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Supporting informationPEG_5/ Na2SO4_5
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[image: ][image: ]Supplementary Figure S1. Volcano plot including the log2 fold change and log10 p value between PEG_5 vs Na2SO4_5 for reactants segregation. Green and red areas indicate compounds over-represented in PEG_5 (n = 33) and Na₂SO₄_5 (n = 42), respectively.B
A

Supplementary [image: ]Figure S2. (A) Spectral comparison between the reference compound eluting at 4.89 min (bottom spectrum) pointing at m/z 362.1501 and one of its structural isomers eluting at 5.1 min (top spectrum). Both spectra are characterized by the typical tryptophan fragmentation patterns (B) Fragment ion search (FiSH) result indicating the putative chemical structure derived from an oxidation product of tryptophan and tryptophan itself.

Supplementary Figure S3. The normalized areas of 1-carboxyethyl--carboline and 3-(3-(1,2-dihydroxyethyl)-9H-pyrido[3,4-b]indol-6-yl)propanoic acid screened in full scan experiments upon annotation and identification of tandem MS spectra. 
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Supplementary [image: ][image: ]Figure S4. Volcano plot highlighting the log2 fold change and log10 p value between PEG_5 vs Na2SO4_5 for reactants co-encapsulation. Green and red areas indicate compounds over-represented in PEG_5 (n = 38) and Na₂SO₄_5 (n = 29), respectively.B
A

Supplementary Figure S5. (A) MS/MS spectral comparison between two isomers of asparagine and aspartic acid (a putative oxidation product of asparagine): one eluting at 7.4 min (bottom spectrum) and a structural isomer eluting at 9.1 min (top spectrum). (B) Fragment ion search (FiSH) result showing the putative chemical structure, suggesting the formation of a peptide bond between asparagine and aspartic acid.

Supplementary Table captions
Supplementary Table S1. Annotated compounds according to the Metabolomics standards initiative in tryptophan-supplemented samples. Compounds reported in bold are characterized by an identification level of 1 based on matching with pure reference compounds analyzed in the same conditions. Compounds name was assigned according to publicly available databases, for some compounds the possibility of the same name exists; all the compounds were screened upon the availability of tandem MS spectra, neutral losses and peak rating were reported alongside. Formylkynurenine includes putative structural isomers as dioxyindolylalanine, 3-hydroperoxytryptophan, dioxetane intermediate, dihydroxypyrroloindole and 3-hydroperoxypyrroloindole (all with chemical formula C11H12N2O4). Molecular formula C11H12N2O3 listed as 5-hydroxytryptophan includes putative compounds: hydroxytryptophan isomers, oxindolylalanine and 3-hydroxypyrroloindole carboxylic acid (PIC). 

Supplementary Table S2. Annotated compounds according to the Metabolomics standards initiative in asparagine-supplemented samples. Compounds reported in bold are characterized by an identification level of 1 based on matching with pure reference compounds analyzed in the same conditions. Compounds name was assigned according to publicly available databases, for some compounds the possibility of the same name exists; all the compounds were screened upon the availability of tandem MS spectra. 
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     ErPT_5-1_A (F76) #2504, RT=4.895 min, MS2, FTMS (+), (HCD, DDA, 362.1497@(20;40;80), +1)

     N-(1H-Indol-3-ylacetyl)tryptophan, C21 H19 N3 O3

     FISh Coverage: 49 Matched, 22 Unmatched, 25 Skipped
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     ErPT_5-1_A (F76) #2656, RT=5.184 min, MS2, FTMS (+), (HCD, DDA, 362.1498@(20;40;80), +1)
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3-(3-(1,2-dihydroxyethyl)-9H-pyrido[3,4-blindol-6-yl)propanoic acid
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     BrT_5-1_A (F52) #1197, RT=2.324 min, MS2, FTMS (+), (HCD, DDA, 241.0971@(20;40;80), +1)

     1-Carboxyethyl-BETA-Carboline, C14 H12 N2 O2

     FISh Coverage: 13 Matched, 6 Unmatched, 15 Skipped
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     ErSA_5-1_A (F57) #3996, RT=7.642 min, MS2, FTMS (+), (HCD, DDA, 248.0875@(20;40;80), +1)
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     ErSA_3-1_A (F53) #4696, RT=8.988 min, MS2, FTMS (+), (HCD, DDA, 248.0876@(20;40;80), +1)

     asn-asp, C8 H13 N3 O6

     FISh Coverage: 25 Matched, 3 Unmatched, 15 Skipped
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