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MEN'S HEALTH PEER REVIEWED

Urethritis
in men

TIM R.H. READ wB BS, FAChSHM, PhD
IAN DENHAM wB BS, FRACP, FAChSHM, FRCPA
CATRIONA S. BRADSHAW wm BS(Hons), FAChSHM, PhD

Urethritis often results from a sexually transmitted
infection, and doctors must consider treating
partners as well as patients. Clinical features guide
immediate treatment, but testing is important to
confirm the treatment is correct.

rethritis usually refers to urethral symptoms, often result-

ing from sexually transmitted infection (STI) of the male

urethra. Before the era of sensitive nucleic acid amplifi-
cation testing (NAAT), urethritis was often diagnosed by finding
neutrophil polymorphs on a Gram-stained urethral smear. This
is an insensitive test for the presence of infection and has been
superseded by NAAT'!

Urethritis is often obvious, but it can be subtle and a urinary
tract infection may be suspected because the patient reports
dysuria. Urethritis is usually divided into gonococcal urethritis
and nongonococcal urethritis. Clinicians can usually distinguish
between these after taking a brief sexual history and examining
the patient, but microbiological tests are required to establish
the aetiology.

Causes

In Australia, Neisseria gonorrhoeae is a common cause of urethritis
among men who have sex with men (MSM) and among Indig-
enous men, and is less common in other groups. Table 1 lists
causes of nongonococcal urethritis identified in a study at
Melbourne Sexual Health Centre (MSHC) in 2006." Men with
gonorrhoea were excluded from this group of men who presented
with urethral symptoms. Chlamydia trachomatis was detected
in 20% of cases, Mycoplasma genitalium in 9% and herpes simplex
virus or adenovirus were detected in 7%. No aetiological
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agent was found in the other 64%.

Useful clinical features that help to distinguish common causes
of urethritis are listed in Table 2. Gonorrhoea is usually purulent
and presents within a day or two of infection. Urethral chlamydia
infection is frequently asymptomatic and chlamydial urethritis is
often mild; however, mild or asymptomatic urethral gonorrhoea
and purulent urethral chlamydia can occur. M. genitalium infection
isless common but very similar in its presentation to C. trachomatis
infection.

Men with viral urethritis usually have marked dysuria, with
or without a nonpurulent discharge, and often a bright red patch
of skin surrounding the urethral meatus. Conjunctivitis is also a
common feature of adenoviral urethritis.? Urethritis isa common
feature of initial attacks of genital herpes and causes the dysuria
that often accompanies herpes lesions. Much less commonly,
herpes simplex virus infection can present as urethritis alone.

In a man with a male partner, a purulent urethral discharge is
very likely to be urethral gonorrhoea (Box 1). Perimeatal erythema
may indicate nongonococcal urethritis, due to infection with
C. trachomatis, M. genitalium or a virus (Box 2). However, each
can masquerade as the other. Although treatment is often started
on the day of presentation, tests are required to ensure the treatment
was correct.

Investigations

If a patient has a urethral discharge, collect some on a swab and
send it for microscopy and gonococcal culture. There is no need
to swab a dry urethra. If taking a swab, collect it before the patient
urinates.

Collect the first 15 to 20mL of urine (‘first pass’ or ‘first void’)
and request NAAT for N. gonorrhoeae, C. trachomatis and, if
available, M. genitalium. Gonococcal NAAT is much more sensitive
than culture, but culture provides information on gonococcal
antibiotic sensitivities. If you need to diagnose or exclude gonor-
rhoea urgently, microscopy of the urethral smear can be performed
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MELBOURNE SEXUAL HEALTH CENTRE*

TABLE 1. CAUSES OF NONGONOCOCCAL URETHRITIS IDENTIFIED IN A STUDY AT

Proportion of men infected

* Urethral discomfort, discharge or dysuria.

