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This supplement provides details on the sample collection times for blood, plasma, urine, and feces, and also on the method used to calculate excretion parameters. 
A phase I, open-label, one-period, single-dose study in six healthy male subjects was performed to evaluate pharmacokinetics, metabolism, and excretion. On day 1, subjects received a single oral dose of 160 mg enzalutamide (4 × 40 mg capsules) plus an additional liquid-filled capsule containing a tracer dose of 14C-labeled enzalutamide (100 μCi) under fasting conditions (at least 10 h pre- to 4 h postdosing). The radiochemical purity of 14C-enzalutamide was ≥ 99.7%. 
Whole blood, plasma, urine, and feces were collected through day 77 postdose. The blood sampling schedule was as follows: 0.5, 1, 1.5, 2, 3, 4, 6, 8, and 12 h (day 1), 24 h (day 2), 48 h (day 3), 72 h (day 4), 96 h (day 5), 168 h (day 8), 240 h (day 11), 312 h (day 14), 480 h (day 21), 648 h (day 28), 816 h (day 35), 1152 h (day 49), 1488 h (day 63), and 1824 h (day 77). Urine sampling was performed predose and postdose in collection intervals of 0–12, 12–24, 24–48, 48–72, 72–96, 96–120, 120–144, 144–168, 168–192, 192–216 and 216–240 h postdose and for 24 h on day 14 (312–336 h), day 21 (480–504 h), day 28 (648–72 h), day 35 (816–840 h), day 49 (1152–1176 h), day 63 (1488–1512 h), and day 77 (1824–1848 h). Feces sampling was performed predose and in collection intervals of 0–24, 24–48, 48–72, 72–96, 96–120, 120–144, 144–168, 168–192, 192–216, and 216–240 h postdose and for 24 h on day 14 (312–336 h), day 21 (480–504 h), day 28 (648–672 h), day 35 (816–840 h), day 49 (1152–1176 h), day 63 (1488–1512 h), and day 77 (1824–1848 h). Subjects were confined to the clinic up to day 11. After discharge, subjects visited the clinic for overnight stays (2 consecutive nights) on days 13–15, 20–22, 27–29, 34–36, 48–50, 62–64, and 76–78. During these visits, blood samples were taken, and urine and feces were collected for 24 h.
The actual radioactive dose that each subject received was used in the calculations of apparent oral clearance and apparent volume of distribution during the terminal phase. The whole blood-to-plasma ratio of 14C-radioactivity was calculated by dividing the whole blood concentration by the plasma concentration at corresponding time points. In urine and feces, calculations were performed to estimate the cumulative amount excreted to 240 h (i.e., the last continuously sampled collection interval; Ae0-240), cumulative amount excreted to the last measureable concentration (Aelast) and cumulative amount excreted extrapolated to infinity (Ae∞). The amount excreted from the last discontinuously sampled interval up to infinity was estimated from the area under the excretion rate versus time curve (AURC) by extrapolation (WinNonlin® Model 210, Pharsight Corporation, Mountain View, CA). The excretion rate elimination constant (z,ex) was calculated by linear regression on the log-transformed excretion rate against the mid-time points of the intervals for the intervals in the terminal half-life phase. This terminal phase was determined by visual inspection of the semi-logarithmic excretion rate versus time curves. The elimination constant obtained was used to calculate the amount excreted to infinity as follows:
Ae∞ = Ae0-240 + Ae240-t + ([dAet/dt]/z,ex)
Ae240-t is the cumulative amount excreted from 240 h up to the last interval with a quantifiable excretion, and dAet/dt is the predicted excretion rate for the last interval with a quantifiable excretion. Renal clearance was calculated as Ae∞/AUC∞. The amounts excreted as a percentage of the dose were calculated by dividing the cumulative amounts excreted in mg by the nominal dose for enzalutamide (160 mg) multiplied by 100%. For 14C-radioactivity, a similar calculation was performed by dividing the cumulative amounts excreted in disintegrations per minute (dpm) by the actual individual administered 14C-radioactivity dose in dpm. The total recovery was calculated from the summation of cumulative amounts excreted in urine and feces in the common intervals.

