Supplementary Table S1. Clinical information about sample cohort.

Clinical data Control SSc ncSSc 1¢SSc dcSSc
(n=48) (n=52) (n=2) (n=39) (n=11)
Age'! / mean * standard deviation 51+16 60+12 34+9 62+11 57 +9
Female / n 37 44 2 36 6
Male /n 11 0 5
BMI / mean + standard deviation - 25+7 26+0 24+7 24 +6
Antibodies
Anti-Centromere / n - 18 1 16 1
Anti-Scl70 / n 17 1 8 8
Anti-Pm-Scl75 / n - 1 0 1 0
Anti-Rnp/Sm / n - 3 0 3 0
Anti-Pm-Scl100 / n - 1 0 1 0
Anti-SSA /n - 5 0 3 2
Symptoms
Modified Rodnan skin score (mRSS
/ mean + standard deviation ( ) ) 12+11 0+0 x4 28+ 11
Pulmonary hypertension (PAH) /n - 10 0 6 4
Lung fibrosis / n - 14 0 6 8
Dysphagy /n - 28 1 22 5
Reflux /n - 27 0 21 6
Raynaud’s phenomenon (RP) / n - 44 2 34 8
Digital ulcers (DU) / n - 10 0 6 4
Calcinosis cutis / n - 15 1 11 3
Sicca /n - 14 0 10 4
Medication
Ambrisentan / n - 2 0 2 0
Bosentan / n - 8 0 6 2
Domperidone / n - 7 0 4 3
Ebetrexat / n - 14 0 9 5
Ivabradine / n - 1 0 0 1
Macitentan / n - 10 0 7 3
Mycophenolate mofetil / n - 5 0 1 4
Pantoprazole / n - 26 1 17 8
Prednisolone / n - 7 0 5 2
Sildenafil / n - 1 0 1 0
Tadalafil / n - 1 0 0 1
Treprostinil / n - 1 0 0 1

! p-Values: control/SSc: 0.006; control/lcSSc: 0.002; control/dcSSc: 0.705; control/dcSSc: 0.765; 1¢SSc/dcSSc: 0.738



Suplementary Table S2. Significant regulated metabolites of the targeted approach according to p-
value (<0.05).

Exact Mass RT Name p-value FDR Fold change
m/z min corrected (SSc/Control)
p-value

205.0971 14.7 Tryptophan <0.0001 0.0005 0.3117
90.0549 18.2 Alanine <0.0001 0.0009 0.3444
203.1503 23.2 Dimethylarginine <0.0001 0.0015 2.6918
209.0921 14.5 Kynurenine 0.0004 0.0046 2.1049
176.1030 22.1 Citrulline 0.0016 0.0160 2.3760
133.0972 23.9 Ornithine 0.0026 0.0216 2.3604
170.0924 23.4 1-Methylhistidine 0.0031 0.0218 2.2506
182.0811 16.9 Tyrosine 0.0043 0.0268 0.5033
76.0756 5.2 TMAO 0.0074 0.0408 1.7656
189.1598 23.7 Trimethyllysine 0.0090 0.0451 1.9979
260.1856 4.0 Hexanoylcarnitine 0.0103 0.0467 1.8243
150.0583 15.1 Methionine 0.0222 0.0865 0.6511
204.1230 7.1 Acetylcarnitine 0.0225 0.0865 1.2031
104.1069 5.0 Choline 0.0245 0.0874 1.8805
288.2169 3.4 Octanoylcarnitine 0.0356 0.1103 1.5653
146.1049 23.9 Lysine 0.0364 0.1103 0.5802
246.1699 4.5 Valerylcarnitine 0.0375 0.1104 0.6813
126.0219 14.8 Taurine 0.0458 0.1247 1.3416
116.0706 15.2 Proline 0.0478 0.1247 0.5495
170.0924 23.8 3-Methylhistidine 0.0499 0.1247 2.1241

Suplementary Table S3. Significant regulated metabolites of the untargeted approach according to p-
value (<0.05).

FDR
Observed Mass RT corrected p-  Fold change
m/z min DPTCCSn2 p-value value (5§Sc/Control)
287.0993 4.279 166.95 0.000004 0.00048791 2.2385
572.3679 13.890 236.76 0.000004 0.00048791 0.4771
265.1168 4.283 160.02 0.000007 0.00053427 2.1906
577.1323 11.287 222.84 0.000024 0.0013081 3.5230
982.8666 14.994 195.74 0.000061 0.0026669 1.9977
130.0490 4.283 166.63 0.000091 0.0033336 2.0638
627.5318 13.777 265.54 0.000188 0.0058765 0.4985
572.3676 13.511 238.65 0.000221 0.0060392 0.4958
655.1675 20.444 234.20 0.000434 0.0094701 3.1643
880.4826 9.618 298.39 0.000481 0.0094701 0.5783
796.5225 9.653 288.02 0.000508 0.0094701 0.5802
982.8683 14.965 410.95 0.000519 0.0094701 2.8088
188.0699 15.944 150.77 0.000610 0.010283 0.4242
188.0700 15.944 140.20 0.000666 0.010424 0.4130
764.8804 14.778 258.82 0.000805 0.011662 2.0910
502.9284 14.879 218.82 0.000855 0.011662 3.0748
429.1163 11.595 195.05 0.000995 0.011662 1.8714
284.1651 21.624 162.68 0.001031 0.011662 2.7399
844.0756 20.873 245.46 0.001134 0.011662 2.0913
145.0986 17.950 133.49 0.001139 0.011662 1.9719

480.9461 14.653 216.18 0.001210 0.011662 2.6689
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