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Table S1 Validation parameters of OPLS-DA models in positive- and negative-ion modes.

Ton mode R2X(cum) R2Y (cum) Q%(cum) Cross-validation Number. of
method permutations
7-fol i
Negative 0.326 0.711 0.55 old Venetian 200
blinds
Positive 0.709 0.571 0.48 7-fold Venetian 200
blinds

Table S2-1 Metabolic pathway information table for Control vs SAA Group in Negative ions.

Number Metabolite pathway Total' num]?er P-value Impact Jlog (P)
name metabolites  of hits value
Biosynthesis of
1 unsaturated fatty 36 3 0.00782 0.427 2.107
acids
2 Arachidonic acid 44 3 0.0137 0.521 1.863
metabolism
CS/DSs
3 glycosaminoglycan 3 1 0.0352 0.0355 1.450
biosynthesis
4 Mannose type O- 4 1 0.0466 0.0474 1.324
glycan biosynthesis
5 Sphingolipid 33 2 0.0564 0.391 1.249
metabolism
6 Vitamin B6 9 1 0.102 0.107 0.991

metabolism
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Table S2-2 Metabolic pathway information table for Control vs SAA Group in Positive ions

Number Metabolite pathway Total. numl.Der P-value Impact Jog (P)
name metabolites of hits value

1 Arginine and proline 35 4 0.00602 0.76 222

metabolism
Branched-chain

2 amino acid 8 2 0.0118 0.174 1.93
biosynthesis

3 Purine metabolism 70 5 0.0156 1.52 1.81

4 Galactose metabolism 4 1 0.0173 0.565 1.76
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Table S3 Differential DESI-MSI features and original database-derived annotations in the

control and SAA-treated groups.

Measur
Original database Error P Confide
Formula Ion mode ed VIP FC
annotation (ppm) values nce
(m/z)
Cer(43:0,02) CBHEN = 70909 500 612 092 01578 Level4
candidate O3 9
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Note: Metabolite annotation confidence was assigned according to the five-level framework

proposed for high-resolution mass spectrometry and adapted for mass spectrometry imaging.

Level 4 denotes an unequivocal molecular formula supported by the available high-resolution

MS information without unique structural confirmation, whereas Level 5 denotes an accurate-

m/z feature for which the available data do not support an unequivocal molecular formula.

Table S4. Molecular docking parameters.

Coordinates (x, y,

Docking score

Protein Crystal code Size (x, y, z) (keal/mol) Number of runs RMSD (A)
Caspase-3  2J31 (26‘2‘;?;33;325’ (4742;’2457)'25’ -6.9 9 0.906
JUN 4Y46 (8'74235"12902';26’ ) (47f; f;'ZS’ -8.0 9 1.166
MMP9 5112 ) 1(;991022 2 n (22.5,22.5,22.5) 8.4 9 1.48
BCL-2 4HW3 (47‘0;)69"7'92;'189’ (81':?’5@1)'55’ -8.8 9 0.173
C};clc;c?:ro 760 (325.2955:,6:2)9.91, (89.23,95;9).95, 90 9 0.056
SMAC 6]X6 ('11'9121‘:9);;(;‘164’ (57';’%'75’ 7.1 9 1.546
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Figure S2 Validation of the docking by redocking of co-crystallized ligands. (A) Redocking
validation of Caspase-3 with an RMSD of 0.906 A. (B) Redocking validation of JUN with an
RMSD of 1.166 A. (C) Redocking validation of MMP9 with an RMSD of 1.48 A. (D) Redocking
validation of BCL-2 with an RMSD of 0.173 A. (E) Redocking validation of Cytochrome C with
an RMSD of 0.056 A. (F) Redocking validation of SMAC with an RMSD of 1.546 A.



