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Table 1 Bacterial isolates tested against GSK3342830 Table 2 Summary of the overall modal MIC values (mg/L) for 22 isolates tested Table 3 Summary of the modal MIC values and the percentage of results for an Table 4 Summary of GSK3342830 MIC reproducibility according to media type
AbStra Ct Organism (no.) Strain Resistance profile/genotype against GSK3342830 using 2 media types under 3 testing conditions when read at individual isolate when testing GSK3342830 within the 5 testing sites to fall within Number of isolates with <4 mjc  Number of isolates with 200%  Number of isolates with 295%
E. coli (3) e ggxft,\ﬁ'{‘& Uropathogenic strain O26:H4: ST-131 100% and 80% inhibition of growth +/- 1 dilution or +/- 2 dilutions of the overall mode results—all within 3 dilutions o“\’,'('afa‘l’lal':gjr’;ﬁ;:ydr"']‘f;‘;"M‘}:: (';’\','fr;’l?'l‘;f;:;f;':;‘;'j::n‘,’é
5649 NDM-1; CMY-30; OXA-1; TEM-1 Cation-adi Mueller-Hi broth Iso-Sensi broth % +/- 1 diluti % +/- 2 diluti Testing medium (broth) (total n=22) (total n=22) (total n=22)
Background: GSK3342830 (GSK830) is a novel catechol-cephem antibiotic being IR5 NDM-1: CTX-M-15; CTX-M-" ation a"‘“s‘edapﬁi er-Hinton brot > e“:,:,‘ﬁi‘ o Mode Géﬁ:szf SOMIC % MiCs +-1 diiution of mode %o MICs */- 2 chlutions of CAMHB 17 17 19
dgvelope_d to treat_ iInfections caused by gram-negative pathogens, including th.o.se K. pneurnoniae (7) ﬁ% c 13883 BE“Q;J;STX'M'“; OXA-1; OXA-2; TEM-1 Organiom - 10§znda8rg% jlagaemealat;d ‘223'5* tr;ztozd 10§(t)/imda8rgl% j%%&:em%%t;d - Ot;:ateai - Organism Isolate  CAMHB apo-T Chelex CAMHB apo-T Chelex CAMHB apo-T  Chelex gﬁmg ;:;;(Ttreated 12 LZ_) ;421
with multidrug-resistant phenotypes. GSK830 has enhanced [3-lactamase stability and ATCC 700603 SHV18, KPC E. coli ATCC 25922 012 006 0412 012 025 042 025 025 003 003 012 0412 - 2A5T§2<; . . . 0 0 00 00 00 o0 T —
contains a catechol group that facilitates entry into the bacterial cell via iron uptake D e 4 o o SN DA TEM E. col NCTC 13441 025 025 012 006 025 025 | NCTC | | | |
: . . - : : : : - ~Z, -1z, -4, - E. coli 5649 32 32 4 4 8 8
mechanisms. The in vitro activity of GSK830 is affected by iron in the medium. As free VA-391 KPC-3; SHV-12; SHV-77; TEM-1 E. coli IR5 64 64 8 4 16 8 13441 0.25 0.12 0.25 96 100 100 100 100 100
iron is limited in humans, iron limited testing conditions may be more reflective of the 6560-MAR NDM-1; CTX-M-15; OXA-1; OXA-9; SHV-5; TEM-1 E.coli ALL 8 8 4 4 8 8 5649 32 4 8 80 80 84 80 80 100
. . : : : (r epe : : PLE OXA 48 K. pneumoniae  ATCC 13883  0.25 0.25 0.03 0.03 0.12 0.12 IR5 64 8 16 96 96 96 96 96 96
in vivo state. The aim of this study was to determine a susceptibility (S) media testing A. baumannii (5) ATCC 19606 QC strain K. pneumonias  ATCC 700603 025 006 0015 0015 042 012 oy i . . o o o o o o
condition resulting in acceptable GSK830 MIC reproducibility. mgggg mgg; OXA51 ADC ? gzzzzgzgz NCJ/S_ ;5243 146 146 882 ggé 421 f NE cof 00 N or - o s o s 06 4
. _ — 1485283 MDR; OXA-51; ADC; OXA-24 K. pneumoniae VA-391 0.5 1 0.03  0.03 1 0.5 ATCC
Methods: Reference in vitro S testing methods were used to evaluate the reproducibility 1485176 MDR; OXA-51; ADC-30 K. pneumoniae  6560-MAR 1 1 05 05 05 05 K. pneumoniae 13883 025 003 012 92 80 84 100 50 100 AC kn OWI Ed g eme ntS
of GSK830 MIC values against 22 bacterial strains (Enterobacteriaceae [EB] 7. aeruginosa (5) ATOC 27853 WG strain K.pneumoniae PLE 003 003 0015 0008 003 003 ATCC
. . . : ’ : SR27001 MDR; IMP-1 A. baumannii ATCC 19606 0.25 0.25 0.12 0.06 0.12 0.06 0.25 0.12 0.06 0.03 012 012 700603° 0.25 0.015 0.12 65 75 90 100 75 95
Pseudomonas aeruginosa [PA], and Acinetobacter baumannii [AB]). Testing comprised SBRKM-28 MDR; IMP-1; VIM-2 A. baumannii 1484815 2 1 05 05 05 025 2 2 025 006 025 0.25 NCTC | | | |
