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Introduction

BWC0977, a novel bacterial topoisomerase inhibitor (NBTI) with broad-spectrum activity against ESBLs, AmpC, KPCs, and fluoroquinolone-resistant strains is currently
progressing in phase 1 clinical trial. Here we describe the pharmacokinetic profile in the lung epithelial lining fluid (ELF) and the efficacy of BWC0977 in a rat lung infection
model, thus indicating the potential to treat pneumonia. Here we describe the pharmacokinetics and pharmacodynamics (PK-PD) of BWC0977 assessed in neutropenic rats.

Methods

Pharmacokinetic (PK) study: 100 mg/kg 60min i.v. infusion dose was administered once to a neutropenic Lung Infection model in Rats infected with Paeruginosa (ATCC27853)
and plasma samples were taken at 2 min, 15 min, 30 min, 1h, 2h, 4h, 8h, and 24h post-dose. ELF was obtained by instilling 2ml of sterile saline into the lungs and removing
saline from the lungs twice at 1h, 2h, and 4h post-dose. PK data analysis was done using WinNonlin® software.

Results

Figure-1: Mean (£SD) i.v. Pharmacokinetics of BWC0977 in
Plasma and ELF

Table: NCA PK parameters of BWC0977 in plasma (Free and Total) and ELF of rats
infected with P.aeruginosa (ATCC27853)
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Design of Dose Fractionation Study
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Results

PK/PD driver Vs P.aeruginosa PK/PD driver Vs All pathogens tested

CFU vs. fAUC,,MIC CFU vs. fCIMIC

E E E CFU vs. % T>MIC ; fAUC,,/MIC Across the pathogens, fAUC/MIC
8 8 ) crp
i : required for 1-log kill is 11.523
.- B | . & sedi?
- _ 0O 8
@ 0 — S I 1
8- -6 -6 6 i 1 o %08 ¢ 1000 10000
e o o A g _ '_ _________________________
3 5 = = ¥ Y
o 9 = -5 5 o : MIC
2 - ‘:-m = Bacteria Strain
LL L i 2 -2=- (ng/mL)
o 4- -4 S 4 < 4 .:E‘ A. baumannii ATCC19606 0.06
!?" _IE’ 37 - A. baumannii SAC002 0.06
3. . - S ¢ E. coli ATCCNDM2471 0.06
-3 o E. coli ATCCNDM2469 0.5
) ) TIZI -4 = ® [ aernuginosa K. pneumoniae MKP103 1
i Log10CEU/a lun i 2 - -2 9 4 L9 moni K. pneumoniae ATCC13883 0.03
R squared D.QQEME - Log19CFU/g lung Log10CFU/g lung * Kpneu I_?e K. pneumoniae SKBO67 1
1 : . | . R SQUEFE{j 0.7439 . R S{JUEI.FE[’ 08316 & A baumannii K. pneumoniae KPNIH1WT 1
TTTTTTY T=TTTTT T—TTTTTY TTTTTY TT=TTTTT S — — — E— 1 : — - — . — ey 1 - .
0.01 0.1 1 10 100 1000 0 5 10 15 20 0 20 40 60 e E coli P. aeruginosa ATCC27853 0.25
FAUC,/MIC fCIMIC Y% T>MIC -6 - P. aeruginosa SPS041 0.25
FAUC/MIC .
(Interpolated) 1 Log-kll
I N X Upper Limit | Lower Limit Y
Conclusion 11523 15282 8710 X

* |n the neutropenic rat lung infection model, the PK/PD index that best described
the in vivo efficacy of BWC0977 against Pseudomonas aeruginosa was AUC/MIC
followed by % T>MIC

» Target free fraction exposure (FAUC/MIC) to cover Pseudomonas aeruginosa was
estimated to be 11.523
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