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Abstract

This guideline offers recommendations on the diagnosis, treatment and health promotion principles needed for the
effective management of gonorrhoea. It is an update of the 2018 guideline.
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Changes since 2018 guideline

¢ Pharyngeal testing is recommended for all individuals
with urogenital gonorrhoea, and all contacts.

¢ Updated recommendations for diagnosing disseminated
gonococcal infection and managing ocular infection.

¢ Ciprofloxacin is no longer recommended as first line
therapy due to safety concerns but may be used if clin-
ically appropriate.

¢ Cefixime dose increased from 400 mg single dose to
400 mg as two separate doses 6—12 h apart, due to rising
antimicrobial resistance.

¢ Routine test of cure is not necessary for anogenital in-
fections treated with ceftriaxone 1 g if infection is sus-
ceptible to ceftriaxone.

Scope and purpose

This guideline provides evidence-based recom-
mendations for the diagnosis, treatment regimens and
health promotion principles needed for the effective
management of gonorrhoea. The guideline is aimed
primarily at individuals aged 16 years or older presenting
to healthcare professionals working in departments of-
fering specialist level 3 care in sexually transmitted in-
fections (STIs) management within the United Kingdom
(UK). However, the principles of the recommendations
are applicable across all levels of STI care, and non-

specialist services may need to develop, where appro-
priate, local referral pathways.

Editorial independence

This guideline was commissioned and edited by the British
Association for Sexual Health and HIV (BASHH) Clinical
Effectiveness Group (CEG), which provided funding for the
literature search and project management. No other funding
was obtained.

Rigour of development

This guideline was produced according to specifications set
out in the BASHH CEG document ‘framework for guideline

" Blood Safety, Hepatitis, STls and HIV Division, UK Health Security
Agency, London, UK

2 Sheffield Teaching Hospitals NHS Trust, Sheffield, UK

3 University Hospitals Sussex NHS Foundation Trust, Brighton, UK

* Chelsea & Westminster Hospital NHS Foundation Trust, London, UK
®St George’s School of Health and Medical Sciences, City St George’s,
University of London, London, UK

©Moorfields Eye Hospital NHS Foundation Trust, London, UK

7Kirby Institute, University of New South Wales, Sydney, New South
Wales, Australia

Corresponding author:

Helen Fifer, Blood Safety, Hepatitis, STls and HIV Division, UK Health
Security Agency, 61 Colindale Avenue, London NW9 5EQ, UK.
Email: helen.fifer@ukhsa.gov.uk


https://uk.sagepub.com/en-gb/journals-permissions
https://doi.org/10.1177/09564624251345195
https://journals.sagepub.com/home/std
https://orcid.org/0000-0001-7756-403X
https://orcid.org/0000-0002-1450-2568
https://orcid.org/0000-0002-8957-8233
https://orcid.org/0000-0002-5500-379X
mailto:helen.fifer@ukhsa.gov.uk
http://crossmark.crossref.org/dialog/?doi=10.1177%2F09564624251345195&domain=pdf&date_stamp=2025-05-31

International Journal of STD & AIDS 0(0)

development and assessment’ (2015, updated 2019) ac-
cessed at https://www.bashhguidelines.org/media/1229/
2015-guidelines-framework-amended-dec-2019.pdf  and
has been updated by reviewing the previous gonorrhoea
guideline (2018) and the medical literature since its pub-
lication. The Grading of Recommendations, Assessment,
Development, and Evaluations (GRADE) system was used
to assess the evidence and make recommendations.

A search of published articles from January 2018 to
October 2023 was conducted in Medline, Embase and the
Cochrane Library using the subject headings ‘gonorrhoea’
OR ‘gonorrhea’ OR ‘Neisseria gonorrhoeae’ AND
‘prevalence’” OR ‘transmission’ OR ‘sequelac’ OR ‘di-
agnosis’ OR ‘incubation” OR ‘therapy’ OR ‘treatment’ OR
‘resistance’ OR ‘antibiotic’ OR ‘failure’ OR ‘partner no-
tification’. Articles were limited to those in the English
language, humans, randomised controlled trials, systematic
reviews, or observational studies.

Article titles and abstracts were reviewed and if rel-
evant the full text article was obtained. Abstracts from
meetings in the relevant period were hand-searched and
considered. Priority was given to randomised controlled
trials and systematic review evidence, and recom-
mendations were made and graded based on best avail-
able evidence. The draft guideline was appraised with the
AGREE instrument, posted on the BASHH website for
a consultation period of two months and any comments
received during the consultation period were reviewed by
the authors and acted on appropriately. The document
was also reviewed by the public panel of BASHH, and
their feedback was considered by the authors and used to
inform the guideline.

Aectiology

Gonorrhoea is an infection caused by the gram-negative
diplococcus Neisseria gonorrhoeae. It is the second most
common bacterial sexually transmitted infection in the
UK, and disproportionally affects gay, bisexual and other
men who have sex with men (GBMSM), young people
aged 15-24 years, people of Black Caribbean ethnicity,
and people living in deprived areas.' Clinical features are
determined by the specificity of the organism for certain
anatomical sites: the columnar epithelium of the mucous
membranes of the urethra, endocervix, rectum, pharynx,
and conjunctiva.