5 laboratories, 5 replicates per isolate, using 5 separate inocula over a minimum of ;4;8244188858 mggg :mj 2. gaumannl:/: Eggggg >gs4 045 5624; 025 ge‘; 011 , 045 025 0212 00-152 0225 012 - 13443 16 0.12 4 84 60 88 100 76 96 This study was supported by GlaxoSmithKline (GSK) (Collegeville, PA, USA) and has been
3 days on microtiter panels produced by Thermo Fisher Scientific in cation-adjusted | Pl 1485176 095 042 095 01 012 008 042 042 012 008 008 008 VA-384 4 0.06 2 100 80 100 100 84 100 funded in whole or in part with Federal funds from the Office of the Assistant Secretary for
Mueller-Hinton broth (CAMHB); CAMHB with apo-transferrin (apo-T, 1.6 mg/mL; 20uM); Ilz.aerug(nosa Agc;c; 7207:)3153 312 %25 01.5 01.5 oés o.fs 1 1 05 05 05 05 6;;/:3;;3/1 i 01-5 00-053 015 16040 :g 18080 18000 18000 19060 Preparedness and Response, Biomedical Advanced Research and Development Authority,
. . . aeruginosa - . . . .
iron-depleted, Chelex®-treated CAMHB (ID-CAMHB); Iso-Sensitest™ broth (ISB); ISB - aerugimsa SEBRKM2S 05 Om5 012 012 095 010 e 03 oot oo 0 o 00 0 o5 00 under OTA Agreement No. HHSO100201300011C. This abstract presentation was funded
with apo-T (1.6 mg/mL; 20uM); and Chelex-treated ISB. MIC values were recorded as P. aeruginosa 1484185 1 0.5 1 05 05 05 . . by a research grant from GSK.
_ _ - e R _ o _ P aeruginosa SR24888 05 0.25 1 ’ 0.25 0.25 All K. pneumoniae 85.9 80.0 92.9 97.1 84.7 98.
the first well with no visible growth (100% inhibition); 80% inhibition of growth was also * Broth microdilution panels were produced by a commercial manufacturer (Thermo ' ' ' ' ' ATCC | | o |
recorded if different than the 100% endpoint. Fisher Scientific, Cleveland , Ohio), frozen, and shipped to each participant site A. baumannif® 19606  0.25 0.06 0.06 100 96 100 100 100 100 We thgnk. Dr. Michael J.acobs and Dr. Patrice Nordmann for providing the following
. . . . . 1485247 4 4 1 100 60 60° 100 80 96° bacterial isolates for this study; (VA-384 and VA-391) and (5649, 6560-MAR, ALL, and
o lts: GSK830 sh 9 table int d intra-laboratory MIC ducibilit - Six medium types were tested: cation-adjusted Mueller-Hinton broth (CAMHB), 1485283 05 0.95 0.12 100 100 100 100 100 100 IR5). respectively
eSults. SNOWed acceplable INter= and intra-iaboratory IVilL, Teproduciblity CAMHB with apo-T (1.6 mg/mL), Chelex®-treated CAMHB (CT-CAMHB), Iso-Sensitest 1485176 012 042 006 100 100 9 100 100 100 ’ '
against most Escherichia coli, Klebsiella pneumoniae (KP), PA, and AB in CAMHB or broth (ISB), ISB with apo-T (1.6 ma/mL), and CT-ISB | i o | Al A baumanni 100.0 84 8 88 0 100.0 044 99 2
ID-CAMHB with approximately 80% of strains having <4 different MIC results, all within ’ ’ * For each media type, GSK3342830 MIC values (100% or 80% inhibition varied less for ATCC
a 4-dilution range. Apo-T treated medium exhibited the greatest variability in results. m Chelex-treated media and media containing apo-T are considered iron-depleted E. coli, K. pneumoniae, and P. aeruginosa isolates compared to A. baumannii (Table 2) P. aeruginosa® 27853 1 0.5 0.5 96 100 96 100 100 100
MIC values were much lower for some isolates in iron-depleted media (I.DI\/I). The medla- | | - — Most A. baumannii isolates demonstrated a 1-d_i|utioq lower MIC value when read at SSBFE{ZPZ&?;S Si 0_112 025 138 19020 138 188 183 138 R efe rences
largest differences were seen for KP, which exhibited lower MIC values in IDM (apo-T - ISB conditions were included for A. baumannii testing only 80% compared to 100%, which was most prominent in CT-CAMHB 1484185 1 : 05 7 100 26 o 100 100
