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Table S1: Optimized MS and MS? parameters used in quantitation of AA-I and its metabolites.

Capillary voltage 1.0 kV
Source temperature 150 °C
Desolvation temperature 650 °C
Cone gas flow 150 L/hr
Desolvation gas flow 850 L/hr
Collision gas flow 0.15 mL/min
Nebulizer gas flow 7.0 bar

Precursor ion, m/z

Product ion, m/z

Cone voltage, V

Collision energy, eV

AA-I 359 298 8 8
359 324 8 12

AA-Ia 345 284 25 10
345 310 25 8

AL-I 294 279 40 22
294 251 40 30

AAI-Cys 413 324 25 15
413 294 25 22

AAI-NAC 455 162 30 15
455 294 30 12

AAI-GSH 599 177 35 22
599 294 35 30
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Fig S1. Representative chromatograms from HPLC analysis of (A) AA-I and (B) AA-la. Shown

in the insets are the UV-absorption spectrum of the corresponding molecules.
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Fig S2. UV-absorption spectra of aristolactam I, the cysteine- and N-acetylcysteine conjugated
metabolites of aristolactam 1.
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Fig S3. Representative chromatograms from LC-MS/MS analysis of (A) unlabeled and (B) la-

beled GSH and GSSG.
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Fig S4. Relative detector response of AAI-Cys, AAI-NAC, and AAI-GSH after incubating in pH

2.0 solution at 37°C for 24 h.
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Fig S5. Electron density map of aristolactam-nitrenium ion intermediate calculated by the den-
sity functional theory at the B3LYP/6-31G* level in agueous phase using Gaussian 09 (Gaussian,

Inc., Wallingford, CT).!

S8



298 1
100 M-CO,+H]*
100- A ) 3.76 [ 1
: 0 H ® [M,;;f:H]Jr
o1 L i
SR e
(L Y0 a0 ag
04— '|"""'l\'|_III L L L L L ) L B T
0.0 2.0 4.0 6.0 8.0 10.0
284.1
100 [M-COL+H]*
[M-H,0+H]*
xR 310.0 [M+NH,]*
( (345.1
] 0|~~|~~|'L'L='|~-'|m/z
1 200 300 400
0" T T LI L L IIII"L"""IIIII L
0.0 2.0 4.0 6.0 8.0 10.0
279.1
5.48100 [M-CH,+H]*
£ 2511 | 041
0 Tttt m/z
200 300 400
LI L L L L L L L L L B L
4.0 6.0 8.0 10.0
Time, min

Fig S6. Representative chromatograms from LC-MS/MS analysis of (A) AA-I, (B) AA-Ia, and

(C) aristolactam 1. Shown in the insets are the MS/MS spectrum of the corresponding [M+NH4]*

(for AA-I and AA-Ia) [M+H]" (for aristolactam 1) ions.
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