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Structure S1: Gefitinib

Figure S1: Intravenous pharmacokinetics (10 mg/kg) of gefitinib, M605211 and the O-
desmethyl metabolites in the mouse

Figure S2 :PCA of negative ESI data for animals dosed with gefitinib by the IV route at 10
mg/kg. The four time points are represented as pre-dose (T1), 0-3 h (T2), 3-8 h (T3) and 8-24
h (T4).

Figure S3: PCA of both positive and negative ESI data for control animals. The four time
points are represented as pre-dose (T1), 0-3 h (T2), 3-8 h (T3) and 8-24 h (T4)

Figure S4: Heatmaps representing control and IV groups (for negative ESI). The four time
points are represented as pre-dose (T1), 0-3 h (T2), 3-8 h (T3) and 8-24 h (T4). Euclidean
distance and Ward clustering were applied in both cases. In the case of the control group no
urine was obtained for one group at each of T2, and T3, similarly for the IV group no sample
was obtained for one group at time T3. For comparison all the predose urines from both
dosed and control groups are shown in A.

Figure S5: Tryptophan fragmentation, positive ESI.
Figure S6: Tryptophan acetonitrile adduct, positive ESI
Figure S7: Taurocholic acid fragmentation, negative ESI.
Figure S8: Arginyl-lysine, positive ESI.

Figure S9: Arginyl-lysine, negative ESI.

Figure S10: Deoxyguanosine, positive ESI.

Figure S11: Deoxyguanosine, acetonitrile adduct, positive ESI

Figure S12: 8-Hydroxydeoxyguanosine, positive ESI

Figure S13: Asparaginyl-histidine, positive ESI.
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Structure S1: Gefitinib

Dark Blue = gefitinib
Red = O desmethyl

Light Blue = M605211

Combined and averaged 10mg/Kg IV Dose Data

10000.0

Conc (ng/m

1000.0

100.0

10.0
0 100 200 300 400 500 600
Time after Dose (mins)



PCA - IV groups only (negative ion)
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Figure S2: PCA of negative ESI data for animals dosed with gefitinib by the IV route at 10
mg/kg. The four time points are represented as pre-dose (T1), 0-3 h (T2), 3-8 h (T3) and 8-24

h (T4).
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Figure S3: PCA of both positive and negative ESI data for control animals. The four time
points are represented as pre-dose (T1), 0-3 h (T2), 3-8 h (T3) and 8-24 h (T4)

Control Group IV Group

Figure S4: Heatmaps representing control and IV groups (for negative ESI). The four time
points are represented as pre-dose (T'1, red), 0-3 h (T2, green), 3-8 h (T3, dark blue) and 8-24
h (T4, light blue). Euclidean distance and Ward clustering were applied in both cases. In the
case of the control group no urine was obtained for one group at each of T2, and T3,
similarly for the IV group no sample was obtained for one group at time T3. For comparison
all the predose urines from both dosed and control groups are shown in A.
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Figure SS5: Tryptophan fragmentation, positive ESI
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Figure S6: Tryptophan acetonitrile adduct. Positive ESI
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Figure S7: Taurocholic acid fragmentation, negative ESI.
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Figure S8: Arginyl-lysine, positive ESI.
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Figure S9: Arginyl-lysine, negative ESI
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Figure S10: Deoxyguanosine, positive ESI
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Figure S11: Deoxyguanosine, acetonitrile adduct positive ESI.
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Figure S12: 8-Hydroxydeoxyguanosine, positive ESI
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Figure S13: Asparaginyl-histidine, positive ESI.



