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Figure S1. Plasma levels of glycolytic and TCA cycle metabolites increase in rabbits exposed to a
lethal dose of cyanide. Metabolites were measured in the plasma of cyanide-treated animals (1 = 15)
and sham control animals (1 = 5): (A) glucose, (B) lactic acid, (C) pyruvic acid, (D) oxaloacetic acid,
(E) aconitic acid, (F) a-ketoglutaric acid, (G) malic acid, (H) fumaric acid, and (I) succinic acid. See
Table 1 in the manuscript for P values and q values.
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Figure S2. Glycolytic and TCA cycle metabolites increase in zebrafish larvae exposed to a lethal dose
of cyanide. Metabolites were measured in lysates (n = 8) from whole zebrafish larvae (6 d.p.f.) ex-
posed to saline or 25 uM potassium cyanide for 2 hours. Each data point represents a group of 10
larvae. (A) Glucose (P =0.00031; 4=0.00032), (B) lactic acid (P = 0.00015; g = 0.00024), (C) aconitic acid
(n.s.), (D) citric acid (P = 0.00116; g = 0.00091), (E) oxaloacetic acid (P = 0.01041; g = 0.00546), (F) a-
ketoglutaric acid (n.s.), (G) malic acid (P = 0.00186; g = 0.00117), (H) fumaric acid (n.s.), and (I) suc-
cinic acid (P = 0.00015; g = 0.00024). ns =P > 0.05; * =P < 0.05; ** =P < 0.01, ** =P < 0.001.



700000

600000

500000

400000

300000

Intnesity (AUC)

200000

y = 18.754x + 15364
R?2=0.9915

100000

0

0 10000 20000 30000 40000
Oxypurinol Concentration (nM)

Figure S3. Oxypurinol quantification by mass spectrometry. To generate the oxypurinol standard
curve, oxypurinol was spiked into pooled reference plasma, serially diluted, and analyzed by LC-
MS/MS. The standard curve was linear from 122 nM to 31.25 uM. The absolute concentration of
oxypurinol in treated animals was calculated using this standard curve. See Table S1 for multiple
reaction monitoring (MRM) transitions.



Table S1. Multiple reaction monitoring transitions of compounds and their coefficient of variation
in pooled plasma.

Ionization Preg:rsor Q3 Collision Metabolite Coef(f)1fc1ent
Mode (m/z) Product (m/z) Energy (eV) Name Variation®*
Negative 181.22 138.2 -6 Citrulline-d~ 7.7
Negative 271.2 138.9 =22 Inosine-1>Ns 8.5
Negative 129.11 42.1 -14 Thymine-da4 7.2
Negative 172.19 154.1 -6 Phenylalanine-ds 6.5
Negative 161.1 113.1 -2 Glucose 11.6
Negative 87.05 43 -14 Pyruvic acid 8.1
Negative 89.1 43.1 -16 Lactic acid 59
Negative 131.1 87.1 -14 Oxaloacetate 11.3
Negative ~ 191.1 111.1 L5 Cittcadddsoditric g,
acid
Negative 173.05 85 -17 Aconitic acid 19.6
Negative 145.1 101.1 -13 a-Ketoglutaric acid 9.1
Negative 117.1 73 -12 Succinic acid 9.1
Negative 115.06 71.01 -13 Fumaric acid 36.8
Negative 133.08 115 -14 Malic acid 18.5
Negative 151.02 42.1 -16 Oxypurinol 7.9
Negative 267.2 135 =27 Inosine 9.9
Negative 346.2 78.8 =50 AMP 23.8
Negative 135.1 92.1 -18 Hypoxanthine 7.6
Negative 157.05 114 -17 Allantoin 16.5
Negative 167.001 124 -17 Uric acid 6.9
Negative 151.1 108 -23 Xanthine 6.4
Negative 283.2 150.9 24 Xanthosine 21.9

m/z: mass/charge; eV: electron volt. *Calculated from measurements in pooled plasma samples, ex-
cept for oxypurinol which was calculated from oxypurinol spiked plasma samples.



