Activity of Gepotidacin Against Escherichia coli
Isolates from Community-acquired Urinary Tract

o Results

Gepotidacin (MICg,40, 2/4 mg/L) displayed good activity against 1,978 E. coli isolates

Infections Collected Between 2019-2021 in the GepOtidaCin demonstrated potent In vitro aCtiVity againSt contemporary from UTI infections, with 98.3% of all observed gepotidacin MICs <4 mg/L (Tables 1
United States community-acquired E. coli urine isolates. and 2).
1 S.J. Ryan Arends, 2 D. Butler, 2 N. Scangarella-Oman, ! L. Tholen, * J. Streit, ! R.E. Mendes Susceptibility (S) to comparators amoxicillin-clavulanate (83.7%S), ampicillin (50.9%S),
o L B ) - L I ' N/ ' ' ' ' ' ciprofloxacin (79.1%S), fosfomycin (99.7%S), mecillinam (94.2%S), nitrofurantoin
“JMI Laboratories, North Liberty, lowa, USA This activity was malntal_ne_d a m9ng IS_OIateS de_m_o_nstratlng resistance to other (98.2%S), and trimethoprim-sulfamethoxazole (71.3%S) was observed (Table 1).
*GlaxoSmithKline, Collegeville, Pennsylvania, USA oral Stan_dard of care anthIF)tICS Iﬂ(.)|L.JdIﬂg amOX|C|”m'C_:IaVUIana_te’ : Gepotidacin maintained similar MICg,,q, values (1-2/4 mg/L) against drug-resistant
| fluoroquinolones, fosfomycin, mecillinam, nitrofurantoin, and trimethoprim- subsets (Table 2).
@ Introduction sulfamethoxazole Most comparator agents displayed reduced susceptibility against drug-specific resistant
T . L . L ' subsets while others retained activity (Table 1).
Gepotidacin is a novel, bactericidal, first-in-class triazaacenaphthylene antibiotic that Ciprofloxacin (40.0-65.9%S), amoxicillin-clavulanate (31.7—70.0%S)
inhibits bacterial DNA replication by a distinct mechanism of action, which confers activity Gepotidacin inhibited 94.7% of ESBL nhenotvoe and 95.9% of MDR Isolates at B ) YTOD-IT09), ) T IRATS),
against most strains of target pathogens, such as Escherichia coli, Staphylococcus P : > P yP trl_methoprlm-sulfamethoxazole (35-0—5?-8%5), and ampicillin (0-0—2_0_-0%)
saprophyticus, and Neisseria gonorrhoeae, including those resistant to current antibiotics. concentrations <4 mg/L. * Nitrofurantoin (92.2-97.0%S), fosfomycin (99.2-100.0%S), and mecillinam

(81.1-92.7%).

ESBL and MDR phenotypes were observed in 12.4% and 5.0%, respectively, of E. coli
Isolates from community-acquired infections.

Gepotidacin (GSK2140944) is in Phase 3 clinical development for the treatment of
gonorrhea and uncomplicated urinary tract infections (UTIs).

\m‘;’nstgg%’egegg;i ;’tncgenst‘;':r?p%frg;s i ‘c’;'glf’ :‘ncé"gtysgggsgﬁ;'t?fucéncﬁmacloi;“O?:tr:;ogo"’l‘lii?; Table 1 Activity of gepotidacin and comparator antimicrobials against community-acquired . For ESBL and MDR isolates, the percentage of susceptible isolates to
. . L ' . UT]I isolate subsets with resistance to oral agents ciprofloxacin, amoxicillin-clavulanate, and trimethoprim-sulfamethoxazole was
Lr\o;_n p_atlebr)tsI VSVI'[h U_;Il'ls fors gepotidacin global surveillance study as part of the SENTRY g | | <50% while nitrofurantoin, fosfomycin, and mecillinam displayed percent
Nimicroplial survelllance Frogram. | | - MIC5o/MICgq in mg/L (% .susceptlt?le; CLSI) SUSCeptibiIitieS >88 8%
Organism (No. of isolates) Amoxicillin- Trimethoprim- _ _ _ _ : ey el
I\/I t I I d M th d Drug-resistant subset Gepotidacin ~ Ciprofloxacin  clavulanate Ampicillin  sulfamethoxazole?® Nitrofurantoin® Fosfomycin®  Mecillinam® Gepotidacin was active against ESBL and MDR isolates, inhibiting 94.7% and 95.9%,
aterials an etnoas * coli (n=1.978) 0.015/>4 4/16 8/>64 <0.12/>4 16/32 0.5/1 0.5/4 respectively, at <4 mg/L (Table 2).
e — S _ — — — Table 2 Distribution of MIC values for gepotidacin against community-acquired
A total of 1,978 E. coli isolates were collected between 2019-2021. Fluoroquinolone - R (n=369) >4/>4 8/16 >64/>64 >4/>4 16/32 0.5/2 1/8 abie . . gep J y-acq
™ ol f 147 medical e United S (0.0) (63.6) (18.4) (47.6) (95.1) (99.2) (92.1) UTI isolate subsets with resistance to oral agents
. ese isolates came from 47 medical centers in the United States. S S ~64/> 5
] _ _ . _ Amoxicillin-clavulanate - R (n=90) 0522 /74 32(; 032 63/064 05275 /84 1962/322 ?0%/% 5/13? Organism (No. of isolates) No. and cumulative % of isolates inhibited at a gepotidacin MIC (mg/L) of: Gepotidacin
- All isolates were cultured from urine specimens collected from patients seen in (56.7) (0.0) 0.0 (57.8) (92.2) (100.0) (81.1) Drug-resistant subset 025 05 1 > 4 8 16 32 MICg MICeg
- - - - - - . 0.06/>4 8/16 >64/>64 >4/>4 16/32 0.5/1 2/16
emergency and outpatient medical services representative of community-acquired Ampicillin - R (n=961) . 21 94 614 1043 173 25 7 1
infections. ) {857 o) (49.2) ) ) Lz E. coli (1,978) (1.1%) (5.8%) (36.9%) (89.6%) (98.3%) (99.6%) (99.9%) (100%) 2 4