Transmission occurs with direct contact between
a susceptible mucous membrane and an inoculum con-
taining viable organism, predominantly through penile-
vaginal, penile-anal and penile-oral sex.> Two studies in
GBMSM in Australia found a significant association
between self-reported kissing and pharyngeal gonor-
rhoea, after controlling for other types of sexual be-
haviour, although there were limitations of these studies.’
Transmission between extragenital sites may possibly

occur by oral-anal sex (rimming) or using saliva or other
body fluids as sexual lubricants.* Secondary infection to
other anatomical sites, through systemic or transluminal
spread, can also occur.

Antimicrobial resistance

Antimicrobial resistance (AMR) in N. gonorrhoeae is an
urgent global concern and varies widely between countries.”
N. gonorrhoeae has developed resistance to all drugs used to
treat it including cefiriaxone, the most widely recommended
first line empiric treatment globally. AMR surveillance is
crucial to ensuring that guidelines are appropriate to the local
setting and relies on samples for culture and antibiotic sus-
ceptibility testing. The prevalence of ceftriaxone resistance is
very low in England and Wales, with no cases detected in the
sentinel gonococcal resistance to antimicrobials surveillance
programme (GRASP).” However, ceftriaxone resistant strains
are prevalent in the Asia Pacific region and cefiriaxone re-
sistance has been reported in the UK and globally, usually
associated with travel to or from this region.*°

Clinical features

Symptoms and signs depend, in part, on the site of infection.
Co-infections (e.g., Chlamydia trachomatis, Trichomonas
vaginalis, Mycoplasma genitalium, Candida albicans and
bacterial vaginosis) are not uncommon and should be
considered as a cause of symptoms.'' '3

Penile urethral infection in people assigned male
at birth

Symptoms of discharge and/or dysuria occur in over 90% of
individuals appearing two to five days following exposure,
with mucopurulent urethral discharge present on exami-
nation. Rarely, individuals may complain of testicular and
epididymal pain with tenderness and swelling present on
examination.

Urethral infection in people assigned female at birth

Urethral infection may present with dysuria without urinary
frequency.

Endocervical infection

The most common symptom, occurring in about 50% of
individuals, is an increased or altered vaginal discharge. In
about a quarter of individuals, lower abdominal pain is
reported. However, pelvic and lower abdominal tenderness
is an uncommon examination finding in the absence of
coinfection with C. trachomatis. Gonorrhoea rarely causes
intermenstrual bleeding and menorrhagia. On examination,
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a mucopurulent endocervical discharge may be seen and
easily induced endocervical bleeding may be present.

Rectal infection

Most cases are asymptomatic, but symptoms may include
anal discharge and perianal/anal pain or discomfort. Rectal
infection in cis-gender women is seen with and without
a recent history of anal sex and is usually associated with
urogenital infection, although isolated rectal infection also

occurs. 14

Pharyngeal infection

This is predominantly asymptomatic, but some individuals
may report a sore throat."

Complications

Transluminal spread of N. gonorrhoeae from the urethra or
endocervix may occur and cause epididymo-orchitis,
prostatitis or pelvic inflammatory disease (PID). In a study
of nearly 4000 cis-gender women attending a sexual health
clinic in the UK, PID was reported in approximately 14% of
those with gonorrhoea.'® Although gonococcal PID pres-
ents in a similar way to non-gonococcal PID, those with
gonococcal PID are more often febrile and unwell.

Disseminated gonococcal infection

Haematogenous dissemination may occur from infected
mucous membranes. Historically, this was estimated to
occur in between 0.5% and 3% of people with gonorrhoea,
with cis-gender women and those who are pregnant being at
higher risk. Individuals with terminal complement de-
ficiency or taking eculizumab (which inhibits terminal
complement activation) may also be at higher risk.'”2°
Disseminated gonococcal infection (DGI) may result in
severe sepsis, morbidity, and death.>' >

Two distinct clinical syndromes are classically described
in DGI: a triad of tenosynovitis, polyarthralgia and der-
matitis, or purulent arthritis with or without additional
symptoms.'”?° However, a case series in Australia of
106 people with DGI observed the classic triad in only one
individual, with arthritis the predominant feature (89%),
followed by fever (62%).?? Arthritis affected a single joint
in 38% of cases, 2—4 joints in 27% and >5 joints in 22%. The
knee was the most commonly affected joint (55%), followed
by the wrist (35%), ankle (28%), and elbow (15%). Te-
nosynovitis (4%) and dermatitis (9%) were infrequent. Half
of the patients with confirmed DGI had negative tests for
gonorrhoea at mucosal sites.

Another series of 149 cases in California between July
2020 and July 2021 found no significant associations
with age, gender, or ethnicity.>! Urogenital, pharyngeal,

or rectal symptoms were present in only 39% of cases.
The most common manifestations were septic arthritis
(53%), fever (38%), polyarthralgia (35%), bacteraemia
(31%), and tenosynovitis (19%). Mucosal testing for
gonorrhoea was limited, with urine samples being the
most tested (76 samples), and 55% of these yielded
positive results.

A number of other rare but serious clinical presentations
of DGI have been reported including pericarditis,>* vas-
culitis,” endocarditis®® and meningitis.’

Reporting diagnoses of DGI is critical for surveillance.
Given the variety of clinical presentations, DGI is often
diagnosed in non-genitourinary medicine settings. All
clinicians in England should report cases to GRASP.-
enquiries@ukhsa.gov.uk and to local Public Health in
Wales and Scotland.

