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Description

Gepotidacin (GSK2140944) is a novel triazaacenaphthylene bacterial type Il topoisomerase inhibitor.

In Vitro

Gepotidacin is a novel, first-in-class, triazaacenaphthylene antibacterial that inhibits bacterial DNA gyrase
and topoisomerase IV via a unique mechanism and has demonstrated in vitro activity against
gram-negative and gram-positive bacterias , including drug-resistant strains, and also targets pathogens
associated with other conventional and biothreat infections. The MIC50 and MIC90 for gepotidacin against
the 25 N. gonorrhoeae isolates tested are 0.12 and 0.25 pg/mL, respectively[1]. The gepotidacin MIC90s
are as follows (in 1 g/mL): Streptococcus pyogenes, 0.25; Escherichia coli, 2; Moraxella catarrhalis, <
0.06; Streptococcus pneumoniae, 0.25; Haemophilus influenzae, 1; Clostridium perfringens, 0.5; and
Shigella spp., 1[2]. Gepotidacin hasin vitroactivity against causative pathogens of acute bacterial skin and

skin structure infections (ABSSSIs)[3].

In Vivo

GSK2140944 MICs are 0.125 to 0.5 mg/L against the six MRSA isolates. ELF penetration ratios range from
1.1 to 1.4. Observed maximal decreases are 1.1 to 3.1 log10 CFU in neutropenic mice. The mean
fAUC/MIC ratios required for stasis and 1-log-unit decreases are 59.3 + 34.6 and 148.4 + 83.3,

respectively.

Solvent&Solubility

In Vitro:

DMSO : 7.14 mg/mL (15.92 mM; Need ultrasonic)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.2296 mL 11.1478 mL 22.2956 mL
Stock Solutions 5mM 0.4459 mL 2.2296 mL 4.4591 mL
10 mM 0.2230 mL 1.1148 mL 2.2296 mL
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3% KPR A FE77): 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2 0.71 mg/mL (1.58 mM); Clear solution
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2R IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 0.71 mg/mL (1.58 mM); Clear solution

JEJT A3 2 0.71 mg/mL (1.58 mM, MR A AN) (TS T

BL 1 mL TAEMC9%], B 100 uL 7.1 mg/mL 334 DMSO fi%#&#n%| 900 uL 20% [y SBE-B-CD /L
AR, RAEH.

AT IR IR 10% DMSO  —~90% corn oil
Solubility: = 0.71 mg/mL (1.58 mM); Clear solution
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Mice: For neutropenic pharmacokinetic studies, at 3 h postinoculation (0 h), groups of 48 infected
mice are administered GSK2140944 s.c. in single doses of 6.25, 50, or 200 mg/kg. Blood samples
Animal Administration | are collected from groups of six mice at 5 min and 0.25, 0.5, 1, 1.5, 2, 3, and 4 h postdose for 6.25-
or 50-mg/kg doses and 5 min and 0.25, 0.5, 1, 1.5, 2, 4, and 6 h postdose for the 200-mg/kg dose

via cardiac puncture[4].
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