Activity of gepotidacin against Escherichia coli
Isolates from urinary tract infections collected

o Results

between 2019-2021 frrom Germany and other Gepotidacin demonstrated potent in vitro activity against contemporary E. coll + Gepotidacin was acive against 133 E. col isolates from Germany (MICagsc, 212 ML), with 96.2% of
Eu rOpean cCou ntrieS _ I f G ” 11 h E . these isolates inhibited at concentrations <4 mg/L.

1ISO ates rom erma‘ny as Well as Ot er u rOpean cou ntrles' Minimal variability in gepotidacin activity was observed against isolates from Germany and the other
1S. J. Ryan Arends, °C. Ress, 2D. Butler, 2N. Scangarella-Oman, 1R. E. Mendes 11 European countries.
1JMI Laboratories, North Liberty, lowa, USA Gepotidacin inhibited 91.6% of ESBL and 98.1% of MDR isolates from all 12 * Gepotidacin MICs, values were 2 mg/L and MICy values ranged from 2-4 mg/L (Table 1).
“GlaxoSmithKine, Collegeville, Pennsylvania, USA European countries at concentrations <4 mg/L. | 7229 9, ciprofloxacin (80:5% ), amosicilin-dlavulani acid (85.75% ), mecilinam (97 0% S
3GlaxoSmithKline, Munich, Germany fosfomycin (97.7% S), nitrofurantoin (100% S), and nitroxoline (100% S) was observed (Table 1).

For some Comparat()rs the suysce ptlblllty Of |SO|ateS frOm Germany was Slmllar -  Across isolates from all 12 European countries, lower susceptibilities and larger variation were

_ ) ] ) ] 0 observed for some comparators.
Q | ntrOd UC'[IOﬂ {0 Other Countrles, Whlle Others dlSpIayEd more Varlablllty_ - Ciprofloxacin (64.6-89.6% S), amoxicillin-clavulanic acid (69.4-95.7% S), trimethoprim-
sulfamethoxazole (62.4-79.8% S).

While other comparators remained active.

Mecillinam (85.6-99.1% S), fosfomycin (93.4-98.8% S), nitrofurantoin (98.4-100.0% S), and
nitroxoline (100.0% S).

» Gepotidacin (GSK2140944) is a novel, bactericidal, first in class triazaacenaphthylene antibiotic in
clinical development for the treatment of gonorrhea and uncomplicated urinary tract infection (acute
cystitis).

. . N : L L . : : «  When tested against the drug-resistant subsets from all 12 European countries, including ESBL
» Gepotidacin selectively inhibits bacterial DNA replication by a distinct mechanism of action, which J J P J

confers in vitro activity against most strains of target pathogens, such as E. coli, S. saprophyticus, and Table 1 Activity of gepotidacin and comparator antimicrobial agents tested against 1,331 E. coli isolates Erla?na:f: o;‘rgor;ag_gnr?] I\//IL[;R; rfal.(ls/i’facof t/(ﬁlaulé SSLEIF);netISn g?rp;?rt]idze_lzirrl] rr}ii_ngaidzfimi|ar MIC,, values
N. gonorrhoeae, including those strains resistant to current antibiotics. . 3 0 ging g 90 ging gL :
MIC5¢/MICqq in mg/L (% susceptible; EUCAST)

Table 2 Distribution of MIC values for gepotidacin against isolate subsets with resistance to oral agents

