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Background Figure 2: Observed and predicted mean (+ SD) CL for Simcyp compounds
in cancer patients
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PK studies were collated from the literature for Simcyp Probe Substrates in
cancer patients. Simulations were performed using matched trial designs
with the Sim-Cancer population and the Simcyp compound files (without
alteration) in Simcyp V17. Predicted PK parameters were compared to the |
reported values. Predicted AUCs are calculated for the same duration as et

the observed studies. PK studies in healthy volunteers using the same  AUC following oral dosing, however, the observed CL (IV and oral) was
drugs and dosing regimens to the cancer studies were also collated where similar in cancer patients and healthy volunteers. A significant reduction in
possible. Simulations were performed using 10 trials of matched trial  S-Warfarin CL in cancer patients was also observed from the reported
designs with the Sim-NEurCaucasian population in Simcyp V17. The ratios  studies, however, high variability was reported for this study.

of mean AUC and clearance (CL) in cancer patients compared to healthy
volunteers were calculated from the reported clinical studies and the
simulated studies. In addition, the range of AUC and CL ratios were
calculated using the maximum and minimum values from the reported
studies in cancer patients and healthy volunteers.
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Figures 1 and 2 show the mean (+ SD) observed and predicted AUC or CL in
cancer patients for each substrate.
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Figure 3: Ratios of mean AUC and CL for Simcyp compounds in cancer
patients compared to healthy volunteers
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Figure 1: Observed and predicted mean (* SD) AUC for Simcyp The predictions for AUC ratio were within 50% of the calculated values
compounds in cancer patients from reported studies, with the exception of dextromethorphan. However,
idszolam (ors) o idzolam (V) there is very high variability in the reported AUCs for dextromethorphan in
z 0. : healthy volunteers (~500-fold). The predictions for CL ratio were within 0.8-
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Predicted parameters were generally within 50% of reported mean values
and within the reported variability for cancer patients. A trend for over
prediction of oral CL of midazolam was observed (1.3- to 1.6-fold) (Figure
2).

e High variability in the observed PK data has a large impact on the
prediction accuracy of the difference in AUC and CL between cancer
patients and healthy volunteers.
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