Jleisielsi =il Gepotidacin (GSK2140944) In Vitro Activity Against Neisseria gonorrhoeae (MIC/MBC, Kill Robert . Fiam, Pho
Sk Kinetics, Checkerboard, PAE/SME Tests)

North Liberty, lowa 52317

Boston. MA DJ FARRELL! HS SADER!, PR RHOMBERG!, NE SCANGARELLA-OMAN2, RK FLAMML ik robett-flamm@imilabs.com
June 16 - 20 IIJMI Laboratories, North Liberty, IA, USA; 2GSK, Collegeville, PA, USA

.  Indifference was noted for 80.0% of in vitro checkerboard results and Figure 1. Time-kill curve for gepotidacin (GEP) against an isolate of N. -
A b ) t I aCt I I t 'O d u Ct 10N ReS u I tS 13.3% of results were not determinable due to offscale MICs for the gogonorrhoeae (12584). CO NC I USIONS

- _ . _ e _ comparator agent (Table 2). . L _ _
Background: Gepotidacin (GEP) is a novel Gepotidacin (formerly GSK2140944) is a novel, first in class Quality control: 8.0 » Gepotidacin was active in vitro against the isolates of
- hinti i~h inhihi - triazaacenaphthylene antibacterial which selectively inhibits bacterial DNA » The quality control range for gepotidacin using the reference agar Determination of post-antibiotic and sub-inhibitory effects: 7.0 N. gonorrhoeae tested, exhibiting MIC values of
triazaacenaphthylene antibiotic, which inhibits bacterial ) _ _ ' e _ _ ] _ _ g ) g 50/90
L . . : gyrase and topoisomerase IV by a uniqgue mechanism, not utilized by any dilution method is 0.25-1 pg/mL. Currently there are no published » Against the wild-type strain (ATCC 49226), the PAE at 1x MIC was 0.5 6.0 & ;I 0.12/0.25 ug/mL. Gepotidacin was bactericidal against
DNA replication and has in vitro activity against : : ) o L ) . . _
_ _ _ currently approved human therapeutic agent. Structural data with a type 1A quality control criteria for gepotidacin when tested in fastidious broth hours and there was an extended PAE for gepotidacin at 10x MIC (>2.5 E =X N. gonorrhoeae demonstrating MBC/MIC ratios of <4
susceptible and drug-resistant pathogens associated : oA - 2 >0 -9 9 B
_ _ _ _ _ topoisomerase enzyme, DNA gyrase, has revealed the novel binding mode of against N. gonorrhoeae ATCC 49226. hours; Table 3). SR \\ against 100% of the 25 isolates tested.
with a range of conventional and biothreat infections, the triazaacenaphthylene class and has distinguished it from the binding mode . _ _ _ S \\
including Neisseria gonorrhoeae (GC). of other antibacterials, including quinolones. As a consequence of its novel MIC/MBC studies: N . * Against the wild-type strain (ATCC 49226), the PAE-SME for 330 . T - Gepotidacin demonstrated bactericidal activity in in
- i AP : - * The MIC;4, Values for gepotidacin against 25 N. gonorrhoeae gepotidacin was >2.5 hours at ¥2x MIC and ¥2x MIC. The PAE-SME for 2.0 S _
mode of action, gepotidacin is active in vitro against target pathogens carrying _ _ _ _ \|\ vitro time-kill curves aagainst N. gaonorrhoeae includin
: oL : - : : : - - : isolates selected for this study was 0.12/0.25 pg/mL. The highest ceftriaxone was 0.5 hours at ¥x MIC and 0.1 hours at ¥2x MIC (Table 1.0 9 -9 9
Methods: Broth microdilution using fastidious broth resistance determinants to established antibacterials and has demonstrated in 7 ) callEies T tible t ith -
- vitro activity against key pathogens, including drug-resistant strains of gepotidacin MIC value was 0.25 pg/mL. The ceitriaxone MICs, and 4). 0.0 \ea SOIALES that WETE NON-SUSEEPHbIE 1o azitnfomycin,
was used to evaluate the MIC/MBC activity of GEP yag y pathogens, g drug ' | >, 4 6 8 10 12 14 16 18 20 2 iprof ' d tet l
- : , : , - MIC, for the N. gonorrhoeae isolates was 0.002 and 0.008 pg/mL _ _ _ _ _ _ _ o 2 4 6 8 10 12 14 16 18 20 22 24 ciprorioxacin, and tetracycline.
: : Neisseria gonorrhoeae, associated with a range of conventional and biothreat . Against the ciprofloxacin. tetracycline and azithromycin non-susceptible Time (hrs)
and comparator agents against 25 GC strains infections (Table 1). ga P : Y o y L b —+Control e 1/4x MIC GEP (0.03 pg/mL) 1/2x MIC GEP (0.06 ugimL) _ _
including f rofl i 1CIP ) ble INS : o ' | strain (12584), the PAE-SME for gepotidacin was 1.2 hours at ¥ax MIC T L MIC GEP (042 pgimL) e 2% MIC GEP (0.25 pgimL) e 4x MIC GEP (0.5 pgimL)  In vitro checkerboard experiments showed no
(including five ciprofloxacin [CIP] non-susceptible [NS]

