LESSONS FROM PRACTICE

A diagnosis unmasked by an unusual reaction to ceftriaxone therapy

for gonorrhoeal infection

Clinical record

Day 1: A 32-year-old man who was HIV positive presented to a
specialist HIV clinic with a one-month history of rectal discharge.
Serological tests for syphilis performed five months earlier were
unreactive. There were no genitourinary symptoms at this visit.
Swabs to test for gonorrhoeal and chlamydial infection were
obtained from the throat, urethra and rectum, and the patient was
referred for serological tests for syphilis at a follow-up visit one week
later (he was immune for hepatitis A and B). He had no penicillin
allergy. He was given empirical treatment for chlamydia and
gonorrhoea (a single dose of azithromycin 1 g orally and ceftriaxone
250 mg intramuscularly). His contacts were unknown.

Six hours later the patient developed severe fever, chills, rigors,
headache, severe myalgia and photophobia and was prostrate in
bed overnight. Self-administered paracetamol did not relieve the
symptoms, which largely subsided spontaneously after 8 hours.

Day 2: The patient noticed a rash on the soles of his feet, and
myalgia persisted, but his other systemic symptoms resolved. He
contacted the clinic and was advised to return immediately for
syphilis serological tests, as the acute symptoms suggested a
Jarisch-Herxheimer reaction.

On examination, the patient had bilateral non-tender inguinal
lymphadenopathy. No chancres (ulcers of primary syphilis) were
visible, including in the oral cavity and the perianal and genital
areas. There was a non-pruritic, macular, symmetrical rash on the
soles of both feet. His ankle joints were tender on passive
movement.

Day 3: Neisseria gonorrhoeae was isolated from the rectal culture.
The serological tests for syphilis showed a rapid plasma reagin titre
of 1:8 and a reactive Treponema pallidum haemagglutination assay.
The patient’s presentation was consistent with a Jarisch—
Herxheimer reaction unmasking secondary syphilis (ie, systemic,
cutaneous and nodal involvement, without a primary chancre).
Subsequently, the patient was given 1.5 g procaine penicillin
intramuscularly for 14 days. His sexual contacts were unknown.
With continued treatment, his plantar rash became desquamating,
and a new symmetrical macular rash appeared on his arms and
trunk, but not on his palms.

Follow-up: Over the next few weeks, the patient’s symptoms
resolved completely. Three months after treatment, his rapid plasma
reagin titre had fallen to 1:4 and by 6 months it had fallen to 1:1.

IN THIS PATIENT, syphilis was unmasked by the Jarisch—
Herxheimer reaction after ceftriaxone therapy for rectal
gonorrhoea. The Jarisch-Herxheimer reaction is a self-
limiting febrile reaction occurring 4-8 hours after penicillin
treatment in 95% of early (primary and secondary) syphilis
cases. The pathogenesis is unknown although lysis of the
spirochaete, releasing endotoxin, probably contributes to
the systemic illness. As the patient had no laboratory
confirmation of syphilis at the time of presentation, we made
this diagnosis based on (i) the acute onset and systemic
nature of the symptoms of fever, malaise, chills, rigors,
myalgia, and headache, occurring 6 hours after ceftriaxone
injection; and (i) the complete resolution of symptoms
within 24 hours — all characteristic features of this reaction.
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Secondary syphilis occurs as the spirochaete disseminates
from the site of infection (chancre) via blood and lymph
nodes. A characteristic symmetrical macular rash (often on
palms and soles) occurs 4—-10 weeks after the appearance of
the chancre. Less common symptoms include malaise,
myalgia, pharyngitis, headache, lymphadenopathy, condylo-
mata lata (which may mimic genital warts), oropharyngeal
snail-track ulcers and, rarely, generalised pruritis. However,
the diagnosis of secondary syphilis in this patient was
clinical and based on (i) the Jarisch—Herxheimer reaction;
and (ii) the appearance of the characteristic body and
plantar rash (see Figures), which intensified during treat-
ment and desquamated before disappearing with successful
treatment. Primary syphilis was excluded as there were no
chancres.

Because the systemic symptoms of the Jarisch-Herxhe-
imer reaction and those of secondary syphilis are similar and
overlap, delineating where the former “ends” and where the
latter “starts” is not always clear-cut. The symptoms of
secondary syphilis may increase during the Jarisch—-Herxhe-
imer reaction.

The recommended treatment for early syphilis is 1g
procaine penicillin intramuscularly for 10 days.! In our
patient, the attending physician decided on a longer course
and higher dose because the patient’s HIV viral load was
>100 000 copies/mL and the CD4 count (350x 105%/L) was
low.

The efficacy of ceftriaxone in primary and secondary
syphilis is comparable with that of intramuscular penicil-
lin,>? and ceftriaxone is used in treating penicillin-allergic
patients in the United States* and Europe.” One case of
Jarisch—Herxheimer reaction after ceftriaxone therapy for
primary syphilis has been reported;® however, to the best of
our knowledge, this adverse reaction to ceftriaxone has not
previously been reported in Australia.

The incidence of syphilis is increasing among homosexu-
ally active men in some large cities overseas (eg, Los
Angeles).” In south-eastern Sydney in 2002, 20 of the 119
notifications of syphilis received to August were classified as
new infectious cases, compared with a total of 19 infectious
syphilis cases notified for the whole of 2001.%

Local guidelines for sexual health testing have been
established in response to concurrent gonorrhoea and hepa-
titis A epidemics in south-eastern Sydney.” Screening for
sexually transmitted infections is recommended ar least
annually among homosexually active men.

All patients receiving intramuscular antibiotic treatment
for early syphilis should be forewarned about the Jarisch—
Herxheimer reaction. Without this reaction, syphilis may
have been missed in this patient, had he not returned for
serological tests a week later, as prearranged. Ideally, in this
high-risk, symptomatic patient, serological tests for syphilis
should also have been done at his initial presentation.
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Classic presentation of secondary syphilis: macular, symmetrical rash on the back, palms, and soles. (NB: These photographs are not of the
patient reported, who did not have a rash on his hands. However, the rashes he had on his back and feet were very similar to those shown.)
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