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Figure 3. Cumulative recovery of radioactivity in
excreta. Data are given as geometric
mean (geometric SD).
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J FDA Guidance, 2016

We encourage the identification of any differences in drug metabolism between animals used in

nonclinical safety assessments and humans as early as possible during the drug development

process.™” The discovery of disproportionate drug metabolites late in drug development can

potentially cause development and marketing delays.

Generally, metabolites identified only in human plasma or metabolites present at
disproportionately higher levels in humans than in any of the animal test species should be
considered for safety assessment. Human metabolites that can raise a safety concern are those
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Clinical Therapeutics/Volume 38, Number 11, 2016

Metabolism, Excretion, and Pharmacokinetics of
Selumetinib, an MEK1/2 inhibitor, in Healthy Adult
Male Subjects

CrossMark

Angela W. Dymond, MSc'; Colin Howes, PhD'; Christine Pattison, MChem (Hons)"";
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Geometric Mean Concentration (ngEq/mL or ng/mL)
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—&— Plasma selumetinib (N=6)
—O— Plasma N-desmethyl selumetinib (N=6)
—v— Whole blood total radioactivity (N=6)
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K1 Profile of plasma and blood
radioactivity and selumetinib and
N-desmethyl selumetinib in plasma
over time (semilogarithmic scale).

2% Concentration ratios (%) to total plasma radioactivity (N = 6). Data are given as geometric mean
(%CV).
Ratio 2h 4 h 12 h 24 h 48 h 72 h
Plasma selumetinib 54.2 (6.0) 50.0 (71)  37.7 (14.9) 241 (5.6) 151 (19.6) ND (ND)
Plasma N-desmethyl selumetinib 3.98 (14.3) 3.72 (11.7) 3.54 (9.9) 3.11 (20.4) ND (ND) ND (ND)
| Whole blood 60.3 (6.6) 59.7 (6.6) 69.7 (7.5) 61.0 (3.9) 61.5(4.5) 60.4 (4.1)|
Distribution into RBCs 5.94 (75.7) 3.60 (109.5) 17.9 (25.0) 5.59 (87.0) 6.18 (77.3) 6.74 (45.7)

ND = not determined; RBCs = red blood cells.

“The distribution into RBCs was determined by [(Cwb - (1 - Ht)*Cp)/Cwb]*100, where Cwb is concentration in whole
blood, Cp is concentration in plasma, and Ht is hematocrit (Ht was the mean value of the laboratory Ht data obtained from
Day -1 and follow-up).
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% 2 Summary of key pharmacokinetic parameters (N = 6).

Plasma Plasma N-desmethyl Whole Blood
Parameter Selumetinib Selumetinib Radioactivity
AUC, GM (%CV), ng h/mL 4510 (19.2) 351 (23.1) 27% 8200 (26.8)
Cmax GM (%CV), ng/mL 1520 (28.5) 109 (23.9) 1390 (17.6)
Tmax, Mmedian (range), h 1.00 (1.00-1.50) 1.00 (1.00-1.50) 1.00 (1.00-1.50)
t1/2, mean (SD), h 13.7 (5.04) 9.40 (1.01) 56.8 (48.0)
CL/F, mean (SD), L/h 15.7 (2.87) NR 8.78 (2.07)
V/F, mean (SD), L 146 (48.5) NR 359 (232)

CL/F = apparent clearance; GM = geometric mean; NR = not reported; V/F = apparent volume of distribution.
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—e— Fecal recovery (N=5)
—O— Urine recovery (N=6)
—w»— Total recovery (N=5)
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K 2 Cumulative recovery of radioactivity in

excreta. Data are given as geometric
mean (geometric SD).

O 425)5 2 RICRAN93%, HApFEMEHN59%, AFERARGESE, REF
HN33%,



@ iR

240 A

220 4

200

180 A

160 -

140

120 A

100 A

Counts per minute

80

0.00 10.00 20.00 30.00
Time (mins)

B3 Reconstructed radiochromatography of AUC
in pooled human plasma after a single 75-mg oral
dose of [1*C]-selumetinib in a representative

subject.
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B4 Reconstructed radiochromatography of AUC
in pooled human urine after a single 75-mg oral
dose of [ 14C]-selumetinib in a representative
subject.
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B5 Reconstructed radiochromatography of
AUC 1in pooled human feces after a single 75-
mg oral dose of ['*C]-selumetinib in a
representative subject.
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