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METHODS
Schedule of Assessments
PK parameters included Cmax on days 1 and 21; tmax on days 1 and 21; AUC0-8h and AUC0-12h on days 1 and 21; AUC0-168h beginning on day 21; Ctrough on days 15, 19, and 21; accumulation ratio (defined as AUC0-8h on day 21/AUC0-8h on day1); Kel; and t½. In the PK cohort, PK plasma samples were obtained pre-dose and at 1, 2, 4, 5, 8, and 12 hours post-dose on days 1 and 21, and up to 1 hour pre-dose on days 15 and 19 in period A. In period B, two PK samples were taken approximately 4 hours apart on day 22 (i.e., 24 hours and 28 hours after the morning dose on day 21) and on day 24 (i.e., 72 hours and 76 hours after the morning dose on day 21). One PK sample was taken up to 1 hour before the morning dose on day 28 in period C. Additionally, single PK samples were taken at the time of all tumor assessments, at the time of first disease progression, and as close as possible to the time of onset of any AE that led to dose adjustment or treatment interruption in all patients in the PK and expansion cohorts. 
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