» This study reports on the in vitro activity of gepotidacin and comparator agents when tested against
contemporary E. coli clinical isolates from patients with UTIs in Germany 11 other European countries. Al Sl S S Jliclles SIS SR S S = HA b2lly AUV Organism (No. of isolates) ~ No. and cumulative % of isolates inhibited at a gepotidacin MIC (mg/L) of:
Agent (n=1,331)  (n=133) (n=61) (n=164)  (n=163)  (n=180) (n=377) (n=144)  (n=109) Drug-resistant subset 006 012 025 05 1 2 4 8 16 32 MiCs MiCe
Gepotidacin 2/2 2/2 2/2 2/4 2/2 2/2 2/4 2/2 2/2 E. coli (1,331) (o.:%) (o.;%) (1.112%) (5%243) (43%2/0) (93.772/0) (97?;%) (992;%) (99.89%) (102)%) 2 2
ESBL (166) (0.&1;%) (1.;%) (2.:21%) (7.2%) (3(;:%) (787.2%) (912_2%) (981.;%) (9931%) (102)%) 2 4
M " I d M h d : : 0.015/>4 0.015/>4 0.015/>4 0.015/0.5 0.015/0.5 0.015/>4 0.015/>4 0.015/>4  0.015/>4 VDR (53 1 17 24 10 1 5 A
aterials an ethoas Ciprofloxacin (77.8)  (80.5)  (81.7)  (884)  (896)  (721)  (769)  (64.6)  (68.8) > 9% 4% (79.2%) (RRR) (100%)
, _ _ 1 1 9 31 103 101 29 12 7 1
4/16 4/16 8/16 4/16 4/8 8/32 8/16 8/16 4/16 Clprofioxacin - NS (295) (03%) (0.7%) (3.7%) (14.2%) (49.2%) (83.4%) LERLDY (97.3%) (99.7%) (100%)  °  °
N _ _ _ Amoxicillin-clavulanate ° 805 85.7 78.7 79.9 95.7 69 4 79 .2 745 84 3 Amoxicillin-clavu NS (257 1 5 12 82 123 28 3 2 1 ) .
« Atotal of 1,331 E. coli isolates were collected from 6 medical centres in Germany (133 isolates) and 21 (80.5) (85.7) (78.7) (79.9) (95.7) (69.4) (79.2) (74.9) (84.3) moxicillin-clavulanate - NS (257) (0.4%) (0.4%) (2.3%) (7%) (38.9%) (86.8%) KCIMEA] (98.8%) (99.6%) (100%)
other sites in 11 other countries, including Belgium (19 isolates), the Czech Republic (42), France (164), < < < < < < < < < . . 1 5 21 143 150 26 15 2 1
Hungary (28), Ireland (33), Italy (144), Portugal (63), Slovenia (81), Spain (314), Sweden (163), and the Trimethoprim-sulfamethoxazole '(()%12254 ‘(()%12254 '(()%;2;;4 _(()%16254 ‘(()%192&/;4 '(()6132:/;4 '(()%1254 ‘((3612254 '(()%12254 Trimethoprim-suifamethoxazole - NS (64 (0.3%) (1.6%) (7.4%) (46.7%) (67.9%) (MDY (©9.2%) (99.7%) (100%) > *
United Kingdom (147). ' ' ' ' ' ' ' ' ' Nitrofurantoin - NS (9) 1 1 3 y 1 2
(11.1%) (22.2%) (55.6%) NEILKD)!
- Isolates recovered from patients with UTls, 70.7% of which were from ambulatory, emergency, family Nitrofurantoin ° 16/32 16/16 16/32 16/32 16/32 16/32 16/32 16/32 16/32 Fosfomycin - NS (38) 2 2 15 13 5 1 ] 4
practice, and outpatient services. (99.3) (100) (98.4) (99.4) (99.4) (98.9) (99.5) (99.3) (99.1) (5.3%) (10.5%) (50%) (84.2%) [CLEIDY (97.4%) (100%)
. 2 3 29 37 8 2 2
- Allisolates were tested for susceptibility by CLSI methods. Fosfomvein © 0.5/1 0.5/1 0.5/2 0.5/1 0.5/1 0.5/1 0.5/1 0.5/2 0.5/1 Mecillinam - NS (83) - | (24%) (6%)  (41%) (855%) [GEID) (97.6%) (100%) 2 4
R . . ) y (971) (977) (934) (982) (988) (972) (963) (965) (982) ESBL, extended-spectrum B-lactamase; MDR, multidrug resistant; NS, not susceptible (EUCAST 2022) Amoxicillin-clavulanate (CLSI 2022)
« MIC results for all comparators except amoxicillin-clavulanic acid were interpreted per EUCAST Shaded values denote (Y%
guidelines. Mecillinam 0.5/4 0.5/2 0.25/4 0.5/8 0.25/1 0.5/32 0.5/4 0.5/4 0.5/2 References

(93.8) (97) (93.4) (93.3) (97.5) (85.6) (93.6) (93.8) (99.1)

* Amoxicillin-clavulanic acid was tested at a 2:1 ratio and MICs were interpreted using CLSI breakpoints. CLSI. MO7ED11. Methods for dilution antimicrobial susceptibility tests for bacteria that grow aerobically: eleventh

« Susceptibility to fosfomycin and mecillinam was determined by agar dilution. Nitroxoline ¢ edition. Wayne, PA, Clinical and Laboratory Standards Institute, 2018.
(100) (100) (100) (100) (100) (100) (100) (100) (100) f f ironial il - - onal |
. Fosfomycin testing was supplemented with glucose-6-phosphate (25 mg/L). BEL Bolaium CZE Caoch Reounie GBR. United Kinatiom: IRL Ielang: £SP. Soam PRT Portuost HUN Hunaary: SUN Sover CLSI. MlOOEd'3_2. Performance standards for antlmlcrobla susceptibility testing: 32nd informational supplement.
S e(i”él o iec_ tefp“ IC, W IdeUTlltg tod,' *215' at' , B8, opain;, FR1, Fortugal, , iungary, SV, slovenia. Wayne, PA, Clinical and Laboratory Standards Institute, 2022.

. . . o ey . . . . . sing oral breakpolints 1or uncomplicate , ested in a £:1 ratio.

Nitroxoline susceptibility was determined via disk diffusion. ® Uncomplicated UTI only, E. coli. . EUCAST (2022). Breakpoint tables for interpretation of MICs and zone diameters. Version 12.0, January 2022
 The extended-spectrum B-lactamase (ESBL) phenotype in E. coli was characterized by isolates - LneamaTeetes Ul oy, = eef (o) isied by cger o . Magiorakos AP, et al. (2012) Multidrug-resistant, extensively drug-resistant and pandrug-resistant bacteria: an

displaying aztreonam, ceftazidime, or ceftriaxone MIC values = 2 mg/L. SRRl EEEITIITEE 1 B ) it international expert proposal for interim standard definitions for acquired resistance. Clin. Microbiol. Infect. 18: 268-

_ _ _ _ _ _ _ 281.10.1111/j.1469-0691.2011.03570.x

« Multidrug resistant (MDR) phenotype was defined for E. coli as described by Magiorakos et al. as having _
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