0.12/>4 8/16 >64/>64 >4/>4 16/32 0.5/1 1/16

Trimethoprim-sulfamethoxazole - R (n=567) 12 44 133 127 41 9 2 1

 Bacterial identifications were confirmed by MALDI-TOF. (60.6) (70.0) (13.6) (0.0) (96.5) (99.3) (89.4) FleiEgvelos = R () (3.3%) (15.2%) (51.2%) (85.6%) (96.7%) (99.2%) (99.7%) (100%) 1 4
o ers : : _ >4/>4 8/>32 >64/>64 >4/>4 128/128 0.5/2 1/8
Isolates were tested for susceptibility by CLSI methods at a central laboratory (JMI Nitrofurantoin - R (n=20) (40.0) (60.0) (20.0) (35.0) (0.0) (100.0) (90.0) Amoxicillin-clavulanate - R (90) o 8% - 20/) - 4220/) (75420/) o 4110/) (98490/) ¥ OZW) 2 4
Laboratories). SR e ST AT A AR ’
) o | N | o Mecillinam - R (n=82) 0'(%15554 (1361/372) >f14é>56;4 (()550/?)‘ (1963f392) (f(')%/%) >3;(2)/;;32 Ampicilln - R (861) 14 62 333 442 87 16 6 : . .
« Susceptibility to fosfomycin and mecillinam was determined by agar dilution. - - - - - - - (1.5%) (7.9%) (42.6%) (88.6%) (97.6%) (99.3%) (99.9%) (100%)
. . . _ >4/>4 16/32 >64/>64 >4/>4 16/32 0.5/2 1/8
 Fosfomycin testing was supplemented with glucose-6-phosphate (25 mg/L). SSIEL (SN (1=4e) (26.4) (48.6) (0.4) (38.2) (93.1) (98.4) (92.7) Trimethoprim-sufamethoxazole - R (567) 2% . (8‘:32%) .(42‘3120@.(85220/0). (94;?@) _(981 ;%),(9958 - (102) w 2 4
MIC results for oral antibiotics licensed for the treatment of uUTI, multidrug-resistant MDR phenotype (n=98) TSIST 1(22:2)2 >°23/S§34 (>24é>6¢; (1868/6:) (%.65/5) (;gg) Nirofurantoin - R (20) 0 3 12 3 1 1 ) 4
(MDR)1 and eXtended-SpeCtrum B_IaCtamase (ESBL) SUbsetS Were Interpreted per CLSI R, resistant per CLSI M100 2022; ESBL, extended spectrum B-lactamase phenotype; MDR, multi-drug resstant. ' ' : : . : (0.0 /0) (15.0 /0) (75-0/0) (90-06) (95'0/0) (1006)
criteria. : 3:?:;%?2 E::;r:)z::i{sf?c:rt:]?r;[:rg :gcljinfection caused by E. coli. Fosfomycin - R (3) ' (0_8%) '(33_13%) ' (33?3%) ' (66.17%)- (10:)%) ND®  ND®
 The ESBL phenotype was classified for E. coli when isolates displayed aztreonam, Mecillinar - R (82) 0 3 2 44 11 2 5 4
ceftazidime, or ceftriaxone MIC values 22 mg/L. (0.0%) (3.7%) (30.5%) (84.1%) (97.6%) (100%)
. . . . 3 22 82 94 32 9 3 1
 The MDR phenotype was defined for E. coli as described by Magiorakos et al. as ESBL phenotype (246) (12%) (10.2%) (43.5%) (81.7%) (94.7%) (98.4%) (99.6%) (100%) 2 4
having a CLSI-not susceptible phenotype to 3 or more drug classes from the MDR phenotype (98) 1 4 37 36 16 3 0 1 ) .
following: extended-spectrum cephalosporins (ceftriaxone or ceftazidime); e — (1-%@ (ltsd-1°/o)_t(4t2-9°/o) (79.6%) (95.9%) (99.0%) (99.0%) (100%)
. . gy . . . , resistant per ; , extenaedq-specirum p-lactamase; , multiarug resistant.
carbapenems (meropenem); antipseudomonal penicillins + 3-lactamase inhibitors * MICs0s0 Values were not determined due to small sample size.
(piperacillin-tazobactam); fluoroquinolones (ciprofloxacin or levofloxacin); and
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