Ocular infection

Acute gonococcal conjunctivitis can occur following in-
oculation with infected secretions.”® Gonococcal conjunc-
tivitis usually presents as unilateral or bilateral red eye(s)
with purulent, often hyper-purulent discharge.* N. gon-
orrhoeae can penetrate intact corneal epithelium: patients
are at risk of rapidly progressive corneal ulceration and
thinning leading to possible perforation.*® Ocular infection
can be complicated by periocular inflammation and pain,
severe lid oedema (pre-septal cellulitis) and orbital cellulitis.
Uveitis, endophthalmitis, dacryoadenitis and symblepharon
have been reported.”’

Gonorrhoea following gender-affirming surgery

A small number of cases of gonococcal infection of the
neovagina following penile inversion and sigmoid vagi-
noplasty have been reported.”'~*> Where clinical symptoms
were present, these included discharge, pain, and bleed-
ing.** No reports of gonococcal infection of the neopenis
were identified.

Diagnosis

This section should be read in conjunction with UK Health
Security Agency’s (UKHSA) ‘Guidance for the detection of
gonorrhoea in England’ 2021.** The diagnosis of gonor-
rhoea is established by the detection of N. gonorrhoeae at an
infected site, either by nucleic acid amplification tests
(NAAT) or by culture. No test for gonorrhoea offers 100%
sensitivity and specificity.>*~’ See Figure 1.

Diagnostic tests

Microscopy. Microscopy of gram-stained genital specimens al-
lows direct visualisation of N. gonorrhioeae as monomorphic
gram-negative diplococci within polymorphonuclear leukocytes.
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BOX 1 - Recommended tests

People with a penis: First void urine NAAT
People with a vagina: Vulvo-vaginal swab NAAT
Gender affirming surgery: NAAT from ano-genital sites of sexual exposure
GBMSM and sex workers: Add pharyngeal and rectal NAAT

BOX 2 - Recommended tests prior to treatment

All individuals:
Add pharyngeal NAAT and culture (if not already done so)
Culture from NAAT positive sites

No

ASYMPTOMATIC

Yes

Test as per BOX 1
NAAT positive or
INDIVIDUALS Gonorrhoea contact? R e
Pharyngeal NAAT treatment

Test as per BOX 2
prior to treatment

plus tests in BOX 1

Microscopy and

SYMPTOMATIC
INDIVIDUALS

presentation

culture from Gram negative
ano-genital sites intracellular
according to clinical diplococci seen

Gonorrhoea contact?

Pharyngeal NAAT
plus tests in BOX 1

NAAT positive or
giving empirical
treatment

Test as per BOX 2
prior to treatment

Test as per BOX 1

Figure 1. Algorithm for appropriate tests for diagnosing gonorrhoea.

Penile urethra

® Microscopy of urethral or meatal swab smears has good
sensitivity (90-95%) in people with discharge from the
penile urethra and is recommended to facilitate imme-
diate presumptive diagnosis in these individuals
(GRADE 1B)."*-39

® Microscopy of penile urethral smears in those without
symptoms is less sensitive (40-60%) therefore, it is not rec-
ommended in asymptomatic individuals (GRADE 1B).">**

Endocervix

® Microscopy has only 37-50% and 20% sensitivity
compared with culture for detecting gonorrhoea from
endocervical and urethral smears, respectively.'’

® The sensitivity of cervical microscopy compared to
NAATs in a more recent study was only 16%.

® Cervical microscopy can be considered in symptomatic
individuals (GRADE 1C).

Rectum and pharynx

® Ano-rectal smears and microscopy can be considered if
rectal symptoms are present (GRADE 1C).*!

¢ The sensitivity of microscopy for detecting asymptomatic
rectal infection is low and is not recommended (GRADE
1C).*

® Microscopy of pharyngeal specimens is not recommended
due to low sensitivity and specificity (GRADE 1C).

Nucleic acid amplification tests. NAATs are more sensitive
than culture, particularly for oropharyngeal and rectal
sites.** ™ NAATs show high sensitivity (>95%) in both

symptomatic and asymptomatic infection.*****” Most
platforms show good sensitivity and specificity at detecting
N. gonorrhoeae in the urine and rectal sites.*® Although not
all NAATs are licensed for use at extra-genital sites, their
use is recommended.”® Commercially available NAATs
differ in their cross—reactivity to commensal Neisseria
species which may be present at significant levels, partic-
ularly in the pharynx.* It is recommended that laboratories
confirm any reactive test with an alternative molecular target
if the positive predictive value of the initial test for
the population tested is less than 90% (GRADE 1B).***7~°
This is particularly important for extra-genital specimens.**~"'

Penile urethra

® NAATs show equivalent sensitivity in urine and urethral
swab specimens although a first-pass urine is the pre-
ferred sample.*®>

Endocervix

e Self-collected or clinician-collected vulvovaginal swabs
(VVS) perform better than endocervical swabs and sig-
nificantly better than urine.***>">>~° VS are therefore
recommended as the optimal specimen (GRADE 1A).

® For people who have had a hysterectomy, there is no
evidence on optimal sampling site. We suggest consid-
ering urine and VVS for NAAT with subsequent culture
from that site if positive (GRADE 2D).