Organism® With symptoms* Without symptoms
(cases; n=329) (controls; n=307)

Chlamydia trachomatis 20% 3%

Mycoplasma genitalium 9% 1%

Herpes simplex virus 3% 0

Adenovirus 4% 0.3%

Trichomonas vaginalis 0.3% 0

* Table adapted from Bradshaw CS, Tabrizi SN, Read TR, et al. Etiologies of nongonococcal urethritis: bacteria,
viruses, and the association with orogenital exposure. J Infect Dis 2006; 193: 336-345.*
T Men with urethral gonorrhoea were excluded from this study.

quickly and the result communicated by
telephone. Tests for Ureaplasma urealyti-
cum or Mycoplasma hominis are very
unhelpful as these are common commensal
organisms.

Treatment

Before treating the patient, consider who
else needs treatment for this infection. You
may learn more by asking who your patient
has had sex with, before you discuss the
treatment plan.

In most cases of urethritis, patients are
keen for treatment and it is generally
recommended to treatimmediately, without
waiting for test results. The clinical features

of either gonococcal or nongonococcal
urethritis may be obvious and can be used
to guide treatment. If there is any doubt,
use the regimen for gonorrhoea because it
includes azithromycin, which is also active
against chlamydia. Further treatment will
be required if M. genitalium is detected. If
gonorrhoea appears unlikely, treat for
nongonococcal urethritis with doxycycline
and add to this if N. gonorrhoeae or
M. genitalium are detected. Treatments are
summarised in Table 3.* Treatment guide-
lines are available online at www.sti.
guidelines.org.auand at www.mshc.org.au.

Eric (Box 1) is likely to have gonorrhoea,
but may possibly have chlamydia or both

DIFFERENT CAUSES

Causative organism Usual incubation

TABLE 2. DISTINGUISHING CHARACTERISTICS OF URETHRITIS FROM

Clinical features

period
Neisseria gonorrhoeae | <5 days Purulent, occasionally scant
Chlamydia trachomatis | >1 week Asymptomatic to purulent
Mycoplasma genitalium | >1 week* Clinically similar to chlamydia, but azithromycin

treatment fails in 70% of cases

Adenovirus -

Marked dysuria, red around urethral
meatus, +/- conjunctivitis

Herpes simplex virus -

Marked dysuria, usually no discharge,
inguinal node enlarged, +/- skin lesions

* Less is known about the incubation period for this slow-growing organism but it is likely to be similar to chlamydia.

infections. He should be treated for gon-
orrhoea with ceftriaxone (active against
gonorrhoea alone) and azithromycin (active
against chlamydia and many gonococcal
isolates).

Tony (Box 2) appears to have non-
gonococcal urethritis, so treating him for
chlamydia alone with doxycycline 100mg
twice daily is sufficient, pending test results.

In patients with nongonococcal ureth-
ritis who are MSM consider adding ceftri-
axone, particularly if it is impractical to
review with test results. In very mild cases,
where the question is whether there is an
infection at all, treatment can be delayed
until results are available. As Table 1 shows,
most cases of urethral symptoms do not
have an identifiable pathogen.®

Owing to increasing concerns about
macrolide resistance, both the UK and
European guidelines have recently switched
to recommending doxycycline (100mg
twice daily) as first-line therapy rather than
azithromycin for nongonococcal urethri-
tis.*” The Australian national guidelines
are about to follow suit. Azithromycin
resistance is now present in more than
half of cases of M. genitalium infection in
Melbourne, and azithromycin treatment
fails and results in azithromycin resistance
in at least 10% of initially susceptible
cases.*” Doxycycline is also ineffective in

1. PURULENT URETHRAL DISCHARGE

Eric, aged 60 years, presents with purulent
urethral discharge and discomfort. The
symptoms began the previous day while
he was flying back from an interstate
conference where he had oral sex with a
male partner two days earlier.

