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ABSTRACT METHODS RESULTS

Table 1. Summary of studies utilized in the population PK analysis

Background: Epetraborole (EBQO), an orally available bacterial leucyl transfer RNA synthetase
inhibitor with potent activity against nontuberculous mycobacteria, is under clinical

Table 2. Population PK parameter estimates for the application of the population PK model

to the pooled EBO plasma concentration-time data

Figure 2. Prediction-corrected visual predictive
check plots for the application of the population

Figure 3. Prediction-corrected visual predictive
check plots for the application of the population PK
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AP, acute pyelonephritis; BID, twice daily; clAl, complicated intraabdominal infection; cUTI, complicated urinary

tract infection; ELF, epithelial lining fluid; 1V, intravenous; MAD, multiple ascending dose; PO, by mouth; SAD,

single ascending dose; QD, once daily; QOD, once every other day.

a. Study was ongoing during model development; only data from the first four cohorts from that study have been
included in the analysis.

CL, systemic clearance; CLd/CLd2, distributional clearance for compartments 1 and 2, respectively; F, absolute interval around the 5%, median, and 95" model predictors.
bioavailability; 1V, interindividual variability; IOV, interoccasion variability; K14, rate constant from central
compartment to ELF compartment; K40, rate constant out of the ELF compartment; Ka, fast/Ka, fed, absorption
rate constants for fasting and fed states, respectively; %SEM, percent standard error of the mean; RV, residual
variability; RV, residual variability for ELF; RV ., residual variability for plasma; Vc, volume of distribution for

the central compartment; Vp/Vp2, volume of distribution for peripheral compartments 1 and 2, respectively.

RESULTS '

Figure 1. Goodness-of-fit plots for the application of the population PK model to the pooled
EBO concentration-time data

regimen into clinical studies in patients with MAC lung disease.

« While there is a slight tendency to underpredict the lowest observed concentrations (i.e., the lower 5t
percentile of the prediction intervals are below the 5" percentile of the observed data), the plots
indicate that model-based simulations generally capture the observed data well such that the model
can be considered qualified for the conduct of PK-PD target attainment simulations.

INTRODUCTION

« Epetraborole (EBO, previously known as GSK2251052 and AN3365) is an
orally available benzoxaborole, a boron-heterocyclic antimicrobial class that
inhibits leucyl transfer RNA synthetase (LeuRS). LeuRS is an essential enzyme
for protein synthesis, and its inhibition stops bacterial growth [1, 2].

The population PK model will be updated as new data become available to identify predictors of
variability in PK such as body size or renal function.

« The pooled dataset included 2,637 EBO PK samples from 138 subjects/patients.

« EBO has potent activity against nontuberculous mycobacteria [1, 3, 4]. , . . :
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linear elimination.

* Model evaluation involved goodness-of-fit plots and prediction-corrected visual
predictive plots, which describe the ability of model-based simulations to capture
the observed data.
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