Rectum and pharynx
® Infection can occur at multiple anatomical sites and an
individual with gonorrhoea may have more than one
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strain of N. gonorrhoeae.’” > Rectal and pharyngeal
sampling should be routine in all sex workers and in
GBMSM (GRADE 1A).

¢ Given the low prevalence of oropharyngeal gonorrhoea in
cisgender women in most settings, universal testing is
unlikely to be cost-effective.®

* Among men who have sex with women who are contacts
of gonorrhoea, if only urogenital testing were performed,
an estimated 36% of infections would remain unidentified.®!
Pharyngeal sampling should therefore be routine in all
sexual contacts of gonorrhoea.”*' (GRADE 1B)

® Oropharyngeal infection is more difficult to treat.
The previous guideline recommended pharyngeal sam-
pling in anyone with genital gonorrhoea who was at risk
of ceftriaxone-resistant infection, based on travel history.
In practice this is difficult to implement, and resistance is
not confined to those with a travel history. Therefore,
anyone with genital gonorrhoea (regardless of travel,
gender or reported sexual behaviour) should have pha-
ryngeal sampling prior to treatment. (GRADE 1C)

¢ Extra-genital sampling should otherwise be performed
based on an assessment of risk and symptoms in everyone
else 0078

¢ Although self-collected oropharyngeal swabs for NAATSs
have been shown to be acceptable to patients and show
comparable results to clinician—collected swabs, there is
a higher likelihood of invalid or equivocal results, and
thus it is important to ensure patients understand step-by-
step instructions on sample collection.®® "

62-65

Culture

¢ The primary role of culture is for antimicrobial suscep-
tibility testing, which is of increasing importance as
antimicrobial resistance in N. gonorrhoeae continues to
evolve and spread.

¢ Specimens for culture (urethral, endocervical, neo-
vaginal, anorectal and pharyngeal swabs) should be taken
at the same time as NAATs from people suspected
clinically of having gonorrhoea.**

e All individuals with gonorrhoea diagnosed by NAAT
should have cultures taken from each positive site for
susceptibility testing prior to treatment (GRADE 1D).
There is evidence from a small study of good concor-
dance between clinician-collected and patient-collected
samples for culture from the pharynx; endocervix (cli-
nician collected) and vagina (patient-collected); urethra
(clinician-collected) and male urine (patient-collected).”
More data are needed before patient-collected specimens
for culture can be routinely recommended.

® For culture, the sensitivity depends on several factors
including time from sample collection to plating. Services
should seek to minimise this time whether by direct
plating in the clinic or use of transport media with prompt
transfer for plating in the laboratory.”” If there is a delay in
plating of more than a few hours, then swabs in non-

nutritive transportation medium (e.g. charcoal swabs)
should be refrigerated.

Specimen pooling

Pooling of self-collected or clinician-collected rectal,
pharyngeal and urine samples from the same individual
could provide cost savings. There is a small evidence base
with mixed results using different testing platforms,
specimen collection and pooling methods.

The largest study to date has shown that pooling of self—
taken swabs has lower sensitivity for detection of M.
gonorrhoeae from pharyngeal sites, when compared with
single site testing.”®

A recent meta-analysis showed that pooled three-
anatomic site testing performed similarly to single ana-
tomic site testing with positive percentage agreements of
93.8% and negative percentage agreements of 99.7%."’
However, further studies have indicated mixed results.
Therefore, we recommend that any service considering
the implementation of pooling should perform appro-
priate clinical evaluation prior to local implementation.

Diagnosing DGI and ocular infections

If DGI is suspected, specimens should be taken from
disseminated sites of infection (e.g. synovial fluid) for
both culture and NAAT. Blood cultures should be taken
from all suspected cases. Laboratories in England should
refer isolates from DGI to the UKHSA Sexually
Transmitted Reference Laboratory (STIRL). In Wales,
isolates should be sent to the Specialist Antimicrobial
Chemotherapy Unit, Public Health Wales, Cardiff. In
Scotland, all isolates should be sent to the Scottish
Bacterial STI Reference Laboratory, Edinburgh. Addi-
tionally, specimens should be taken from urogenital and
extragenital sites for culture and NAAT (GRADE 1C).
In suspected gonococcal conjunctivitis, conjunctival
swabs should be taken and processed urgently for both
culture and NAAT. Although NAATSs are not licensed for
eye swabs, their use is recommended (GRADE 1C).

Point-of-care and near-patient tests. A number of assays have

been developed as point-of-care or near-patient tests which
have shown high accuracy in detecting N. gonorrhoeae

from urogenital and rectal sites (96—-100% sensitivity, 99%
specificity); however, the specificity for pharyngeal samples

remains low.”® ™" As these assays become more readily

available, it is recommended that local validation is con-
ducted prior to implementation in local departments.

Detecting AMR markers. Commercially available assays
have been developed with good sensitivity in detecting

genetic markers of resistance to fluoroquinolones

81,82 and

can be considered depending on local need. However, it is
noted that the Medicines and Healthcare products Regu-
latory Agency (MHRA) recently recommended against the
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use of fluoroquinolones unless there is no alternative (see
Treatment section). Testing for mosaic pend mutants may
predict cephalosporin susceptibility, but these tests are not
yet commercially available.®

Considerations for people following gender-affirming surgery

® The susceptibility of a site to gonococcal infection is
likely to be related to the nature of the surgery, with sites
constructed from mucosal tissue (e.g., from the vaginal or
bowel mucosa) being more susceptible than sites con-
structed from skin.

e Gonococcal infections of the urethra,®® sigmoid neo-
vagina®> and penile skin-lined neovagina®” have all been
reported following gender affirming surgery. Gonococcal
infections of the neopenis have not been reported.

