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Case presentation

A 38-year-old Malaysian female was admitted with a five-week
history of intermittent fevers, myalgia, arthralgia, sore throat
and rash. Fevers occurred mostly in the evening, when the
rash would also be worst. She denied symptoms of cough,
dysuria, gastrointestinal symptoms or any other symptoms
suggestive of an infective focus. She had no weight loss, for-
eign travel, significant family or sexual history. She had a past
history of type 2 diabetes and hypertension, well controlled
on oral medication.

On examination she was systemically well, blood pressure
102/67 mmHg, pulse 100 regular, but had frequent tempera-
ture spikes of up to 40�C, particularly during the evenings.
During the temperature spikes she became flushed and devel-
oped an erythematous, confluent rash mainly on the thighs
and back. There was no lymphadenopathy or
hepatosplenomegaly, and no sign of diabetic complications
(including foot ulceration). Baseline investigations on admis-
sion are shown in Table 1.

What is the differential diagnosis and most likely
diagnosis? 

The differential diagnosis of pyrexia of uncertain origin (PUO)
is myriad. In this patient, a viral aetiology (particularly H1N1
influenza) was thought to be the most likely diagnosis. While
occult bacterial infection needed to be excluded, it was felt
unlikely as the patient looked relatively well in between episodes
of pyrexia. Other possibilities considered included tuberculosis,
haematological malignancy, atypical infections or autoim-
mune/inflammatory conditions. The patient had no risk factors
for HIV infection, and tropical infection was deemed unlikely
due to her lack of recent travel abroad.

What is the initial management? 

She was treated with antipyretics, intravenous fluids and
oseltamivir was initiated following throat and nasal swabs.
Antibiotics were commenced by the admitting team (co-amoxiclav
and clarithromycin). She was re-examined frequently for any
new clinical findings, and a full infection screen undertaken,
including blood and urine cultures, viral titres, atypical infec-

tion screen, auto-antibodies. A computed tomography (CT)
scan was undertaken to exclude lymphoma.

Case progression

Despite intravenous antibiotics, and oseltamivir, her fever spikes
persisted. She developed a macular papular rash following
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antibiotic administration, and co-amoxiclav was stopped, but
Epstein-Barr serology was negative. CT chest/abdomen/pelvis
were entirely normal, with no lymphadenopathy and no occult
abscess. Multiple blood and urine cultures showed no growth.
Liver function tests became progressively deranged, with rising
transamines to a nadir of 500 IU/l. Acute hepatitis screen was
negative. Echocardiogram was unremarkable, and viral serology,
throat swab, immunoglobulins, HIV and autoantibody screen
returned negative.

By day eight, she continued to spike fevers. She complained of
arthralgia of the wrists and fingers, but there was no sign of
acute arthritis. Her rash became more apparent. She was noted
to have a significantly elevated ferritin level at 14,487 mg/dl. A
presumed diagnosis of adult onset Still’s disease (AOSD) was
made and a rheumatological opinion sought. She was started on
non-steroidal anti-inflammatories (NSAIDs), and her rash and
fever rapidly improved. The rash was thought to be atypical of
AOSD, and she thus underwent a skin biopsy and was dis-
charged. At review two weeks later, her symptoms and inflam-
matory markers were improving.

What is the likely diagnosis and how should this 
be managed? 

Following intensive investigation for infection and malignancy,
a diagnosis of AOSD was deemed likely as she had many criteria
fulfilling the diagnosis for the condition. In view of the atypical
skin rash, a skin biopsy was done, and showed urticarial vas-
culitis. In addition, mycoplasma pneumonia antibody titre
showed rise from 1:40 on admission to 1:160, suggesting acute
mycoplasma infection, and a diagnosis of urticarial vasculitis
following acute mycoplasma infection was made. As her symp-
toms were settling, she required no further treatment.

Discussion

Mycoplasma infection is common and usually presents with res-
piratory symptoms, classically an atypical pneumonia. Extra-

pulmonary manifestations, such as rash and arthralgia, are
uncommon but reported. The association of mycoplasma infec-
tion with urticarial vasculitis is rare, but has also been previously
reported in the literature. Urticarial vasculitis tends to be a
pathological diagnosis based on the finding of a leukocytoclastic
vasculitis, and may be associated with low or normal comple-
ment levels.

This case highlights the difficulty of conclusive diagnosis of
AOSD. AOSD is a rare systemic inflammatory disorder of
unknown aetiology that may present with pyrexia of uncer-
tain origin.1 Complications include joint destruction, pleu-
ritis, pulmonary fibrosis, pericarditis, tamponade and
myocarditis.2 The condition has a greater prevalence in
women aged 16–25, although in case series from Asia, age of
onset over 35 is seen.1 Aetiology is unknown but suggestions
include a genetic component (HLA), altered cytokine produc-
tion, or a reactive response to microbial triggers such as
Epstein-Barr virus, parainfluenza and indeed mycoplasma
pneumonia.1 The prognosis of AOSD is variable – some cases
resolve after the first episode and never recur, but others lead
to a longer term severe predominantly articular destructive
course. NSAIDs or corticosteroids are first line, but disease
modifying agents may be required.

In this patient, multiple investigations revealed no obvious
source of infection, and with her clinical findings and raised fer-
ritin, AOSD was deemed likely. Her findings fitted well with
Yamaguchis’s criteria, which are described as 93.5% sensitive.
Nevertheless, an atypical rash and marked clinical response to
NSAIDs suggested an alternative diagnosis. This case highlights
the importance of keeping an open mind when diagnosing
AOSD as a cause of PUO.4
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