Photograph courtesy of http://stiatlas.org
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Setting

TABLE 3. AN APPROACH TO TREATING AND PREVENTING URETHRITIS

Treatment

Gonorrhoea more likely

Ceftriaxone 500 mg intramuscular with oral azithromycin 1g single dose

Nongonococcal urethritis more likely

Doxycycline 100 mg twice daily for seven days

Mycoplasma genitalium infection*

Macrolide susceptible

Doxycycline 100 mg twice daily for seven days, then azithromycin 1 g stat then 500 mg daily for
three days

Macrolide resistant

Doxycycline 100 mg twice daily for seven days, then moxifloxacin 400 mg daily for seven days

Herpes simplex infection — first episode

Treat on suspicion with valaciclovir 500 mg twice daily for seven to 10 days

Adenovirus infection®

If unconfirmed, treat as possible herpes (as above). If confirmed, no treatment. Symptoms may
persist for weeks

Pathogen-negative urethral
symptoms

If pathogens have been excluded there is little point in repeating tests or treatment after a
single course of doxycycline 100 mg twice daily

Other sexually transmitted
infections are likely

HIV and syphilis testing, especially for men who have sex with men. Results may be negative for a
month after infection.* Consider serological testing for hepatitis B virus if not vaccinated, and for
hepatitis A virus in men who have sex with men

Partners

Sexual contacts of patients with urethritis should be tested and offered the same treatment

Prevention

Advise the patient to avoid unprotected sex until all partners have completed treatment and to

consider using condoms

* These treatments are soon to be included in the Australian STI Management Guidelines (www.sti.guidelines.org.au). If sensitivities are unknown, assume macrolide resistance
in all cases where azithromycin has failed and in men who have sex with men. Further information at www.mshc.org.au.
T Urethritis due to herpes simplex virus or adenovirus may be difficult to distinguish clinically so it is reasonable to treat for herpes while awaiting test results.

most M. genitalium cases, but does not
seem to generate further resistance.” This
underscores the importance of testing for
M. genitalium.

Treating Mycoplasma genitalium
Some laboratories offer combined diagnos-
tic resistance assays for M. genitalium, which
allow treatment to be chosen based on the
macrolide resistance profile. The wide-
spread use of azithromycin for STIs may
haveled to increasing macrolide resistance
in gonorrhoea and syphilis, in addition to
M. genitalium.

At MSHC, we have now replaced doxy-
cycline with azithromycin for treatment of
nongonococcal urethritis for this reason,
and because there is evidence that initial
treatment with doxycycline increases the
likelihood of a second antibiotic curing
M. genitalium." Patients with M. genitalium
should be recalled while still on doxycycline
and prescribed a second antibiotic chosen

according to whether the M. genitalium is
macrolide sensitive or resistant.

Some polymerase chain reaction tests
also detect a resistance mutation. If this is
not available, resistance can be assumed in
cases where azithromycin has already failed
and in MSM (80% of whom had resistant
infections in a Melbourne study).”? If
M. genitalium is known or suspected to be
macrolide resistant, patients should be pre-
scribed moxifloxacin 400 mg daily for seven
days. Moxifloxacin is expensive, is not
approved by the Therapeutic Goods
Administration for this indication and is
associated with serious but uncommon side
effects including tendinopathy." In cases
known or suspected to be macrolide
susceptible then azithromycin can be
prescribed directly after doxycycline.
MSHC has evaluated treatment with 2.5g
azithromycin (after doxycycline), given as
1g immediately followed by 500mg daily
for three days, and this regimen cured more
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than 90% of infections."! However, it is
uncertain whether the higher dose of
azithromycin is necessary after pretreat-
ment with doxycycline.

2. MILD INTERMITTENT DYSURIA

Tony, aged 23 years, describes vague
discomfort in his urethra and mild inter-
mittent dysuria. He reports no discharge
or urinary frequency. The symptoms
began about 10 days after vaginal sex
without a condom, with a new partner.