® Although the sensitivity of microscopy for infection of
the neovagina and neopenis is not known, this may fa-
cilitate a presumptive diagnosis of gonorrhoea and could
be considered (GRADE 1D).

® We recommend that optimal genital testing in individuals
with a neovagina at risk of gonorrhoea should include
swabs for NAAT and culture from the neovagina and first
-pass urine (GRADE 1D).

® We recommend first -pass urine as the specimen of choice
from individuals with a neopenis (GRADE 1D). Where
the vagina is still present following gender affirming
surgery, a vaginal swab should be considered as directed
by the sexual history and symptoms.

¢ Extragenital testing should be guided by sexual history
and symptoms.

o Self-collected sampling has been shown to be highly
acceptable and has comparable results to clinician-taken
sampling in individuals with a neovagina.®

Testing for other STls

Approximately 21% of individuals with gonorrhoea have
concurrent C. trachomatis infection.” Testing for other STIs
should be undertaken according to BASHH STI testing
guidelines.

Timing of testing

Infection cannot be ruled out in individuals who test within
2 weeks of sexual contact with an individual with gonor-
rhoea. Therefore, it is recommended that contacts return for
repeat testing after this window period if epidemiological
treatment is not given (GRADE 1D).

Management

General advice

Individuals should be given a detailed explanation of their
condition with particular emphasis on the implications for

the health of themselves and their partner(s). This should be
reinforced, if necessary, with clear and accurate written
information (GRADE 1D). Individuals should be advised to
abstain from sexual intercourse until 7 days after they and
their partner(s) have completed treatment (GRADE 1D).

Treatment

Indications for therapy

It is recommended to confirm the presence of N. gonor-
rhoeae before treatment using the following indications:

¢ Jdentification of intracellular gram-negative diplococci
on Microscopy;

® A positive culture for N. gonorrhoeae;

® A confirmed positive NAAT for N. gonorrhoeae.

Treatment of sexual contacts of a person with confirmed
gonococcal infection is not routinely recommended, except
in some specific circumstances (See Treatment of Contacts).

Treatment of uncomplicated ano-genital and
pharyngeal infections in adults

® Ceftriaxone 1 g intramuscularly (IM) as a single dose
(GRADE 1B).8¢°

Ceftriaxone remains highly effective. Most gonococcal
infections with ceftriaxone resistance are still cleared with
ceftriaxone 1 g.”'® There have been very few treatment
failures reported, all associated with extra-genital (usually
pharyngeal) infection.%*¢%°!

Alternative regimens

Alternative regimens may be given because of allergy, needle
phobia or other absolute or relative contraindications. In
people with penicillin allergy there is ample evidence to
allow the safe use of all but a few early generation cepha-
losporins (e.g., cephalexin, cefaclor and cefadroxil). Third
generation cephalosporins such as cefixime and ceftriaxone
show negligible cross-allergy with penicillin.”**?

Therefore, in penicillin-allergic people, ceftriaxone and
cefixime are suitable treatment options, unless there is
a history of severe hypersensitivity (e.g., anaphylactic re-
action) to any beta-lactam antibacterial agent (penicillins,
cephalosporins, monobactams and carbapenems).

Spectinomycin has been removed as an option in this
guideline, as it is no longer available in the UK.

Azithromycin 2 g dose is associated with gastrointestinal
side effects; to reduce these, azithromycin may be given as
divided doses, with 1 g followed by another 1 g dose 6—
12 h later.”*
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¢ Cefixime 400 mg orally followed by another 400 mg dose
6—12 h later; plus azithromycin 2 g orally (which may be
divided as two 1 g doses 6-12 h apart) should also be
given (GRADE 1B):

a. Only advisable if an IM injection is contraindicated and
antimicrobial susceptibility results are available;

b. The dose has been increased from 400 mg as a single
dose in the 2018 guideline, due to an increase in the
proportion of isolates with reduced cephalosporin sus-
ceptibility.” In general, the clinical efficacy of beta-
lactam antibiotics relates to the period of time for
which the free drug concentration exceeds the minimum
inhibitory concentration (MIC) which is best achieved
by giving a second dose rather than a higher single
dose.”>”® Ideally cefixime doses should be given 6—
8 h apart, and no later than 12 h. If the second dose of
cefixime is not taken within 12 h of the first dose, then
there is no benefit in taking it at a later time or restarting
treatment.

c. Cefixime has been associated with treatment failure
when used as monotherapy for pharyngeal in-
fection,””'°! therefore it is recommended to use dual
therapy with azithromycin where possible.

