	0*
	0*
	0.003*
	0*
	0*

	Histamine
	0 (0-0)
	0.021 (0.011-0.031)
	0.00623 (0-0.0538)
	0 (0-0)
	0*
	0*
	0.004*
	0.287
	0*
	0*

	DL-Dopa
	0.455 (0.37-0.627)
	0.923 (0-1.73)
	1.04 (0.285-1.84)
	0 (0-0)
	0.246
	0.007*
	0*
	0.307
	0*
	0*

	Glycolytic system

	L-Lactic acid
	1.17 (0.956-1.96)
	0.552 (0.37-0.766)
	0.875 (0.575-1.05)
	1.15 (0.83-1.74)
	0*
	0*
	0.31
	0.001*
	0*
	0*

	Pyruvic acid
	1.86 (1.3-3.17)
	0.18 (0.0596-0.28)
	0.0876 (0-0.188)
	0.831 (0.598-1.16)
	0*
	0*
	0*
	0.044
	0*
	0*


p –p-value, Mann-Whitney  test; * -  р≤0,01

Table S4. The correlation of levels of studied metabolites with age
	Compound
	ρ

	Cytosine
	0,48212179

	L-Acetylcarnitine
	0,46693037

	DL-Dopa
	0,45640687

	L-Cystathionine
	0,44013271

	Dopamine
	0,42557041

	S-Adenosylhomocysteine
	0,404619

	Cytidine
	0,3934313

	L-Kynurenine
	0,37478173

	gamma-Glutamylcysteine
	0,35893975

	Dimethylglycine
	0,34272057

	Ophthalmic acid
	0,34204304

	Cytidine monophosphate
	0,30050211

	5-Thymidylic acid
	0,28994114

	Thymidine
	0,25991029

	Methionine sulfoxide
	0,25036724

	Histamine
	0,24819767

	Carnosine
	0,23126111

	Thymine
	0,22846466

	Oxoglutaric acid
	0,22378833

	L-Malic acid
	0,21379093

	Creatinine
	0,21258212

	L-Phenylalanine
	0,21127058

	Creatine
	0,17733811

	Isocitric acid
	-0,17527094

	3a,7a,12b-Trihydroxy-5b-cholanoic acid
	-0,19367889

	L-Tryptophan
	-0,19662297

	Glycine
	-0,19712463

	Inosine
	-0,22044249

	L-Asparagine
	-0,22689154

	Serine
	-0,23272838

	L-Threonine
	-0,23475518

	L-Histidine
	-0,28685721

	Hypoxanthine
	-0,29150008

	Ornithine
	-0,31327312

	Citrulline
	-0,32019667

	DL-Homocystine
	-0,33244502

	L-Cysteine
	-0,34460872

	Uridine
	-0,35793963

	Serotonin
	-0,37593531

	Orotic acid
	-0,37635652

	Glutathione
	-0,4329475


ρ - Spearman's rank correlation coefficient

Table S5. Results of pathway enrichment analysis
A.                COVID(-) vs CONTROL
	Pathway
	Total / Hits
	p-value
	Impact

