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RESULTS

 Final full model included the following covariate-parameter
relationships (Table 2):

INTRODUCTION

Background

» Pexidartinib is a novel oral small-molecule inhibitor that
selectively targets colony-stimulating factor 1 receptor (CSF1R),
KIT proto-oncogene receptor tyrosine kinase (KIT), and FMS-
like tyrosine kinase 3 (FLT3) harboring an internal tandem
duplication mutation’-?

« Observed concentration-time profiles of pexidartinib showed:

— A Dbi-exponential decay of pexidartinib concentrations, viewed on a semi-log scale plot (Figure 1a) . _
— Body weight (WT); sex; race (Asian [N = 8] vs.

non-Asian [N = 367]); baseline values of CRCL, AST,
and TBIL; and study population (healthy subjects vs.
patients) on CL/F

— Steady-state concentrations of pexidartinib were maintained over time upon multiple dosing (Figure 1b)

Figure 1. Observed Concentration-Time Profiles of Pexidartinib in (a) Healthy Subjects Following Single

Oral Dose of 200 mg to 2400 mg and (b) Study PLX108-01 and ENLIVEN Patients
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Phase 1 formulation was used in studies PLX108-01 and U114, whereas phase 3 formulation was used in all other
studies.

BA = bioavailability, HV = healthy volunteers, N = number of subjects, PK = pharmacokinetics, TGCT = tenosynovial
giant cell tumor.

Figure 3. Visual Predictive Check Plots for (a) Studies in Healthy Subjects, (b) Study PLX108-01, and
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« The following covariates were evaluated on the absorption
and/or disposition parameters using a full-model approach:

— Subject demographics (age, sex, body weight, and race)

CONCLUSIONS

* A population PK model was successfully developed for pexidartinib. No clinically meaningful
effects on pexidartinib exposure were identified for demographic characteristics, such as WT, 2. Tap WD, Wainberg Z, Anthony SP, et al. Structure-quided
sex, race, study population (healthy subjects vs. patients), and renal and hepatic functional
parameters
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« The final full model was assessed by goodness-of-fit plot and

visual predictive check  Evaluation of renal function effect was limited by the analysis dataset, which included a

relatively narrow range of CRCL values and a limited number of renally impaired subjects.
Therefore, results from a dedicated renal impairment study should be considered in
conjunction with current analysis for dose recommendations in renal impairment subjects

PK Simulations

« Based on the final population PK model and individual post hoc
PK parameters, the area under the plasma concentration-time
curve (AUC) and maximum plasma concentration (C,,,5,) were
generated for the dose regimen of 800 mg/day (400 mg BID) in
the ENLIVEN Study

* The model was also used to generate individual exposure metrics in subsequent exposure-
response analyses
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