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Genetic relationship and mechanisms 
contributing to reduced gepotidacin 
susceptibility in isolates from EAGLE-
2/EAGLE-3 clinical trials for uncomplicated 
urinary tract infections
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Participant

Treatment 

Arm Visit

Days 

post-

baseline

Fluoroquinolone resistance mechanism SNP/indel Analysis

GEP 

MIC QRDRa Other Number Relevant variationsb

1 GEP
Baseline N/A 8 S83L, D87N/S80I/WT QnrS1

OT 4 64 S83L, D87N/S80I/WT QnrS1 13 AcrBS288G G570C

2 NTF
Baseline N/A 0.25 WT/WT/WT

7,037 QnrB19 FU 23 4 WT/WT/WT QnrB19

3 GEP
Baseline N/A 4 WT/WT/WT QnrB19

12,492 QnrS1 FU 29 32 WT/WT/WT QnrS1

4c NTF
Baseline N/A 2 WT/WT/WT QnrS1 QnrS1 (disrupted)

TOC 12 8 WT/WT/WT QnrS1 1 QnrS1

FU 47 8 WT/WT/WT QnrS1 0 QnrS1

5 GEP
Baseline N/A 1 S83L, D87N/S80I/L416F

TOCd 22 4 S83L, D87N/S80I/L416F 6 AcrBG288

6 GEP

Baseline N/A 16 WT/WT/WT QnrS1/QnrB19

OT 1 >64 WT/D79G/WT QnrS1/QnrB19 2 ParCD79G MFSP372S

TOC 9 >64 WT/D79G/WT QnrS1/QnrB19 4 ParCD79G MFSP372S AcrBG288A

FUd 33 >64 WT/D79G/WT QnrS1/QnrB19 4 ParCD79G MFSP372S AcrBA279T

7 GEP
Baseline N/A 0.12 S83L, D87N/S80I/L416F

FU 30 0.5 S83L, D87N/S80I/L416F 18 MdfAG10R
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Fluoroquinolone resistance mechanism SNP/indel Analysis

GEP 

MIC QRDRa Other Number Relevant variationsb

8 GEP Baseline N/A 8 WT/WT/WT OqxAG26D/OqxB14

TOC 10 32 WT/WT/WT QnrS1/OqxAG26D/OqxB14 3 QnrS1 

9 GEP Baseline N/A 4 WT/WT/WT OqxA/OqxB19A551V V562M

OT 3 32 WT/WT/WT OqxA/OqxB19A551V V562M 2 OqxRΔY109 

10 NTF

Baseline N/A 8 WT/WT/WT OqxA/OqxB5A1050T

FU 28 64 D87G/WT/WT QnrS1/ OqxA/OqxB5A1050T 31 QnrS1 

FU 28 >64 WT/WT/WT QnrS1/ OqxA/OqxB5A1050T 11

QnrS1; OqxRG68-

R69insRNGSIHLG 

11 NTF

Baseline N/A 4 WT/WT/WT OqxA/OqxB25

OT 3 32 WT/WT/WT OqxA/OqxB25 2

ISKpn26 insertion in 

OqxR 

TOC 11 32 WT/WT/WT OqxA/OqxB25 3 OqxRR69H 

12 NTF Baseline N/A 4 WT/WT/WT OqxA/OqxB14

OT 1 16 WT/WT/WT OqxA/OqxB14 5 OqxRE20X

13 NTF Baseline N/A 4 WT/WT/WT OqxA10/OqxB19

OT 2 32 WT/WT/WT OqxA10/OqxB19 5 OqxRR25fs-L49X 
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