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Supplementary Figure 1 HPLC radiochromatograms of pooled urine samples after a single oral

administration of [**C]dabrafenib (95 mg)
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Subjects 401, 403 and 404 are qualitatively and quantitatively similar.
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Subject 406 Urine 6—-48 hours post-dose
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Subject 406 is included to show the qualitative and quantitative
differences from Subjects 401, 403 and 404.

DAB = dabrafenib; CDAB = Carboxy-dabrafenib; DDAB = Desmethyl-dabrafenib; HDAB = Hydroxy-dabrafenib;
M26, M28, M29 and M30 = circulating downstream metabolites of desmethyl-dabrafenib.
M3 = a glucuronide of hydroxy-dabrafenib



Drug Metabolism and Disposition

Supplementary Figure 2 HPLC radiochromatograms of pooled feces extract samples after a

single oral administration of [**C]dabrafenib (95 mg)
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Subjects 401, 403 and 404 are qualitatively and quantitatively similar.

Subject 406 Feces 0-72 hours post-dose
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Subject 406 is included to show the qualitative and quantitative
differences from Subjects 401, 403 and 404.

DAB = dabrafenib; CDAB = Carboxy-dabrafenib;
DDAB = Desmethyl-dabrafenib; HDAB = Hydroxy-dabrafenib;
M26, M28, M29 and M30 = circulating downstream metabolites of desmethyl-dabrafenib
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Supplementary Table 1

Distribution of dabrafenib and metabolites in urine and feces from patients following a single oral

administration of 95 mg of [**C]dabrafenib

Matrix/Component % Administered Dose in Patient
401 403 404 406 Mean SD
Urine®
Dabrafenib 0.0 0.0 0.0 0.0 0.0 0.0
M3 0.88 1.40 1.39 0.95 1.16 0.279
Hydroxy- 1.19 1.56 1.50 1.17 1.36 0.204
dabrafenib
Carboxy- 6.27 6.30 11.6 4.33 7.11 3.12
dabrafenib
Desmethyl- 2.57 1.49 3.25 1.22 2.13 0.946
dabrafenib
M26 0.94 1.24 2.33 3.73 2.06 1.26
M28, M29° 1.61 1.66 3.47 5.88 3.16 2.01
M30 0.32 0.29 0.58 0.76 0.49 0.224
Total quantified 13.8 13.9 24.1 18.0 17.5 4.85
Total dose 21.3 17.3 28.7 23.4 22.7 4.75
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Feces®

Dabrafenib 31.3 35.4 18.9 1.76 21.8 15.1
Hydroxy- 2.97 4.24 6.06 4.80 4,52 1.28

dabrafenib
Carboxy- 3.98 15.2 10.0 8.70 9.48 4.61

dabrafenib
Desmethyl- 12.7 13.0 16.1 15.7 144 1.77

dabrafenib
M26 N.D. N.D. N.D. 2.49 0.62 1.25
M28, M29° N.D. N.D. N.D. 3.06 0.77 1.53
M30 N.D. N.D. N.D. 211 0.53 1.06
Total quantified 50.9 67.8 51.1 38.6 52.1 12.0
Total dose 69.7 82.9 66.9 65.0 71.1 8.08

N.D., Not detected, considered zero for calculation of mean and SD.
& Pooled collection period for radioprofiling (hours): 401 (6-72), 403 (0-48), 404 (6-96), 406 (6-48).
b Metabolites M28 and M29 coeluted.

“Pooled collection period for radio profiling (hours): 401 (24-144), 403 (0-96), 404 (0-120), 406 (0-72).
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Supplementary Table 2

MS/MS data for dabrafenib and its metabolites
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Characteristic
Proposed Structure [M+H]" (m/z)
Fragment lons (m/z)
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Characteristic

Proposed Structure [M+H]" (m/z)
Fragment lons (m/z)
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Characteristic
Proposed Structure [M+H]" (m/z)
Fragment lons (m/z)
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