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Background:

A Phase 3 trial (EAGLE-1; NCT04010539) demonstrated that oral gepotidacin, a
first-in-class triazaacenaphthylene bactericidal antimicrobial, was efficacious in
treating uncomplicated urogenital gonorrhoea (UGC), assessed by bacterial culture.
Microbiological success rate by culture at the urogenital body site was 92.6%
(gepotidacin) versus 91.2% (ceftriaxone/azithromycin). Nucleic acid amplification
testing (NAAT) offers practicality and reflects real-world practice. Exploratory
outcomes determined by NAAT are presented.

Methods:

EAGLE-1 compared efficacy and safety of 2 x 3000 mg oral gepotidacin with

1 x 500 mg intramuscular ceftriaxone plus 1 x 1000 mg oral azithromycin for uGC.
Participants provided urogenital specimens for culture and NAAT at baseline and
test-of-cure (day 4-8). The microbiological intent-to-treat (micro-ITT) population
included all participants who received =1 dose of treatment with confirmed
ceftriaxone-susceptible urogenital Neisseria gonorrhoeae isolated at baseline.
NAAT-confirmed treatment success in the micro-ITT population was defined as
nucleic acid clearance at test-of-cure. Missing/unable to determine NAAT at test-of-
cure were considered failures.

Results:

Of 628 participants randomised, 89% were male and median age was 32 years. At
baseline, concordance between central laboratory urogenital NAAT and culture was
98.4% (post-hoc analysis). In the micro-ITT population, urogenital NAAT-confirmed
success rates at test-of-cure were 82.5% (151/183) for gepotidacin and 75.0%
(132/176) for ceftriaxone/azithromycin (adjusted difference: 8.2%, 95% confidence
interval [Cl]; —0.1%, 16.5%). In the microbiologically-evaluable NAAT population (324
micro-ITT participants with valid NAAT results who followed important study
components), urogenital NAAT-confirmed success rates at test-of-cure were 88.3%
(151/171) for gepotidacin and 86.3% (132/153) for ceftriaxone/azithromycin
(adjusted difference: 3.8%, 95% CI; —=3.6%, 11.2%).

Conclusion:

Despite timing of test-of-cure being optimised for culture, NAAT success rates at the
urogenital site were high and similar between gepotidacin and
ceftriaxone/azithromycin, and were lower than culture-defined success rates, as



expected. Baseline NAAT-culture concordance was high, suggesting NAAT may be
a promising alternative to culture in uGC trials.
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