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Supplementary Figure 1. Base Peak Intensity (BPI) obtained from plasma in A) ESI- mode; B) ESI+ mode.
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Supplementary Figure 2. The PCA score plot of the QC samples, the X axis indicates the number of QC samples,
the Y axis indicates the range of RSD. A) negative mode; B) positive mode
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Supplementary Figure 3. The line plot of samples, the X axis indicates the number of samples, the Y axis
indicates the 95% confidence interval. A) ESI-mode; B) ESl+mode
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Supplementary Figure 4. The scores scatter plot of PCA model. A) ESI-mode B) ESI+mode
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Component 2 ( 3.1 %)
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Supplementary Figure 5. The scores scatter plot of PLS-DA model. A) samples run in

negative ion mode B) samples run in positive ion mode.
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Supplementary Figure 6. The distribution of VIP values (VIP>1.5). A) ESI-mode; B) ESl+mode
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Supplementary Figure 7. The loading plot of PLS-DA model. the metabolites with red box were labeled as
significant compounds (VIP >1.5). A) ESI-mode; B) ESl+mode.



A)

‘ Citric Acid Cycle
' Porphyrin Metabolism

Transfer of Acetyl Groups into Mitochondria

O Warburg Effect

. Fructose and Mannose Degradation

‘ Pentose Phosphate Pathway
O Purine Metabolism

O Tyrosine Metabolism

O Pyrimidine Metabolism
Metabolite Set Total Hits Expect P value Holm P FDR
Transfer of Acetyl Groups into Mitochondria 22 1 0.172 0.16 1.0 1.0
. Pentose Phosphate Pathway 29 1 0.227 0.206 1.0 1.0
Citric Acid Cycle 32 1 025 0.225 1.0 1.0
. Fructose and Mannose Degradation 32 1 0.25 0.225 1.0 1.0
- Porphyrin Metabolism 40 1 0.312 0.274 1.0 1.0
Warburg Effect 58 1 0.453 0.374 1.0 1.0
Pyrimidine Metabolism 59 1 0.461 0.379 1.0 10
Tyrosine Metabolism 72 1 0.562 0.443 1.0 1.0
Purine Metabolism 74 1 0.578 0.452 1.0 1.0



B)
Q Nicotinate and Nicotinamide Metabolism . Phenylalanine and Tyrosine Metabolism

O Histidine Metabolism ‘ Catecholamine Biosynthesis
(O Tyrosine Metabolism

e . ! ' Camnitine Synthesis
O Arginine and Proline Metabolism

Methylhistidine Metabolism

O Glycine and Serine Metabolism . Estrone Metabolism

(© Methionine Metabolism @ Uscunone siosyness

Tryptophan Metabolism
O Tryptoph ' ‘Phosphabdylcholme Biosynthesis

‘ Betaine Metabolism O Porphyrin Metabolism
Metabolite Set Total Hits Expect P value Holm P FDR
Methylhistidine Metabolism -4 1 0.0469 0.0461 1.0 1.0
Phosphatidylcholine Biosynthesis 14 1 0.164 0.153 10 1.0
Catecholamine Biosynthesis 20 1 0.234 0.212 10 1.0
Ubiquinone Biosynthesis 20 1 0.234 0.212 1.0 1.0
Betaine Metabolism 21 1 0.246 0.221 1.0 1.0
Carnitine Synthesis 22 1 0.258 0.231 1.0 1.0
Estrone Metabolism 24 1 0.281 0.249 1.0 1.0
Phenylalanine and Tyrosine Metabolism 28 1 0.328 0.284 1.0 1.0
- Nicotinate and Nicotinamide Metabolism 37 1 0.434 0.359 1.0 1.0
Porphyrin Metabolism 40 1 0.469 0.382 1.0 1.0
Methionine Metabolism 43 1 0.504 0.404 1.0 1.0
Histidine Metabolism 43 1 0.504 0.404 1.0 1.0
Arginine and Proline Metabolism 53 1 0.621 0.473 1.0 1.0
Glycine and Serine Metabolism 59 1 0.691 0.511 1.0 1.0
Tryptophan Metabolism 60 1 0.703 0.517 1.0 1.0
Tyrosine Metabolism 72 1 0.844 0.585 1.0 1.0

Supplementary Figure 8. Pathway enrichment analysis of perturbed metabolites. A) At
negative ion mode B) At positive ion mode.