Photograph courtesy of http://stiatlas.org
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MEN'S HEALTH continued I

3. PERSISTENT DYSURIA

Cory, aged 47 years, gives a detailed
history of persistent dysuria, particularly
at the end of micturition. He describes
urethral discomfort radiating intermittently
to both testes. The symptoms began a
few days after getting very drunk in the
company of some sex workers in Macau
three months ago. He seems reluctant
to go into details. He was treated with
azithromycin 1g in Macau without
investigations, and his symptoms briefly
improved. He had a similar response to
doxycycline back in Australia. On
examination, there is no discharge or
epididymal abnormality. Tests for
Neisseria gonorrhoeae and Chlamydia
trachomatis have been negative, as has
urine microscopy and culture.

In all patients, ensure a test of cure is
performed at least three weeks after starting
the second, more effective, antibiotic. If
azithromycin was used to treat the urethri-
tis rather than doxycycline, and the symp-
toms have improved, then wait for the
test-of-cure result before treating further.

Partners

Sexually transmitted bacteria are highly
infectious, especially N. gonorrhoeae.
Condoms are protective, but testing is still
recommended. Pharyngeal and anal
gonorrhoea and anal chlamydia are
common.

Sexual contacts should be offered
treatment and testing for whatever is
infecting your patient. Patients may be
reluctant to contact some partners and
can do this anonymously via www.let
themknow.org.au, which will send an
anonymous SMS advising of the need for
treatment. There is evidence that female
partners of men with nongonococcal ure-
thritis are at increased risk of pelvic or
genital symptoms, even when no pathogen
is detected in the index case, so it may be
worth discussing antibiotic treatment with
these women."* Always consider testing
for other STIs and remember that HIV
and syphilis serology may be negative for
a month after infection. Anal and throat
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THREE QUESTIONS TO CONSIDER WHEN URETHRAL SYMPTOMS
PERSIST OR RETURN

Patient presents with persistent or recurrent symptoms

}

1. Has the person had sex
with an untreated partner
since treatment was started?

v

2. Have you excluded less
common causes?

3. Could this be a resistant

organism? —>

—_— Yes —p

No ——>

Re-treat both partners
simultaneously

¢ If not already done, test for
Mycoplasma genitalium

¢ Consider infection with herpes
simplex virus, adenovirus,*
Trichomonas vaginalis®

¢ Resistance is common in M. genitalium

and possible in Neisseria gonorrhoeae

* Review antimicrobial sensitivities or

seek advice

* Testing for viral urethritis is useful when dysuria does not respond to treatment.
T Trichomonas is a rare cause of urethritis in urban Australia, but more likely in imported cases.

swabs for N. gonorrhoeae and C. trachoma-
tis are recommended for MSM.

Managing urethral symptoms
that persist or return
Possible reasons for persistent urethral
symptoms are outlined in the Flowchart.
Reinfection is common, and patients should
be asked about any sex since treatment,
particularly with an untreated partner.
Less common pathogens should be
considered. Cory (Box 3) should certainly
be tested for M. genitalium. Trichomonas
vaginalis can cause urethritis and is more
common in parts of the world with poor
access to health care.” Treatment failure
due to resistance is common with M. gen-
italium infection and should always be
considered for N. gonorrhoeae; however,
tests for the latter were negative in Cory’s
case. Cory’s symptoms have probably lasted
too long to be attributed to viral urethritis.
Most cases of pathogen-negative urethritis
improve within a few weeks. It is possible
that Cory initially had a bacterial urethritis
that was successfully treated, but he is suf-
fering from the symptoms that can grumble
intermittently for many weeks in some
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patients. Cory’s symptoms are not typical
of urethritis and may be amplified by anx-
iety. Careful enquiry may be more helpful
than repeating negative tests and prescrib-
ing more antibiotics.

Conclusion

Men with urethral symptoms need to be
tested for N. gonorrhoeae, C. trachomatis
and M. genitalium. It is important to treat
without delay and cover gonorrhoea if
the discharge is purulent. Further treat-
ment should be added if necessitated by
the test results. Tests for other STTs such
as syphilis (Table 3), and testing and
treating the patient’s contacts must not
be neglected. MT
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