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Introduction

* Gepotidacin, a novel, bactericidal, first-in-class triazaacenaphthylene antibacterial, inhibits
bacterial DNA replication by a distinct binding site, unique mechanism of action and for most
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Gepotidacin demonstrated in
vitro activity against

contemporary E. coli and
K. pneumoniae, including MDR
and ESBL-producing isolates.

Table 1: Activity of gepotidacin and other oral agents tested against E. coli and K. pneumoniae UTl isolates
collected from medical centers in Europe during 2023

Organism (No. isolates)

Antimicrobial agent
E. coli (310)

EUCAST @
MIC range %S %I

mg/L

MICso MICqo %R

pathogens, well-balanced inhibition of two type Il topoisomerases 3. Gepotidacin " 1 4 012 to 32 0907 03 0.0
» Gepotidacin was recently approved by the FDA for the treatment of uncomplicated urinary tract Ciprofloxacin 0.015 >4 0.004 to >4 730 26 235
etz (WU Levofloxacin 003 8 <0.015 to >32 758 10 232
* This study reports a subset of data from a global surveillance study testing in vitro activity of ANl e eeiE € 4 16 1to >32 813 106 871
gepotidacin and other oral antibiotics against contemporary E. coli and K. pneumoniae isolates Ampicillin 564 S64 <Tto >64 490 510
llected f tients with UTIl in E : . ' '
cotiected Trom patients wi n=ope Nitrofurantoin ° 16 32 <2 to >128 8.4 1.6
Trimethoprim-sulfamethoxazole <0.12 >4 <0.12 to >4 /06 06 287
M t h d Fosfomycin ® 0.5 2 <0.12 to >256 974 2.6
etnoas Mecillinam ' 0.25 4 0.06 to >32 93.5 6.5
Nitroxoline ° 100.0 0.0
» 310 E. coliand 154 K. pneumoniae isolates were collected during 2023 from 32 medical centers located Cefadroxil &9 8213 17.7
in 18 European countries. K. pneumoniae (154)
* All Isolates were cultured from urine specimens collected from patients seen mostly (62%) in Gepotidacin " A 16 2to b4 020 52 19
ambulatory, emergency, family practice, and outpatient services. Ciprofloxacin © 0.03 S 0.004 to >4 660 71 26.0
« Allisolates were tested for susceptibility by CLSI methods # at a central laboratory (Element lowa City). Levofloxacin 0.06 8 <0.015 to >32 771 65 16.3
MIC results for comparator agents were interpreted per EUCAST ° or CLSI guidelines ¢ to determine % Amoxicillin-clavulanic acid © 4 32 05to >32 673 190 137
of susceptible (S), intermediate (I), and resistant (R) isolates. Ampicillin b4 S64 3 to >b64 19 98]
* Amoxicillin-clavulanic acid was tested at the CLSI-recommended 2:1 ratio and therefore results Trimethoprim-sulfamethoxazole 025 >4 <012 to >4 63.6 26 338
were interpreted by CLol breakpoints. Mecillinam ®' 05 32 0.06 to >32 86.4 13.6
* MIC results for oral antibiotics licensed for the treatment of uUTI, multidrug-resistant (MDR), and ESBL Cefadroxil 9 662 33.8
subsets were interpreted per EUCAST criteria to identify drug resistant (R) subsets.  Interpreted by EUCAST breakpoints ’ '
* The extended-spectrum R-lactamase (ESBL) phenotype was characterized as isolates displaying b5;e:(;i‘:'ergig‘;fﬂessgfl'ﬁganons other than meningitis
aztreonam, ceftazidime, or ceftriaxone MIC values > 2 mg/L. dBe_sted at 21 rol_tiotor;d therefotre ir;’gel;cpreJc’Fed byICkI;SI blieokptoints.
€ SINg uncomplicated urinary tract intfection only oreakpoints.
« MDR phenotype was defined as having a not susceptible phenotype to 3 or more drug classes 7. fTested by agar diution
h Using FDYA breokpoints..
Table 2: Activity of gepotidacin and comparator agents against FQ-S and FQ-NS E. coli and K. pneumoniae

Organism (No. isolates)  No.and cumulative % of isolates inhibited at gepotidacin MIC of: Gepotidacin