¢ Gentamicin 240 mg IM as a single dose plus azi-
thromycin 2 g orally (GRADE 1A):

a. In one randomised clinical trial (RCT) gentamicin 240
mg IM in combination with azithromycin 1 g cured 94%
of urogenital, 90% of rectal and 80% of pharyngeal
infections,'% and another trial using gentamicin 240 mg
IM with azithromycin 2 g reported 100% clearance for
all sites of infection'®?;

b. An RCT using gentamicin 5 mg/kg IM monotherapy

found 93% cure for anogenital infection but only 26%

cure for pharyngeal infection,®® while another study

examining the effectiveness of gentamicin 360 mg IM as
monotherapy for treating pharyngeal gonorrhoea was
stopped early due to poor efficacy (2/10 cured).'®*

Azithromycin 2 g as a single oral dose (GRADE 1B):

a. The clinical efficacy of azithromycin does not always
correlate with in vitro susceptibility testing'®>'*® and
azithromycin resistance is too high for empirical use.

¢ Ciprofloxacin 500 mg orally as a single dose
(GRADE 1B).""7

In the 2018 guideline, ciprofloxacin was recommended
as first line therapy if phenotypic or genotypic antimicrobial
susceptibility data indicated susceptibility to ciprofloxacin.
The rationale for this was that using alternative antibiotics
can reduce the selective pressure which comes from the
universal use of ceftriaxone, and this may delay the
emergence of ceftriaxone resistance.'**!'%°

In 2018 the European Medicines Agency issued an alert
following their review of serious side effects associated with
the use of fluoroquinolone antibiotics. These include side
effects involving muscles, tendons, joints, and the nervous

system. It was advised that ciprofloxacin should be avoided
in people who have previously had serious side effects with
a quinolone antibiotic and used with caution in those over
the age of 60 years, those taking a corticosteroid, people
with kidney disease and those who have had an organ
transplantation. However, following a review (https://www.
gov.uk/drug-safety-update/fluoroquinolone-antibiotics-must-
now-only-be-prescribed-when-other-commonly-recommended-
antibiotics-are-inappropriate), the MHRA updated this rec-
ommendation to state that quinolones should only be
used when other antibiotics are inappropriate. Therefore,
although known to be an effective treatment when sus-
ceptibility data are present, ciprofloxacin is no longer
recommended as a first line treatment but may be used if
clinically judged appropriate.

Treatment of complicated infections

Gonococcal pelvic inflammatory disease

® Ceftriaxone 1 g IM as a single dose in addition to the
regimen chosen to treat PID. For details, please see
BASHH PID guideline.

Gonococcal epididymo-orchitis

e Ceftriaxone 1 g IM as a single dose in addition to the
regimen chosen to treat epididymo-orchitis. For details,
please see BASHH epididymo-orchitis guideline.

Gonococcal ocular infection. Gonococcal conjunctivitis may
rapidly progress to a potentially blinding keratoconjuncti-
vitis; prompt diagnosis and treatment are essential to reduce
the risk of vision loss.””"'*"!'? If gonococcal eye infection
is suspected, empiric systemic and topical treatment is
advised. There are no recent clinical trials on the man-
agement of gonococcal conjunctivitis.

Joint management by ophthalmologists and sexual health
clinicians is essential and patients should be referred ur-
gently to Ophthalmology and followed closely until reso-
lution of symptoms. Contact lens wearers are advised to
stop use until all symptoms are fully resolved.

® Ceftriaxone 1 g IM as a single dose (GRADE 1D):

a. There is a single study of the treatment of gonococcal
conjunctivitis conducted in 12 adults.'"® All were suc-
cessfully treated with a single dose of ceftriaxone.

b. In patients with a history of severe hypersensitivity to
any beta-lactam antibacterial agent, the alternative
systemic regimens outlined above (11.3) should be
followed.

® Adjunctive cefuroxime 5% eye drops (GRADE 2D):

a. Hourly day and night for 48 hours then hourly daytime
only for 5 days. Maintain four times daily (QDS) until
complete resolution;

b. In patients with history of severe hypersensitivity to any
beta—lactam antibacterial agent, topical azithromycin
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hourly day and night for 48 h then hourly daytime only
for 5 days is advised. Maintain QDS until complete
resolution;

c. Given the high proportion of patients that develop
corneal complications (27-56%) and the potential for
irreversible vision loss if they occur, intensive topical
antibiotic treatment should be given even in the absence
of corneal involvement.

d. Due to the high prevalence of quinolone resistance,
topical quinolones (e.g., moxifloxacin, levofloxacin)
should not be used empirically in the management of
gonococcal eye disease unless confirmed as susceptible.

Consider additional lavage of the infected eye with saline
solution (NaCl 0.9%) if copious discharge is present.

If pre-septal or orbital cellulitis is suspected, IV treatment
may be required.

Disseminated gonococcal infection
® Ceftriaxone 1 g IM or IV every 24 h (GRADE 1D).

The length of treatment should be determined based on
the clinical presentation and response to treatment, and in
conjunction with an infection specialist. There are no recent
clinical trials of the management of DGI.

For arthritis and arthritis-dermatitis syndrome, therapy
should continue for 7 days but may be switched 24—
48 h after symptoms improve to oral cefixime 800 mg twice
daily or ciprofloxacin 500 mg twice daily if the isolate is
susceptible (note warning above for fluoroquinolones).

For gonococcal meningitis and endocarditis, parenteral
therapy with ceftriaxone 1-2 g IV every 12-24 h should be
continued for 10—14 days for meningitis and at least 4 weeks
for endocarditis.

