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Figure S 1. Multivariate data analysis for the profiling of ketoconaozle metabolites. (A) 

Score plot and loading S-plot generated by orthogonal partial least squares-discriminant 

analysis (OPLS-DA) from mouse liver microsomal incubates of ketoconazole. (B) Score plot 

and loading scatter plot generated by partial least squares-discriminant analysis (PLS-DA) 

from mouse liver microsomal incubates of ketoconazole and ketoconazole-d8. (C) Score 

plot and loading S-plot generated by (OPLS-DA) from mouse hepatocytes incubates of 

ketoconazole. 



Int. J. Mol. Sci. 2017, 18, 621; doi:10.3390/ijms18030621 S2 of S10 

 

0 2 4 6 8 10 12

Time (min)

0

50

100
0

50

100
0

50

100
0

50

100
0

50

100
0

50

100
0

50

100
0

50

100 NL: 5.78E7
m/z 489.14547

NL: 7.16E5
m/z 420.08762

NL: 5.90E4
m/z 343.02469

NL: 1.74E6
m/z 517.14039

NL: 4.87E6
m/z 463.12982

NL: 6.55E6
m/z 503.12521

NL: 8.16E5
m/z 519.12042

NL: 9.33E6
m/z 529.14039

0 2 4 6 8 10 12

Time (min)

0

50

100
0

50

100
0

50

100
0

50

100
0

50

100

R
el
at
iv
e
 A
b
un
d
an
ce
(%
)

0

50

100
0

50

100
0

50

100 NL: 8.56E8
m/z 531.15604

NL: 7.58E6
m/z 565.16152

NL: 3.04E5
m/z 507.15604

NL: 5.05E5
m/z 517.10400

NL: 3.36E6
m/z 547.15095

NL: 1.41E7
m/z 505.14039

NL: 6.69E6
m/z 257.02430

NL: 2.14E7
m/z 545.13530

KCZ

M1

M2

M3

M4

M5 M6

M7

M8

M9

M10

M11

M12
M13

M14

M15

M16

M17

M18

M19

M20

 

Figure S 2. Extracted ion chromatograms of ketoconazole and its possible metabolites after 

incubation of 20 µM ketoconazole with mouse liver microsomes for 1 h at 37°C. The 

chromatograms were extracted with mass accuracy of 3 ppm. 
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Figure S 3. Product ion spectra of (A) M1, (B) M2, and (C) M3. 
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Figure S 4. Product ion spectra of (A) M5, (B) M8, and (C) M9. 
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Figure S 5. Product ion spectra of (A) M10, (B) M11, and (C) M15. 
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Figure S 6. Product ion spectra of (A) M16, (B) M19, (C) M21, and (D) M26. 
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Figure S 7. Multivariate data analysis for the profiling of ketoconaozle metabolites. (A) 

Score plot and loading S-plot generated by orthogonal partial least squares-discriminant 

analysis (OPLS-DA) from human liver microsomal incubates of ketoconazole. (B) Score 

plot and loading scatter plot generated by partial least squares-discriminant analysis 

(PLS-DA) from human liver microsomal incubates of ketoconazole and ketoconazole-d8. 

(C) Score plot and loading S-plot generated by (OPLS-DA) from human hepatocytes 

incubates of ketoconazole. 
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Figure S 8. Extracted ion chromatograms of ketoconazole and its possible metabolites after 

incubation of 20 µM ketoconazole with human liver microsomes for 1 h at 37°C. The 

chromatograms were extracted with mass accuracy of 3 ppm. 
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Figure S 9. Extracted ion chromatograms of ketoconazole and its possible metabolites after 

incubation of 20 µM ketoconazole with mouse hepatocytes for 2 h at 37°C in a humidified 

CO2 static incubator. The chromatograms were extracted with mass accuracy of 3 ppm. 
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Figure S 10. Extracted ion chromatograms of ketoconazole and its possible metabolites 

after incubation of 20 µM ketoconazole with human hepatocytes for 2 h at 37°C in a 

humidified CO2 static incubator. The chromatograms were extracted with mass accuracy of 

3 ppm. 

 