) ) _ o _ _ _ e The MBC50/90 for gepotldaCIn agalnSt 25 N. gonorrhoeae isolates and 2.7 hours at Y2x MIC. The PAE-SME for ceftriaxone was 1.3 hours +10X M'|C QEP (1-2_ug/mL) _ _ occurrences of antagonism when testing gepotidacin
strains). GEP in vitro activity was also evaluated In this study, reference in vitro methods were used to evaluate the MIC/MBC selected for this study was 0.25/0.5 pug/mL. The highest gepotidacin at ¥ax MIC and 0.0 hours at ¥%x MIC (Table 4). “azithromycin, ciprofioxacin and tetracycline non-susceptible in combination with a variety of currently used
against three GC strains (including ATCC 49226 and activity of gepotidacin and comparator agents against N. gonorrhoeae. - MBC value was 1 pg/mL. The ceftriaxone MBCgqy, for the N. Figure 2. Time-kill curve for gepotidacin (GEP) against an isolate of N antimicrobial agents against N. gonorrhoeae
two tetracycline [TET]- and azithromycin [AZI]-NS ?epolz!ﬁi_cm tm V'téo ?ﬁtlv!ty V\éla'lls ?Iso ivaIEatgd agamstthNag?norrhoeae ;JSI?Q gonorrhoeae isolates was 0.002/0.008 pg/mL (Table 1). Table 1. Summary of MICg,/MBCy,and MIC4,/MBCg, values in ug/mL gonorrhoeae (12588)* ' ' '

: L S ime-Kkill kinetics, broth microdilution checkerboard methods for synergy testing for aepotidacin and ceftriaxone against 25 N. aonorrhoeae. 9.0 . o :
St Wiy dnedl Arelies sne enoderloee and for post-antibiotic effects. - Gepotidacin was bactericidal when tested against N. gonorrhoeae 9ep J J 80 The PAE for gepotidacin that occurred when testing N.
methods, and against two GC strains for the with a total of 100% (25/25) of isolates exhibiting a MBC/MIC ratio of Summary MIC/MBC values Gepotidacin Ceftriaxone 2o —e gonorrhoeae ranged from short to modest, with an
investigation of post-antibiotic (PAE) and sub-inhibitory <4. For 80% (20/25) of the isolates tested, the MBC/MIC ratio was MICs 0.12 0.002 60 //Q —$ extended PAE-SME observed for both isolates tested.
(PAE-SME) effects. M et h 0) d S <2. Ceftriaxone was also bactericidal against N. gonorrhoeae with a MICq 0.25 0.008 E . ﬁ X

total of 100% (25/25) of the N. gonorrhoeae isolates tested exhibiting MBCso 0.25 0.002 S 40 e
_ . « For all in vitro assays described in this study, testing was performed using a MBC/MIC ratio of <2. MBCq, 05 0.008 2 1 T
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isolates were 0.12 and 0.25 pg/mL, respectively. The Time-kill studies: Table 2. Summary of SFIC interpretations for gepotidacin tested in ' 4
highest GEP MIC value was 0.25 pg/mL. The MBC * Reference in vitro broth microdilution methods were used to evaluate the » Figure 1 shows the in vitro time-Kkill activity of gepotidacin against an T ary P rgep : 0 This study was supported by GlaxoSmithKline (GSK) (Collegeville
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MBC/MIC ratio of <4 (SZ for 20/25 of the isolates). OC strai tested daily for the broth mi dilut thod 4 | hour time point for one rep”cate and at 8 hours for the second Ceftriaxone 0 3 0 0 Figure ;13 Time(-kill curve fo)r gepotidacin (GEP) against an isolate of N.
- S _ . strains were tested daily for the broth microdilution method, and inoculum licate. Fi 2 sh the in vitro time-kill activity of tidaci Levailosadi 0 2 1 0 gonorrhoeae (ATCC 49226)*.
GEP demonstrated bactericidal activity in time-kill : : : replicate. Figure 2 shows the in vitro ime-kill activity ot gepotidacin
_ e e GG _ y o Eor all th density was monitored by colony counts during each _b_atch test run. ATCC against a second isolate of N. gonorrhoeae (b#12588) that was also Moxifloxacin 1 1 1 0 9.0 REfe Frences
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