trea7tqu T_edlulm proyldgpg\l\’jlh:éarges_’lc_dlfferenrcedsz WgzrﬁHMéCSYan? > rr?tnt?e.?rfo af m;JhCh » Panels were inoculated and incubated following CLSI recommended procedures (M07- - One isolate, A. baumannii (1485247), showed a greater than 16- to 32-fold increase | SR24888 0.5 1 025 ‘22 58 100 100 1100 1100 . | |
as dl %'1?281 ;vggr |r; o | -arpcr>]- ﬁom dp'an eISBO MIC int .r Irg t | ,['.C?] : Oa(])l"l/ gr? dOW'nt A10; Clinical and Laboratory Standards institute, 2015) for E. coli, K. pneumoniae, in MIC when read at 100% in all 3 CAMHB media variations 2:: ::j:tre”sgfooizme . 218 :gg 342“71 232 902060 908050 Clinical apd Laboratory St.anda.rds I_nst|tute (2004). MZZ'A3' Quality control for
occurred 1o ISOa © (eSS pronounced i ) | .e pretatio ( 0.e. POl ) P ael’uginosa, and A. baumannii e \Wh testi i CAMHB >90Cy f MlC | f 17 i lat +/_ 1 diluti f th 2100% inhibition endpoint in ID-MHB or CAMHB as MIC data used for analysis for all E. coli, K. pneur;voniae,RaerL;ginosa; 80% in.hibition endpoi-nt in ID-MHB o.r CAMHB used.for CommerCIa”y prepared mlcrObIOlOglcal culture medla’. approved standard. 3rd ed. Wayne’
and an 80% endpoint if trailing occurred provided a potential method for obtaining en tesling In , =9U70 O values 1or 1/ 1solates were lution ot the analyais for il Acorbactor isolates PA: CLSI.
consistent GSK830 MIC results. CAMHB and ID-CAMHB provided more reproducible — S replicates per isolate, using 5 separate inocula, were tested over a minimum of 3 overall mode, and 295% of MIC values for 19 isolates were +/- 2 dilutions of the overall e o malL
MIC results than apo-T-treated medium. days mode (Table 4) Clinical and Laboratory Standards Institute (2015). M07-A10. Methods for dilution
_ | - | » After incubation, panels were read to determine the minimal inhibitory concentration * For testing in CT-CAMHB, 290% of MIC values for 15 isolates were at +/- 1 dilution and antimicrobial susceptibility tests for bacteria that grow aerobically; approved standard. 10th
Conclusions: GSK830 has demonstrated acceptable MIC reproducibility when tested in (MIC) as the first well with no visible growth of the pathogen 295% of MIC values for 22 isolates were +/- 2 dilutions of the overall mode ed. Wayne, PA: CLSI.
CAMHB or ID-CAMHB, which facilitates progression for antimicrobial susceptibility testing. _ | aborator ot oted t 4 both 100% inhibii f th and 80% Abo.T treated med; " 4 the least MIC ducibility with onlv 12 isolat
inahigiffogrgefs \;\g’\r’fh'?fs d:?erZnto record bo o INNILEON O growth an ° ﬁ o o refggo/m? I\;ILIJCan S Iowe 'th?n ef/S 1 di :_e;;ro fl,:ﬁ Ol y;/w” mondy ncIlS;) 4a.es| t Clinical and Laboratory Standards Institute (2017). M100-S27. Performance standards for
| J | o | \?vi’c(;\V\QQg"; of I(\)/I(I)C valu\e/: Ejr/e-SZV\gilultions-of tr:g cI)?/erZ\II rr?o(c)j\ée all mode a S01ates antimicrobial susceptibility testing: 27th informational supplement. Wayne, PA: CLSI.
* Testing was performed in 5 participant laboratories I | « All A. baumannii MIC values were within +/- 1 dilution of the overall mode when using
Introduction " orwihin 1 ciluton of the cverall CAMHE modal MIG values for 14 fsolates and witin 2 0% inhibition & the endpoint in CAMIFIS (Table 3
R. N. Jones, M.D. JMI Laboratories, North Liberty, IA _ - L _ : : . _
C. Knapp, M.S. Thermo Fisher Seientific. Cleveland, OH dilutions for the remaining 8 isolates (Table 2) A total of 60—-100% of-M!C values_ were within +/- 1 dilution in iron-depleted CAMHB,
M. Zervos, M.D. Henry Ford Hospital, Detroit, M and 80—-100% were within +/- 2 dilutions of the all-laboratory mode (Table 3)
+ GSK3342830 is a novel catechol-cephem antibiotic with enhanced stability to E. Munson, Ph.D. Wheaton Franciscan Laboratory, Wauwatosa, W » Under apo-T conditions, the modal MICs for 12/22 isolates were the same or within 1

