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- Epetraborole (previously known as GSK2251052 and AN3365) is an orally available - Figure 1 shows the relationship between epetraborole free-drug plasma AUC:MIC ratio - Table 2 summarizes percent probabilities of PK-PD target attainment by MIC based on Figure 2. Percent probabilities of PK-PD target attainment by MIC at steady-state based on
benzoxaborole, a boron-heterocyclic antimicrobial class that inhibits leucyl transfer RNA and change in log,, CFU from baseline at 8 weeks based on Hill-type models for free-drug plasma AUC:MIC ratio targets associated with 1- and 2-log,, CFU reductions the assessment of epetraporole free'drug. plasma AUC:MIC ratio targgts associated \’.Vlth
synthetase (LeuRS). LeuRS is an essential enzyme for protein synthesis whose inhibition individual MAC isolates evaluated. Table 1 summarizes the epetraborole free-drug from baseline. These data are shown graphically in Figure 2. 1-and 2-log,, CFU reductions from baseline (Panels A and B, respectively) for MAC isolates
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- Epetraborole has potent activity against nontgberculous mycobacteria [2, 3, 41_ « The Hill-type models fit to the individual isolate data yielded no discernable outliers. - Percent probabilities of PK-PD target attainment based on free-drug plasma AUC:MIC ratio % 100 4 =& o ] i-___\_E_‘_\ — 100
E.pe.traborole has been found to concentrate in alveo!ar mac.;rophages [5] and is under targets associated with a 1-log,, CFU reduction were = 90% at an MIC value of 4 mg/L for all S
clinical development for the treatment of Mycobacterium avium complex (MAC) lung Figure 1. Non-clinical PK-PD relationships for epetraborole efficacy based on data by MAC targets and at an MIC value of 8 mg/L for the median target only. A g 80 — 80
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« Safety data gathered from five Phase 1 and two Phase 2 studies in which subjects or 2 & targets assoc!ated with a 2-log,, CFU reduction were = 90% at an MIC Qf 2 mg/L for median and = P:\(A-Pdp Target
patients received single or multiple intravenous (V) or oral (PO) epetraborole doses 8 r’=0.88 randomly assigned targets and at an MIC value of 4 mg/mL for the median target only. g 60 1 _a- R:ncljaonmly assigned — 60
ranging from 200 to 4000 mg demonstrated that these doses were generally well- 3 5 - Epetraborole 500 mg q24h - "W Highest
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in MAC lung disease, the following analyses were carried out: 9 Sl targets and at an MIC value of 16 mg/mL for the median target only. S — 500 mg q24h
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