Management of ceftriaxone treatment failures

The case definition for treatment failure is adapted from the
2019 European Centre for Disease Prevention and Control
Response Plan to control drug resistant gonorrhoea in
Europe (See Box 1 below).''* All cases of probable or
confirmed treatment failure in England should be reported
to UKHSA via the HIV and STI Data Exchange (https://
hivstidataexchange.ukhsa.gov.uk/hivstide), in  Wales
should be reported to Public Health Wales, in Scotland
should be reported to Public Health Scotland at
phs.bbvsti@phs.scot, and in Northern Ireland should
follow locally agreed pathways with the Public Health
Agency.

NAAT-positive specimens two weeks after treatment can
be due to persistent nucleic acid (DNA or RNA) and in these
cases, a repeat NAAT one week later should be taken, and
further treatment considered only if repeatedly positive.
Individuals with suspected reinfection should be re-treated
with ceftriaxone 1 g IM.

Box |. Definition for ceftriaxone treatment failure.

Probable case: Points |. A person who returns for test of cure
| to 3. or who has persistent symptoms after

having received treatment for

laboratory confirmed - gonorrhoea

with ceftriaxone | g IM.

and

Remains positive for one of the

following tests:

* Isolation of N. gonorrhoeae by culture
taken at least 72 hours after
completion of treatment;

or

* Positive NAAT taken 2-3 weeks
after completion of treatment

3. Reinfection is excluded as far as
feasible.

4. Resistance to ceftriaxone
(MIC >0.125 mg/L) as confirmed by
the national reference laboratory.

Confirmed case: 2.
Points | to 4.

Most individuals with ceftriaxone-resistant infection will
still clear infection with ceftriaxone 1 g IM.%'®!"> For
individuals with confirmed treatment failure due to cef-
triaxone resistance, repeat culture and NAAT specimens
should be taken from both genital and pharyngeal sites. In
England ceftriaxone resistant isolates (or residual positive
NAAT specimens if isolates are not available) should be sent
to the STIRL, UKHSA Colindale. In Wales and Scotland,
isolates should be sent to the devolved region national
Public Health laboratory.

Treatment options are limited and should be guided by
the results of antimicrobial susceptibility testing where
possible, and in conjunction with expert advice. Isolates
with ceftriaxone resistance are usually also resistant to most
other antimicrobials. Often these multi-drug resistant
(MDR) isolates have low gentamicin MICs, however
gentamicin has a high failure rate in treating pharyngeal
infections.*®'** Ertapenem and ceftriaxone MICs are
usually similar, but for some isolates with raised ceftriaxone
MICs, the ertapenem MIC is lower."'*!'"” However, this is
not universal, particularly in the presence of a pen4 mosaic
allele, and ertapenem MIC testing should be performed.''®
Some infections with MDR N. gonorrhoeae have been
successfully treated with ertapenem when ceftriaxone has
failed®>°"; three days of IV ertapenem 1 g was used for these
cases, although this was a pragmatic choice and not guided
by clinical trial data. In a recent RCT, a single 1 g dose of
ertapenem IM was noninferior to ceftriaxone 500 mg IM,
although all strains were susceptible to ceftriaxone and had
low ertapenem MICs.*®

It is recommended to contact the Consultant Microbi-
ologist at UKHSA for treatment advice by emailing
GRASP.Enquiries@ukhsa.gov.uk.
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See also UKHSA guidance on managing incidents of
ceftriaxone-resistant N. gonorrhoeae in England: https://
www.gov.uk/government/publications/ceftriaxone-resistant-
neisseria-gonorrhoeae-incident-management, and specific
guidance for Scotland: https://www.publichealthscotland.
scot/publications/managing-incidents-of-ceftriaxone-
resistant-neisseria-gonorrhoeae/.

Pregnancy and breast/chest feeding

Pregnancy does not diminish treatment efficacy.''” "'

Pregnant and breast/chest-feeding individuals should not
be treated with quinolones. Gentamicin should be avoided
in pregnancy.

The manufacturer of azithromycin advises use only if
adequate alternatives are not available. In addition, azi-
thromycin should only be used if the isolate is known to be
susceptible.

People living with HIV

Individuals living with human immunodeficiency virus
(HIV) should be managed in the same way as HIV-negative
individuals.

Chlamydia trachomatis coinfection

® Treatment for confirmed or suspected chlamydia co-
infection should follow the current BASHH guideline for
the management of chlamydia.

¢ [fan individual has already received azithromycin 2 g for
the treatment of gonorrhoea, then this should be sufficient
to treat chlamydia and no further chlamydia treatment is
required.

Adjunctive therapies

In clinical trials, antiseptic mouthwash was not effective in
either preventing or treating pharyngeal gonorrhoea in
GBMSM. 122124

Follow-up

Test of cure (TOC) practice should be underpinned by
confidence in the effectiveness of treatment regimens, in-
cluding rates of treatment failure and resistance to recom-
mended regimens.

There have been no reported cases of treatment failure
when ceftriaxone has been used to treat a ceftriaxone-
susceptible genital infection. When antimicrobial suscep-
tibility is known, routine TOC is not necessary for in-
dividuals with anogenital infection who have received
ceftriaxone 1 g IM (GRADE 2D).

Routine TOC remains recommended for the following
people:

(1) With persistent symptoms or signs;

(2) With pharyngeal infection;

(3) Antimicrobial susceptibility is unknown;

(4) Treated with anything other than ceftriaxone; and
(5) Who are pregnant.