	Aminoacyl-tRNA biosynthesis
	48 / 14
	4.9635e-10
	0,17

	Glycine, serine and threonine metabolism
	33 / 8
	1.7964e-05
	0,54

	Arginine biosynthesis
	14 / 5
	0.00010374
	0,37

	Cysteine and methionine metabolism
	33 / 7
	0.00015898
	0,45

	Arginine and proline metabolism
	38 / 7
	0.00040429
	0,33

	Valine, leucine and isoleucine biosynthesis
	8 / 3
	0.002562
	0,00

	Pyrimidine metabolism
	39 / 6
	0.0028822
	0,24

	Alanine, aspartate and glutamate metabolism
	28 / 5
	0.0033747
	0,31

	Glutathione metabolism
	28 / 5
	0.0033747
	0,37

	Pantothenate and CoA biosynthesis
	19 / 4
	0.0047859
	0,01

	Purine metabolism
	65 / 7
	0.0099377
	0,09

	Tyrosine metabolism
	42 / 5
	0.019411
	0,35

	Histidine metabolism
	16 / 3
	0.020612
	0,41

	Glyoxylate and dicarboxylate metabolism
	32 / 4
	0.030701
	0,15

	Taurine and hypotaurine metabolism
	8 / 2
	0.034414
	0,00

	Citrate cycle (TCA cycle)
	20 / 3
	0.037674
	0,12

	beta-Alanine metabolism
	21 / 3
	0.04279
	0,00

	Pyruvate metabolism
	22 / 3
	0.048237
	0,21


 
B.                COVID(+) vs Control
	Pathway
	Total / Hits
	p-value
	Impact

	Aminoacyl-tRNA biosynthesis
	48 / 16
	1.1122e-11
	0,17

	Cysteine and methionine metabolism
	33 / 9
	3.9835e-06
	0,57

	Glycine, serine and threonine metabolism
	33 / 8
	3.741e-05
	0,54

	Alanine, aspartate and glutamate metabolism
	28 / 7
	9.7066e-05
	0,20

	Arginine biosynthesis
	14 / 5
	0.00016611
	0,37

	Valine, leucine and isoleucine biosynthesis
	8 / 4
	0.00017403
	0,00

	Glyoxylate and dicarboxylate metabolism
	32 / 6
	0.0016543
	0,18

	Pyrimidine metabolism
	39 / 6
	0.0047253
	0,16

	Glutathione metabolism
	28 / 5
	0.0051627
	0,37

	Tyrosine metabolism
	42 / 6
	0.0068811
	0,42

	Citrate cycle (TCA cycle)
	20 / 4
	0.0082243
	0,21

	Phenylalanine, tyrosine and tryptophan biosynthesis
	4 / 2
	0.0098402
	1,00

	Purine metabolism
	65 / 7
	0.016611
	0,09

	Arginine and proline metabolism
	38 / 5
	0.019068
	0,25

	Histidine metabolism
	16 / 3
	0.02666
	0,50

	Taurine and hypotaurine metabolism
	8 / 2
	0.041186
	0,00

	Pantothenate and CoA biosynthesis
	19 / 3
	0.042188
	0,01


 
C.                Sepsis vs Control
	Pathway
	Total / Hits
	p-value
	Impact

	Aminoacyl-tRNA biosynthesis
	48 / 17
	4.4263e-12
	0,17

	Arginine biosynthesis
	14 / 7
	9.239e-07
	0,37

	Cysteine and methionine metabolism
	33 / 10
	9.8018e-07
	0,56

	Alanine, aspartate and glutamate metabolism
	28 / 9
	2.0716e-06
	0,47

	Glycine, serine and threonine metabolism
	33 / 9
	9.5836e-06
	0,54

	Citrate cycle (TCA cycle)
	20 / 6
	0.00018843
	0,31

	Arginine and proline metabolism
	38 / 8
	0.00023329
	0,34

	Valine, leucine and isoleucine biosynthesis
	8 / 4
	0.00026053
	0,00

	Glyoxylate and dicarboxylate metabolism
	32 / 7
	0.00046126
	0,18

	Purine metabolism
	65 / 10
	0.00056874
	0,10

	Pantothenate and CoA biosynthesis
	19 / 5
	0.0013144
	0,01

	Pyrimidine metabolism
	39 / 7
	0.0016219
	0,24

	Tyrosine metabolism
	42 / 7
	0.0025429
	0,51

	Histidine metabolism
	16 / 4
	0.0050976
	0,50

	Glutathione metabolism
	28 / 5
	0.0080068
	0,37

	beta-Alanine metabolism
	21 / 4
	0.014053
	0,06

	D-Glutamine and D-glutamate metabolism
	6 / 2
	0.028275
	0,00



 
 
D. COVID(-) vs COVID(+)
	Pathway
	Total / Hits
	p-value
	Impact

	Alanine, aspartate and glutamate metabolism
	28 / 4
	0.0012965
	0,00

	Cysteine and methionine metabolism
	33 / 4
	0.0024342
	0,22

	Arginine and proline metabolism
	38 / 4
	0.0041252
	0,19

	beta-Alanine metabolism
	21 / 3
	0.0056511
	0,06

	Aminoacyl-tRNA biosynthesis
	48 / 4
	0.0095982
	0,00

	Arginine biosynthesis
	14 / 2
	0.02505
	0,29

	Pyrimidine metabolism
	39 / 3
	0.031243
	0,09

	Histidine metabolism
	16 / 2
	0.032306
	0,31

	Citrate cycle (TCA cycle)
	20 / 2
	0.048932
	0,14


 
E.                 COVID(-) vs Sepsis
	Pathway
	Total / Hits
	p-value
	Impact

	Aminoacyl-tRNA biosynthesis
	48 / 11
	3.3498e-07
	0,00

	Cysteine and methionine metabolism
	33 / 8
	1.0465e-05
	0,60

	Histidine metabolism
	16 / 5
	0.00015191
	0,50

	Arginine and proline metabolism
	38 / 7
	0.0002584
	0,26

	Alanine, aspartate and glutamate metabolism
	28 / 6
	0.00031222
	0,51

	Glycine, serine and threonine metabolism
	33 / 6
	0.00079985
	0,07

	beta-Alanine metabolism
	21 / 4
	0.0054203
	0,06

	Phenylalanine, tyrosine and tryptophan biosynthesis
	4 / 2
	0.0070875
	1,00

	Pyrimidine metabolism
	39 / 5
	0.010725
	0,23

	Arginine biosynthesis
	14 / 3
	0.011662
	0,35

	Nicotinate and nicotinamide metabolism
	15 / 3
	0.014215
	0,19

	Glyoxylate and dicarboxylate metabolism
	32 / 4
	0.024377
	0,03

	Pantothenate and CoA biosynthesis
	19 / 3
	0.027384
	0,00

	Citrate cycle (TCA cycle)
	20 / 3
	0.031421
	0,18

	Phenylalanine metabolism
	10 / 2
	0.046352
	0,36


 
F.                 COVID(+) vs Sepsis
	Pathway
	Total / Hits
	p-value
	Impact

	Aminoacyl-tRNA biosynthesis
	48 / 11
	3.3498e-07
	0,00

	Cysteine and methionine metabolism
	33 / 8
	1.0465e-05
	0,60

	Histidine metabolism
	16 / 5
	0.00015191
	0,50

	Arginine and proline metabolism
	38 / 7
	0.0002584
	0,26

	Alanine, aspartate and glutamate metabolism
	28 / 6
	0.00031222
	0,51

	Glycine, serine and threonine metabolism
	33 / 6
	0.00079985
	0,07

	beta-Alanine metabolism
	21 / 4
	0.0054203
	0,06

	Phenylalanine, tyrosine and tryptophan biosynthesis
	4 / 2
	0.0070875
	1,00

	Pyrimidine metabolism
	39 / 5
	0.010725
	0,23

	Arginine biosynthesis
	14 / 3
	0.011662
	0,35

	Nicotinate and nicotinamide metabolism
	15 / 3
	0.014215
	0,19

	Glyoxylate and dicarboxylate metabolism
	32 / 4
	0.024377
	0,03

	Pantothenate and CoA biosynthesis
	19 / 3
	0.027384
	0,00

	Citrate cycle (TCA cycle)
	20 / 3
	0.031421
	0,18

	Phenylalanine metabolism
	10 / 2
	0.046352
	0,36


 
 
 

