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Figure S1. HRMS/MS spectrum and structure of RAD140 (negative), sample: RDS, urine sample was diluted 1:10 with water and
prepared by hydrolysis and LLE. NCE 20%, isolation window m/z 1.
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Figure S2. HRMS/MS spectrum and structure of RAD140 (positive), sample: RDS, urine sample was diluted 1:10 with water and
prepared by hydrolysis and LLE. NCE 20%, isolation window m/z 1.
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Figure S3. HRMS/MS spectrum and structure of M1, sample: RDS, urine sample was injected directly. NCE 25%, isolation window

m/z 1.
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Figure S4. HRMS/MS spectrum and postulated structure of M2a, sample: RDS, urine sample was injected directly. NCE 15%, isola-
tion window m/z 1.
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Figure S5. HRMS/MS spectrum and postulated structure of M2b, sample: RDS, urine sample was injected directly. NCE 20%, isola-

tion window m/z 1.
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Figure S6. HRMS/MS spectrum and structure of M3, sample: RDS, urine sample was diluted 1:10 with water and prepared by hy-
drolysis and LLE. NCE 50%, isolation window m/z 1.
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Figure S7. HRMS/MS spectrum and postulated structure of M4, sample: RDS, urine sample was injected directly. NCE 15%, isolation
window m/z 1.
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Figure S8. HRMS/MS spectrum and structure of M5, sample: RDS, urine sample was diluted 1:10 with water and prepared by hy-
drolysis and LLE. NCE 30%, isolation window m/z 1.
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Figure S9. HRMS/MS spectrum and structure of M6a, sample: RDS, urine sample was diluted 1:10 with water and prepared by

hydrolysis and LLE. NCE 15%, isolation window m/z 1.
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Figure S10. HRMS/MS spectrum and structure of Méb, sample: RDS, urine sample was diluted 1:10 with water and prepared by

hydrolysis and LLE. NCE 15%, isolation window m/z 1.
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Figure S11. HRMS/MS spectrum and structure of M6c, sample: RDS, urine sample was diluted 1:10 with water and prepared by

hydrolysis and LLE. NCE 20%, isolation window m/z 1.
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Figure S12. HRMS/MS spectrum and postulated structure of M7, sample: RDS, urine sample was injected directly. NCE 25%, isola-

tion window m/z 1.



Metabolites 2022, 12, 666

9 of 14

(a)
3-100
m/z 348—>321
m/z 348—>127
0 )\
81057
m/z 394—223
m/z 394—>205
0
— 6-10°7
2]
(=1
3
i m/z 181—118
2 0 m/z 181—>145
B
§ 3-1051
5 mfz 167—>167
m/z 167—>131
9
5107 m/z 364->170
m/z 364—>193
0 A m/z 364—180
2-100-
0 Am/z 381—>241
0 2 4 6 8 10
time [min]

(b)
2107 1
m/z 260—>181
0 m/z 260—>260
2-100 1
m/z 584—>193
m/z 584—>540
m/z 584—>390
0 m/z 584—>170
3-107 7
m/z 568—>193
m/z 568—>113
0
3-103%
0 m/z 472—>348
0 4 6 8 10
time [min]

Figure S13. Chromatograms of RDS (a) after hydrolysis after 1:10 dilution (b) after direct injection.
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Figure S14. Elimination profile of RAD140 after the intake of a single dose of 1 ug RAD140. The black line indicates the average
values of the five volunteers, minimum and maximum values are shown as error bars.
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Figure S15. Elimination profile of RAD140 after the intake of a single dose of 10 ug RAD140. The black line indicates the average
values of the five volunteers, minimum and maximum values are shown as error bars.
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Figure S16. Elimination profile of RAD140 after the intake of five doses of 1 pg RAD140 over 5 days. The black line indicates the
average values of the five volunteers, minimum and maximum values are shown as error bars.
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Figure S17. Elimination profile of RAD140 after the intake of five doses of 10 pg RAD140 over 5 days. The black line indicates the
average values of the five volunteers, minimum and maximum values are shown as error bars.
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Figure S18. Metabolite ratios M6a/M3 of single application of RAD140 (orange) and multi-dose application of RAD140 (blue). Arrows
indicate the intake of 50 ug RAD140.
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Figure S19. Metabolite ratios M6a/M6b of single application of RAD140 (orange) and multi-dose application of RAD140 (blue). Ar-
rows indicate the intake of 50 ug RAD140.
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Figure 520. Metabolite ratios M6a/M6c¢ of single application of RAD140 (orange) and multi-dose application of RAD140 (blue). Ar-
rows indicate the intake of 50 ug RAD140.
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Figure S21. Metabolite ratios M6a/RAD140 of single application of RAD140 (orange) and multi-dose application of RAD140 (blue).
Arrows indicate the intake of 50 ug RAD140.
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Figure S22. Metabolite ratios M6b/M3 of single application of RAD140 (orange) and multi-dose application of RAD140 (blue). Arrows
indicate the intake of 50 ug RAD140.
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Figure S23. Metabolite ratios M6b/RAD140 of single application of RAD140 (orange) and multi-dose application of RAD140 (blue).
Arrows indicate the intake of 50 pg RAD140.



