
Predicted population response (black) shown with all individual posthoc
 fits. Each fitted curve is scaled to its baseline value.  Line thickness is
proportional to number of lesions.  Bevacizumab administered at day 3
(vertical line).

Per lesion changes in Ktrans

All posthoc fits plotted as Ktrans vs. Day. Units for Ktrans are min-1. Predicted
response based on estimated population values is shown in grey for each plot.
Estimated residual SD = 0.03567.

Model consists of 2 ODEs and the rectangle function, L(t).  Three
parameters are fitted to patient data: 1) kout, 2) ktol and the baseline Ktrans
value, 3) Ktrans(0).

Inter-patient/inter-lesion variability. Data from
1 to 6 lesions from 10 patients is shown; 2
baseline scans (0 and 1 days) plus 4 post-
dose scans (3.167, 5, 11, 15 days) indicated
by circles. Single 10 mg/kg dose of
bevacizumab administered at day 3 (vertical
line). Black line indicates median values
across all patients and lesions at each time
point.

Model structure

Population and per patient post-hoc fits

The median (solid white line) plus 10/90%, 25/75% and
45/55% quantiles of simulations are shown (shaded
regions) along with observed Ktrans values for each DCE-
MRI scan (circles) [10/90%, 25/75% quantiles and medians
of the observed values are indicated by dotted, dashed and
solid black lines]. Bev administered at day 3 (vertical line).

Scaled population and per patient post-hoc fits

Simulations (VPC)

Inter-individual variability (IIV) for ETA values associated with
kout and ktol.  Solid and dashed lines represent mean and SD.