Assessment after treatment may be helpful to detect
treatment failure and emerging resistance, confirm adher-
ence to treatment, ensure resolution of symptoms, explore
the possibility of reinfection, and confirm partner notifi-
cation and health promotion.

Method and timing of test-of-cure

A positive TOC could be due to treatment failure, re-
infection or residual non-viable organism and should be
interpreted in the clinical context. Where TOC is consid-
ered, we recommend the following approach:

¢ Culture, performed at least 72 h after completion of
therapy, should be used if symptoms or signs are present
at time of TOC'%;

® NAAT should be used if asymptomatic, followed by
culture if NAAT-positive.

The time to a negative TOC using NAATS is variable and
there are limited studies, all in GBMSM. When an RNA
NAAT is used, most individuals with anogenital infection
should be negative 7 days following treatment,'*® whilst
those with pharyngeal infection should be negative 12 days
following treatment.'>” When using a DNA NAAT, most
individuals with anogenital infection should be negative
14 days following treatment.'®

® We recommend TOC using NAAT should be performed
at least two weeks after treatment (GRADE 1B).

Tracing and treatment of contacts

Contact tracing for specific STIs should be performed ac-
cording to BASHH guidelines (https://www.bashh.org/
guidelines), with reference to look-back periods. People
should be informed of the importance of partner notification
and supported to do this by appropriately trained professionals.

Partner notification should be pursued in all people
identified with gonococcal infection. There are limited data
on look-back periods when attempting to ascertain sexual
partners potentially at risk of infection. The following
partners should be notified, if possible:

¢ All partners since, and in the 2 weeks (or the last partner if
longer than 2 weeks ago) preceding the onset of symptoms
in individuals with symptomatic penile urethral infection;

¢ All partners in the preceding 3 months of individuals with
infection at other sites or asymptomatic infection.
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Treatment of contacts

Epidemiological treatment is not needed for all sexual
contacts, and ideally treatment should only be given to those
partners who test positive for gonorrhoea. All contacts
should have pharyngeal testing (see Section 9). However, an
infection may be missed if a test is performed too soon after
a potential exposure. The time between exposure and a pos-
itive test result may vary depending on a number of host,
pathogen and diagnostic factors. There is a lack of evidence to
support recommendations for the optimal time for testing.
Therefore, in order to reduce the unnecessary use of anti-
biotics, we recommend the following as a pragmatic approach:

¢ For those presenting after 14 days of exposure we rec-
ommend treatment only following a positive test for
gonorrhoea'?®;

® For those presenting within 14 days of exposure we

recommend considering epidemiological treatment based
on a clinical and psychosocial risk assessment and fol-
lowing a discussion with the individual. In particular, the
following individuals should be considered for epide-
miological treatment:

a. Individuals who are pregnant;

b. Contacts of individuals who are pregnant;

c. Individuals living in geographically remote regions with
limited access to clinics;

d. Individuals experiencing psychosocial barriers which include
but are not limited to those who: are homeless, sell sex, are
experiencing mental ill-health, misuse substances, are em-
ployed on zero-hour contracts, are unable to access childcare
or are currently victims or survivors of domestic abuse.

For all other individuals and asymptomatic individuals, it
may be appropriate to not give epidemiological treatment,
and to repeat testing 2 weeks after exposure.

Management of contacts using doxycycline as
post-exposure prophylaxis

The use of doxycycline as prophylaxis is unlikely to be
effective in preventing gonorrhoea infection due to high
rates of tetracycline resistance in N. gonorrhoeae.'”
Consequently, contacts of gonorrhoea using doxycycline
post-exposure prophylaxis (doxyPEP) should be managed
in the same way to those not using doxyPEP.

Auditable outcome measures

e All individuals with gonorrhoea should have cultures
taken for susceptibility testing prior to treatment (per-
formance standard 97%).

¢ All individuals treated for gonorrhoea and requiring a test
of cure according to criteria in this guideline are offered
a test of cure (performance standard 97%).

Individuals diagnosed with gonorrhoea should be tested

for chlamydia, syphilis, and HIV (unless previously di-

agnosed with HIV) (performance standard 97%).

® Individuals diagnosed with gonorrhoea should have
partner notification carried out in accordance with the
BASHH statement on partner notification (performance
standard 97%).

¢ Individuals diagnosed with gonorrhoea should be offered
information (written or digital) about their diagnosis and
management (performance standard 97%).

® Individuals diagnosed with gonorrhoea should receive
first-line treatment or the reasons for not doing so
documented (performance standard 97%).

® (Cases of possible treatment failures with ceftriaxone should

be reported to UKHSA (performance standard 97%).

Qualifying statement

The recommendations in this guideline may not be ap-
propriate for use in all clinical situations. Decisions to
follow these recommendations must be based on pro-
fessional clinical judgement, consideration of individual
circumstances and available resources.

All possible care has been undertaken to ensure speci-
fication of the correct dosage of medication and route of
administration. However, it remains the responsibility of the
prescribing clinician to ensure the accuracy and appropri-
ateness of the medication they prescribe.

Review arrangements

An author group will be invited by the BASHH CEG to
review and revise the guideline in 2029 using the BASHH
framework for guideline development. However, ad-
denda may be issued sooner than 2029, particularly if
relevant new data are available relating to testing or
treatment options.
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