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1. KEGG Metabolic Pathways with High Impact and/or High Significance in Figure 2

KEGG metabolic pathways with high impact and/or high p value determined from the
MetaboAnalyst pathway analysis tool with matched metabolites highlighted with red circles. The
metabolites were matched from pathway analysis using the uploaded data from MS and NMR
analyses.
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Figure S1. Arginine and proline metabolism.
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Figure S2. {3-alanine metabolism.
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Figure S3. Citrate cycle (TCA cycle).
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Figure S4. Glutathione metabolism.
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GLYCINE, SERINE AND THREOMNINE METABOLISK

3P-H: -
y?;nxy Phosphoserine
0

g NN KR iy SRR 1% o

Cllyrperate
Methane retabolisi ———

D-Serine  D-Lonubricine

3PS o

-~ Citrate eyels
Sphingolipid metholism < ——————— 43118 i
- . S (2 P -

iztab

h'i| Serine Pymrvate
| L-Tryptophans
| 421.20 O———— Tryptophans metabolisrm

|
|~ ————->{ Sulfur metabolism
[Zerad|!

———— B Cyanoaving arid metdbalisi

2788 7
CystathionineQ

lyperophospholipid | _ __ ___ B4
wetabokisi O-Phosphatidyl
i by a411
Cysteine and methionine |
S (pEmaesle——fe

5,10-Methylens-THF

|
|
|
|
|
|
|
|
' Ditro. |
Creat Glyouylate N i, }
Apining and proline __ matine yosylate ;
me%abohsm e o 21120 J - }
: -proteim
3533 Cruanidinoacetate - o ‘
i Y [1814] |
Diruethylglycine . j i h—ydm }
G {2115 w0 1584} : s 7
etaing . 2115 (m— ( 1442 ety !
etaine y |
Gia] 210

Lipoyprotein |

211161 {2111%} {23137 —O—— ——
e === S-minolrrulinate }
‘ \
1381 | ‘
Arainnacetons I }
oim O—{1LL175]—m & !
acetoacetats Aainopropan-2-ol }
me oy !

Valing, leugine and P
isoleucing biosyuthesis R
Propanoate metabolista ft ———————— ! |

Iethylglyoal

0 Phosyh-
Q [ bomaserine

Cysteing and methioning 14
e E O Homoserins
-41 1 86|
11.13 L2.4 Diarino- Ectoine binsyuthesis

Fropane-
1,3-diaring
O————-15

- L-Aspartate butanoate L-Ectoine
;‘m‘mgl"luﬁg;,gg;gabohm —0— 2724 —®0 12111 0 231178 o— 421108 C—{Liitss w0
L4 Aspartyl- N-X-Acetyl- 5-Hydmogyectoine
phosphate Aseriialdehyrde L2 4 disfrincbutyrate
Dos”

Neg-hcelyl
L3 d diafnincbut yrate

00260 61517
) Kanehisa Laboratoriss

Figure S5. Glycine, serine, and threonine metabolism.
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Figure S6. Pantothenate and CoA biosynthesis.
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Figure S7. Pentose phosphate pathway.
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Figure S8. Pyrimidine metabolism.
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Figure S10. Taurine and hypotaurine metabolism.
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Figure S11. Tryptophan metabolism.
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Figure S12. Vitamin B6 metabolism.
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2. Compound Views

Compound views from MetaboAnalyst pathway analysis for select metabolites. The
boxplots provide distributions of compounds with regard to phenotype label, in this case, control

versus overdose.
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Figure S13. Pathway Views for a) hydroxyphenyllactic acid, b) pyruvic acid, c) D-glucose, d)

glycine, e) acetic acid, and f) succinic acid.
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Figure S14. Pathway Views for a) formic acid, b) glutathione, c) L-arginine, d) uracil, e) ascorbic
acid, f) choline, g) thymine, h) glycolic acid, i) citric acid, j) L-proline, k) L-histidine, and 1) L-valine.
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Figure S15. Pathway Views for a) D-erythrose 4-phosphase, b) gluconic acid, c)

sulfolithocholylglycine, d) sarcosine, e) L-lactic acid, f) uridine, g) L-kynurenine, h) citrulline, i)

pyroxidine, j) isocitric acid, k) creatine, and 1) malonic acid.
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Figure S16. Pathway Views for a) propylene glycol, b) guanidoacetic acid, c) pyridoxamine, d)

dihydrouracil, e) cis-acotinic acid, f) betaine, g) dihydrothymine, h) deoxycytidine, i) pantothenic

acid, j) 4-pyridoxic acid, k) creatinine, and 1) indoleacetic acid.
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Figure S17. Pathway Views for a) phosphocreatine, b) indoleacetic acid, c) pyroglutamic acid, d)

kynurenic acid, e) 4-hydroxyproline, f) xanthurenic acid, g) indoxyl, h) taurocholic acid, i) 2-

oxoarginine, j) N-methylhydantoin, and k) 3-methylindoxyindole.
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Figure S18. Principal component analysis (PCA) scores plots for both (A) positive and (B) negative
ionization modes. Control samples are shown in black, samples from overdose subjects are in blue,
and control pooled samples are in red.
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Figure S19. Simplified procedure for identification of an unknown ion at m/z 203.0821 in a sample;
compare the fragmentation mass spectrum (A) with that from the standard spectrum of tryptophan
(B). Retention time of the ion 203.0821 in the sample was 2.86 min, which was the same as the
standard tryptophan, and the fragmentation mass spectrum (A) of the ion 203.0821 contains all of
the fragments of tryptophan (B) with good mass accuracy (<6ppm).
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