R. Rennie, Ph.D. University of Alberta Hospitals, Edmonton, Alberta, Canada

dilution of the overall CAMHB modal MIC values, 2 isolates were 2 dilutions lower, 3

B-lactamases. It inhibits bacterial cell wall synthesis and contains a catechol group on

the 3-position side chain which is believed to facilitate entry into the bacterial cell via iron « Replicate MIC results from the 5 sites were compiled, the overall modal MIC value for isolates were 3 dilutions lower, 2 isolates were 4 dilutions lower, and there was 1 each at
uptake mechanisms. GSK3342830 is being developed for the treatment of infections each strain was determined, and the intra- and inter-site reproducibility was described S5, 6, and 7 dilutions lower Co n CI us i o ns
caused by gram-negative bacteria including multidrug resistant (MDR) isolates for when as the percentage of MIC results that were within +/- 1 dilution or +/- 2 dilutions of the - For E. coli tested in CAMHB, 4 isolates exhibited 92-96% agreement (+/- 1 dilution of

there are limited or no other therapeutic options available. overall mode the all-laboratory modal MIC) and 1 isolate exhibited 80% agreement (Table 3) | | -
» The spectrum of activity for GSK3342830 contains Enterobacteriaceae, including multi- ~ Variability was similar in apo-T- and Chelex-treated medium except for 1 isolate, y GS'_(3:?[4283:)_3h|0\;V9d ?C;:Pd 'f;’fe;(' and mtra-l.aborlajtory rePFOdUClblgt);\Wgen tested
drug resistant isolates of Klebsiella pneumoniae, Escherichia coli, and non-fermenting 5649, where there was better MIC reproducibility with CT-CAMHB against most Isolates or . COoll, K. pneumoniae, . aeruginosa, and A. baumannii in
bacteria (Pseudomonas aeruginosa and Acinetobacter baumannii) C M o o testing K | o fiobe CAMHB or CT-CAMHB
« (GSK3342830 in vitro activity is affected by iron in the medium; therefore, MIC values are ore varighaiity ras SeEh WHEn 18Sing 1. priedmorias, WHIeh appedares 1 0% 1ess * Susceptibility testing with apo-T supplemented CAMHB provided the least
in vi Ivity | | y| | lum; t , valu pronounced in Chelex-treated medium than in apo-T-treated medium (Table 3) rererETsE MIE velles
generally reduced for gram-negative organisms when tested in iron-depleted media * All-laboratory modal MIC values from replicate testing were identified for each of the 22 — Atotal of 6 of 7 isolates exhibited MIC values that were +/- 1 dilution of the mode less ° . . .
* The purpose of this study was to evaluate multiple media types to identify a testing isolates in CAMHB, apo-T CAMHB, and CT-CAMHB (Table 2) than 90% of the time (60—88%) in apo-T compared to 3 of 7 isolates in Chelex-treated ) ;heedicllj'ie][;”;ei gll?;vﬁeg I;Aéfuv?rl;giz \\’/ere‘?g Iteessstm?olr?ocljﬁclye”; I?hzgdtr:?:e-doebpslgt\e/gd o
medium that would provide reproducible MIC values tor GSK3342830 - MIC values for GSK3342830 were typically highest in CAMHB compared to apo-T or medium at less than 90% (84—-88%) K pneumonia;e ' g P !
N = In Chelex-treated medium, all 7 K. pneumoniae isolates provided MIC results that « All K. pneumoniae isolates exhibited lower MIC values in iron-depleted media with A HN
M - I d M h d — MIC values for GSK3342830 were typically lower in apo-T-treated media than in were within +/- 2 dilutions of the all-laboratory mode 95-100% of the time compared . o—il'f’)created edium broviding the larger differences P ; m
aterials an ethods Chelex-treated media to the results with apo-T where 5 of 7 isolates only exhibited 75-84% of MIC values P providing : R e

_ For A. baumannii. MIC values for GSK3342830 were slightly lower in ISB than in within 2 dilutions of the modal MIC (Table 3) « For A. baumannii, reading at the 80% endpoint provided reproducible MIC results for

* Atotal of 22 bacterial isolates, including ATCC quality control strains, were tested CAMHB for all 3 media condition comparisons, except for 1 isolate (1485247) that — MIC values for 6 of 7 isolates were all within 2 dilutions of the all-laboratory modal all 5 isolates tested in both CAMHB and ISB with or without iron depletion https://www.jmilabs.com/data/posters
(Table 1) was >4-fold lower MIC when testing in CAMHB [ASMMicrobe17-GSK-reproduce.pdf




