CASE REPORT

Fever of Unknown Origin Due to
Left Atrial Myxoma
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Abstract: Fever of unknown origin may present diagnostic and/or
curative difficulties. Myxomas are one of the rare causes of fever of
unknown origin. A 67-year-old man with a 4-month history of
fever of unknown origin was admitted to our department. Physical
examination revealed 38.4°C axillary temperature and accentuated
second heart sound in cardiac auscultation. Blood, urinary, and
throat cultures were negative. Transesophageal echocardiography
showed a left atrial mass partially prolapsing into the left ventricle
during diastole. Left atrial mass was excised, and histological
examination showed atrial myxoma. Fever resolved within 48 hours
after the operation, and the patient was discharged from hospital
with complete improvement.

(Infect Dis Clin Pract 2006;14:170—172)

ever of unknown origin (FUO) is defined as body

temperature greater than 38.3°C for at least 3 weeks and
hospital workup for a week, yielding no cause.! FUO may
have a complicated clinical course during its diagnosis and
treatment. FUO is caused by miscellancous mechanisms,
including infectious diseases (34%), neoplasm (20%), colla-
gen tissue disorders (13%), and others such as alcoholic
hepatitis and allergic alveolitis (20%). Some cases with FUO
remain etiologically undefined (13%). These proportions may
change geographically.’

It has been reported that myxoma may rarely be one
of the causes of FUO.? The most common primary cardiac
tumors in adults are myxomas, originated from endocar-
dium, and may present with a wide spectrum of clinical
symptoms.> > Systemic symptoms such as fever, weight
loss, sweating, fatigue, myalgia, arthralgia; laboratory test
abnormalities such as high sedimentation rate, increased
immunoglobulin levels, increased C-reactive protein (CRP)
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level, thrombocytopenia, thrombocytosis, erythrocytosis, and
abnormal cardiac auscultation findings; and embolic events
have been reported.®’

Myxomas may mimic infective endocarditis, rheumat-
ic fever and miscellaneous infectious diseases, valvular heart
diseases, collagen tissue disorders, vasculitis, and cerebro-
vascular diseases.>® In this case, we present a case of FUO
caused by a left atrial myxoma.

CASE REPORT

A 67-year-old man was admitted to our department because
of fever, night sweating, fatigue, arthralgia, palpitations, and
coughing over the last 4 months. One month before the admission,
he was first admitted to another hospital where he was not
diagnosed and therefore transferred to our department. On physical
examination, the body temperature was 38.4°C; pulse rate, 88 beats
per minute; and blood pressure, 130/85 mm Hg. There was ac-
centuated second heart sound, but no cardiac murmur. Laboratory
tests showed hemoglobin, 9.1 g/dL; white blood cells, 7.3 x 10°/L
with a normal differential cell counts; platelet, 441 x 10°/L; in-
creased serum C-reactive protein (44 mg/dL); increased erythrocyte
sedimentation rate (75 mm/h); decreased serum iron (14 pg/dL);
and normal serum iron-binding capacity (203 pg/dL). Serum
ferritin level was also found as 152 ng/mL. The normal value for
males: 70—435 ng/mL was the reference range. Throat, urine,
blood, and fecal cultures were negative. Workup for infectious,
oncological, collagen tissue disorders were negative. Chest x-ray and
electrocardiography were interpreted as normal. Chest computed

FIGURE 1.

Thoracic tomography: A mass measuring 3 x 2.5 x
4.2 cm in its diameters within the left atrium.
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tomography with contrast showed a mass in the left atrium sizing
3 x 2.5 x 42 cm (Fig. 1). Transesophageal echocardiography
showed left atrial enlargement, left atrial mass originating from
interatrial septum prolapsing into the left ventricle during diastole.
The patient underwent a cardiac operation using cardiopulmonary
bypass, and his left atrial mass was excised (Fig. 2). Histological
examination revealed myxoma (Fig. 3). The patient’s fever returned
to normal level within 48 hours.

DISCUSSION

Although left atrial myxomas are very rare causes of
FUO, they may have a complicated clinical course, and
therefore, they should be considered in the diagnosis of FUO.

When associated with FUO, the diagnosis of left atrial
myxoma may take time; given the facts that cardiac myxomas
are rare’ and may present poorly with symptoms, therefore,
it is one of the last in a clinician’s list. The diagnosis of cardiac
myxoma presenting with FUO may take years.'® The time
frame between the initiation of symptoms and the diagnosis
was 4.5 months in our case.

Echocardiography, which is a widely available clinical
facility, can be used diagnostically when left atrial myxoma is
considered. Therefore, it is important to consider echocar-
diography to rule out cardiac myxomas when the diagnosis of
FUO is obscured. Echocardiography can also be considered
in patients presenting with symptoms such as palpitations
and cerebrovascular events. Notably, this approach also helps
to identify FUO caused by infective endocarditis. Although
transthoracic echocardiography is a less invasive method
which has a 95% sensitivity, transesophageal echocardiog-
raphy has 100% sensitivity and may locate the tumor location
more precisely.” Our case had nonspecific symptoms, then
the diagnosis was made with the aid of thorax computed
tomography and transesophageal echocardiography.

The cause of clinical and laboratory findings such as
fever, shivering, sweating, weight loss, increased erythrocyte
sedimentation rate, leukocytosis, and increased immuno-
globulin levels have not been fully understood. However,

FIGURE 2. Macroscopic morphology of the myxoma that
was excised by cardiac surgery.
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FIGURE 3. Histological specimen showing primitive mesen-
chymal cells in myxoid stroma (hematoxylin-eosin, original
magnification x100).

these findings had been linked to necrosis in the myxoma
and/or an immune response to tumor antigens.'' Serum pro-
tein electrophoresis could be used as a diagnostic test in
patients with myxoma,'? but sensitivity of serum protein
electrophoresis may be limited because of other causes of
hypergammaglobulinemia. It has been reported that the pro-
duction and release of a cytokine by the tumor itself may
be responsible for constitutional symptoms and laboratory
abnormalities. Interleukin 6 has been implicated.” Increased
interleukin 6 serum levels in patients with myxoma have been
reported. Moreover, a significant correlation between plasma
interleukin 6 level and tumor size was demonstrated.”*> In
addition, cell cultures stemmed from myxoma tissue have
revealed increased interleukin 6 mRNA levels.”

Infection of atrial myxoma is rare; overall, 40 cases
have been reported in the literature. Microorganisms infecting
the myxomas mostly are Streptococcus viridans (44%) and
Staphylococcus aureus (15%).” We did not identify any mi-
croorganisms from tissue or hemocultures. We believe that the
fever was tumor mediated in our case.’

In addition, myxomas may cause embolic complications
and sudden death. Therefore, when it is diagnosed, appropri-
ate therapy must be prompted. Surgical excision is exact
treatment of myxomas.” The fever of our patient returned to
normal level within 48 hours.

In conclusion, although it is a rare clinical association,
in cases of FUO, myxoma should be considered, and a full
cardiac evaluation, including echocardiographic workup,
should be performed.
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