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Sexually transmitted infections worldwide and in the EU

• newly diagnosed STIs on the rise in 
Europe and worldwide in the last 20 
years

• Incidences in the EU (2018)

• Chlamydia trachomatis (146/100.000)

• Neisseria gonorrhoeae (26.4/100.000)

• Treponema pallidum (7/100.000)

• Gonorrhoea is on the rise in the 
EU/EEA over the last decade (240% 
more compared to 2008!)
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https://www.ecdc.europa.eu/sites/default/files/documents/gonorrhoea-annual-
epidemiological-report-2018.pdf

Unemo, Magnus, et al. "Gonorrhoea." Nat. Rev. Dis. Primers, 2019 doi:10.1038/s41572-019-
0128-6

https://www.ecdc.europa.eu/sites/default/files/documents/gonorrhoea-annual-epidemiological-report-2018.pdf
doi:10.1038/s41572-019-0128-6
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Gonorrhoea
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• sexually transmitted infection (STI) 
caused by obligate human Gram-negative 
diplococcus Neisseria gonorrhoeae

• infection of the columnar epithelium of the 
urethra, endocervix, rectum, pharynx and 
conjunctivae

• Signs and symptoms: reflect localised 
inflammation of the infected mucosal 
surfaces

• Cervicitis/urethritis/proctitis/ 
pharyngitis/disseminated
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Number and geographical distribution of confirmed 
gonorrhoea cases in the EU
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https://www.ecdc.europa.eu/sites/default/files/documents/gonorrhoea-annual-
epidemiological-report-2018.pdf

https://www.ecdc.europa.eu/sites/default/files/documents/gonorrhoea-annual-epidemiological-report-2018.pdf
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Antimicrobials used for treating gonorrhoea and occurrence of 
resistance
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Whittles, Lilith K., et al. "Epidemiological Trends of Antibiotic Resistant Gonorrhoea 
in the United Kingdom." Antibiotics, 2018, doi:10.3390/antibiotics7030060.

doi:10.1097/IM9.0000000000000024 

doi:10.3390/antibiotics7030060
doi:10.1097/IM9.0000000000000024
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Resistance of N.gonorrhoeae to extended-spectrum 
cephalosporins and other antibiotics 
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Gonococci on the WHO priority list and Euro-GASP
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New EMA guideline on antibacterials and new EU 
diagnosis/treatment guideline
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Clinical trials for uncomplicated gonorrhoea in the EU

• trials that aim to demonstrate non-inferiority of the 

test regimen to an appropriate reference regimen are 

acceptable;

• if a single trial is proposed, consideration should be 

given to the Points to consider on application with 1. 

Meta-analyses 2. One pivotal study 

(CPMP/EWP/2330/99) 

• Infection site-specific indications for use may be 

supported by single pivotal studies with 

standard levels of alpha (i.e. 2-sided 0.05) under 

certain circumstances 
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Examples:

• Single trials in either cUTI or uUTI and a single 

trial in uncomplicated gonorrhoea

• When the test antibacterial agent addresses an 

unmet need.

• In these cases, if the total evidence (nonclinical and 

clinical) is sufficient to support a pathogen-specific 

indication in patients with limited treatment options, 

additional infection-site specific indications may be 

granted based on a single pivotal trial per indication 
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Patient selection
• evidence of gonococcal cervicitis or 

urethritis at enrolment based on 
finding characteristic Gram-negative 
diplococci in urethral or cervical pus or 
swabs at baseline

• If patients with evidence of rectal or 
pharyngeal gonorrhoea are enrolled, 
alone or in conjunction with urethral or 
cervical infection, it is recommended 
that there is stratification by infection 
site at randomisation.  

• The test-of-cure visit may be 
conducted within one week (e.g. 3-4 
days) after treatment to maximise 
the proportion with documented 
eradication. 

• A late follow-up visit should be planned 
to capture late relapses, re-infections 
or new infections 

• Patients eligible for the microbiological-
MITT population should have a positive 
culture result for N. gonorrhoeae 

• Enrolment of adolescents possible
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Study design and primary endpoint/analysis (I)

• Primary endpoint:  Culture-confirmed microbiological eradication of 

N. gonorrhoeae in the microbiological-ITT population at TOC

• non-inferiority margin: -10%. 

• Comparative arm preferred (for safety and as internal control)

• Preferred comparator: one of the best available treatments based on clinical trials, 
medical opinion, infection type-specific treatment guidelines and the anticipated 
prevalence of resistance to the comparative agents at the trial sites.

• EU treatment GL 2020 recommends ceftriaxone 1g+azithromycin 2g* (also working 
on AZI-R strains) OR ceftriaxone 1g (not in ceftriaxone-resistant 
infections/oropharyngeal disease)
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*Dose can be given as single dose or in 2x 1g doses for better 
tolerability
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Study design and primary endpoint/analysis (II)
• ceftriaxone plus azithromycin (after meals!)

• Attempt to avoid use of different doses by different sites

• If it cannot be avoided, acceptable eradication rates should be shown for all used doses

• ceftriaxone monotherapy may be acceptable in certain situations (not for 
pharyngeal gonorrhoea/caused by resistant strains)

• primary analysis should be confined to m-ITT subjects with N. gonorrhoeae that is 
susceptible to both of ceftriaxone and azithromycin 

• Conduct sensitivity analysis in m-ITT subjects with culture-proven GC susceptible to 
only one of the two comparative agents and in m-ITT subjects with culture-proven 
GC regardless of susceptibility to either agent 

• Open-label design may be acceptable, but proposals should be discussed with the 
EU regulator
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Enrolment of extragenital gonorrhoea

• assessment of efficacy against pharyngeal /rectal gonorrhoea as a secondary 
objective is possible in a study that enrols genital gonorrhoea

• provide separate estimates for each infected site 

• the lower bound of the CI should exceed 90% at least for the subset with urethritis 
and cervicitis 

• Assess resistance at baseline and/or post-baseline in isolates obtained from 
treatment failures
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Ongoing developments

FDA Workshop on Development Considerations of Antimicrobial Drugs for the Treatment of Gonorrhoea, 23 April 202113



Classified as public by the European Medicines Agency 

• Gonorrhoea, the second most frequent sexually transmission infection is on the rise, 
worldwide and in the EU/EEA

• Concerns about development of resistance made WHO include Neisseria 
gonorrhoeae, (3rd generation cephalosporin-resistant, fluoroquinolone-resistant) on 
the WHO priority pathogens list for R&D of new antibiotics

• New antibiotics for this condition are currently considered an unmet medical need.

• Recent (2020) update of European clinical recommendations for diagnosis and 
treatment

• New draft EMA guideline on antibacterials adds recommendations for conducting 
studies in uncomplicated gonorrhoea

• For discussing any development it is recommended to apply for EU Scientific Advice
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Summary
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Any questions?

European Medicines Agency

Domenico Scarlattilaan 6 | 1083 HS Amsterdam | The Netherlands

Tel: +31 (0)88781 7690

Send a question via our website www.ema.europa.eu/contact

Further information

Follow us on @EMA_News
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