Results

Phenotypic subsete® <0.25 0.5 1 2 4 8 16 KY.
. T - : . : 4 28 126 110 30 4 7 1
GepotleCI:/lcllesplayec: ]o/c;tlwty/clj_golnstsll 310dE. coliisolates (Table 1). E. coli (310) T 1 T e e | 4
* An 50,90 O mg/L was observed. . 0 9 25 20 A 3 4
* 99.7% of all observed gepotidacin MICs were <16 mg/L (FDA breakpoint, Table 2). £ sk poiiive (5 0.0% 34% 466% 810% 879% 931% 100% 2 £
©S tibility rates for E. coliisolat inst tors tested below 83% (Table T). o b B3 2 1
uscep |C.| i yfrlo es .or(73cc)oo// |>so ates against many comparators tested were below 83% (Table 1) MDR (34) 0% aavn 8aa%  Olan o7 100% 2 4
¢ IProtioxacin .7 /0 ) b 2 6 34 26 7 T 4 1
- Levofloxacin (75.8%) Fluoroquinolone-I+R*(81) oo 500, 519% 840% 926% 938% 981%  100% 1 .
* Amoxicillin-clavulanic acid (81.3%) c 1 4 20 26 5 1 ]
 Cefadroxil (30 pg disk) (82.3%) Amox-clav-1+R"(58) 17%  86% 431% 879% 966% 983% 100% 2 4
* Trimethoprim-sulfamethoxazole (70.6% i 2 15 59 o4 16 4 7 1
. g 5 ( ) 5 AGEHE] TR (124 13% 108% 481% 823% 924% 949% 99.4% 100% 2 :
* Susceptibility rates for E. coliisolates against some comparators tested were above 93% (Table 1). ] 0 : 4 5 0 ]
- Nitrofurantoin (98.4%) Fosfomycin-R™*(8) 00% 125% 625% 875% 875% 100% ND— ND
* Fosfomycin (97.4%) s _pde ] 3 5 8 3
+ Mecillinam (93.5%) Mecillinam-R™ (20) 50% 200% 450% 850% 100% 2 4
* Nitroxoline (30 pg disk) (100%) Nitrofurantoin-R 9 (5) 0 (0)% 4020% 10:3% ND ND
* Gepotidacin maintained similar MIC,, (ranging from 1 — 2 mg/L) and MIC,, values (ranging from 4 — T Faol+R (91 2 10 38 21 14 3 2 1 : 4
8 mg/L) against drug-resistant subsets of E. coli (Table 2). e ) 22% 132% 549% 780% 934% 967% 989% 100%
* Gepotidacin remained active against the 18.7% of E. coliisolates that displayed an ESBL phenotype Cefadroxil-R%f (55) OO 10 250 200 30 30 30 2 8
(MICsq /00 values of 2/8 mg/L) and the 11.0% of E. coliisolates that displayed an MDR phenotype 0.0% _ 18% 478’/" 83'2/" 8;'})/‘3 922/‘3 10203/" = =
éMICfSO;‘?O’ 2/2 mgl/l‘; ;Oble 2) ek tes (Table ) < pasmenE () 00% 39% 532% 779% 929% 981%  100% 4 lle
* Gepotidacin displayed activity against a . pneumoniae isolates (Table 1).
P ey V99 P ESBL positive (55) g oo I 1O 8 32
* An MICgy 00 of 4/16 mg/L was observed. 0.0% 9.0% 357% 663% 884% 100%
o idaci i 0 5 10 1 10 5
929% of all observed gepcfudgcm MICs w.ere <16 mg/L (FDA breakpoint, Table 2). MDR (41) 10% 1% % 634% 878% 1000 38 32
* Susceptibility rates for K. pneumoniae isolates against all oral comparators tested were below 87% . . 0 5 1 1 14 7 3
(Table 1). Almsreguiie ee-8 R () 00% 98% 314% 529% 804% 941% 100% 5
* Ciprofloxacin (66.9%) c 0 5 15 15 11 4
. Levofloxacin (77.1%) Amox-clav-1+R"(50) 00% 100% 400% 700% 920% 100% 8 16
* Amoxicillin-clavulanic acid (67.3%) 1 _pde 0 3 3 3 4 2 1
. Ampicillin (1.9%) ’ Mecillinam-R™" (21) 00% 91% 295% 605% 859% 950% 100% T 2
» Trimethoprim-sulfamethoxazole (63.6%) Trim-sulfa-1+R (56) 0_8% 7.142/0 3;_2% 633% 8;§% 10%% 8 32
* Mecillinam (86.4%
(86.4%) Cefadroxil-R% (52) UL L. T N 8 32

* Cefadroxil (30pg disk) (66.2%)

 Gepotidacin maintained similar MIC,, (ranging from 4 — 8 mg/L) and MIC,, values (ranging from 16 —
32 mg/L) against drug-resistant subsets of K. pneumoniae (Table 2).

0.0% 88.5% 100%

ND, not determined due to small number of isolates; |, intermediate; R, resistant.

9 Interpreted by EUCAST breakpoints.

b FQ-I+R defined for isolates with levofloxacin MIC values corresponding to | or R breakpoints (= 1 mg/L) or ciprofloxacin MIC values corresponding to | or R breakpoints for indications
other than meningitis (> 0.5 mg/L).

¢ Tested at 2:1 ratio and therefore interpreted by CLSI breakpoints.

d Using uncomplicated urinary tract infection only breakpoints.

¢ Tested by agar dilution.

f Tested by disk diffusion.

Conclusions

+ Gepotidacin demonstrated in vitro activity against contemporary E. coli and K. pneumoniae UTI
isolates from Europe.

9.6% 327% 577%

+ Gepotidacin remained active against the 35.7% and 26.6% of K pneumoniae isolates that displayed
ESBL or MDR phenotypes, respectively, with observed MIC.; o, values of 8/32 mg/L for both (Table 2).
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