Supplementary Figure 4. Distribution of the median clearance (CL) of irinotecan (left) and its active metabolite (SN-38, right) derived from the published variability
distribution of the clearances versus the estimated median clearance of irinotecan and SN-38 in this study.

The median estimated CL of irinotecan and SN-38 obtained in patients (n=19) in this study (red line) is consistent with the 90% confidence intervals obtained by
resampling virtual studies with 19 subjects from the reported CL distributions in the literature (dashed blue lines) (1). Briefly, the distribution of the individual irinotecan
and SN-38 clearance in the expansion phase was compared to the clearance distribution quantified by Thompson et al (1) by drawing 1000 times n=19 individual
clearance values of irinotecan and SN-38 from the previously reported clearance distributions. Subsequently, the median of the clearances in the expansion phase was
compared to the distribution of the medians of these virtual populations and considered comparable when the median clearance in the expansion phase was inside the
90% confidence interval of the median of the virtual populations.
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