CASE REPORT
ENAIAPEPOYZA TEPIMTQLH

Fever of unknown origin as the only
manifestation of multiple myeloma
A case report

Infection is the most usual cause of fever in multiple myeloma (MM), but
only afew reports have described fever of unknown origin (FUO) as the first
manifestation of MM. We present the case of a 67-year-old female with FUO
as the only manifestation of MM. In contrast to previously published reports,
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our patient had no other signs of MM, such as hypercalcemia, renal insuffi-

ciency, anemia or bone lesions, nor was her fever attributed to an infection.
She presented with FUO, and was found to have leukocytosis, thrombocytosis
and raised C-reactive protein (CRP), and the diagnosis of MM was established
on bone marrow biopsy. After excluding the usual causes of FUO, therefore,

MM might also be considered in its differential diagnosis.

Multiple myeloma (MM) accounts for approximately 1
to 2% of all neoplasms and more than 17% of hematologi-
cal malignancies in the United States, whereas its annual
incidence is estimated at 4-5 cases per 100,000."? Patients
with MM usually present with anemia and bone pain, while
fever isa common manifestation of infections related with
immuno-paresis.?

Here we describe the case of a female who presented
with a fever of unknown origin (FUO) with none of the
frequent clinical or laboratory findings indicative of MM.

CASE PRESENTATION

A 67-year-old woman was referred to our tertiary hospital
with a 25-day history of fever up to 38.5 °C, with no other symp-
toms. She had been admitted to another hospital 10 days earlier,
where she was treated with broad spectrum antibiotics, but with
no fever resolution.
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The patient’s medical history included arterial hypertension,
diabetes mellitus (DM), hyperthyroidism, diverticulosis, choleli-
thiasis and osteoarthritis of the knee. She reported no symptoms
other than fever. On physical examination, no abnormal findings
were found except for a known systolic murmur (2/6) at the right
upper sternal border.

On admission to our department, complete blood count
revealed leukocytosis 14.2x10%L (neutrophils 68%, lymphocytes
21.3%, monocytes 9.1%, eosinophils 1.1%, basophils 0.3%), throm-
bocytosis (platelets 530x10°/L), hemoglobin (Hb) 12.2 g/dL, and
erythrocyte sedimentation rate (ESR) 48 mm/h. The peripheral
blood smear revealed rouleaux formation of the red blood cells.
Laboratory tests showed marked hypergammaglobulinemia (IgG
4.7 g/dL) and raised C-reactive protein (CRP), 350 mg/L (normal
range 0-6 mg/L).

Serial blood and urine cultures were sterile during her hospi-
talization and no antibiotics were administered. Serological tests
for viral and microbial infections were negative. Procalcitonin level
was normal, and extensive immunological tests were negative.
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Other tests showed: lactate dehydrogenase (LDH) 504 U/L (normal
range 115-230 U/L) and B2-microglobulin 3,508 pg/L (normal
range 700-3,400 pg/L). Full body computed tomography (CT) was
unremarkable and skeletal X-ray survey revealed no lytic lesions.
Transesophageal ultrasonography (US) of the heart was negative
for endocarditis. Temporal artery biopsy revealed no pathological
evidence of arteritis.

Despite the absence of anemia, renal failure and hypercalcemia,
MM was suspected because of the presence of rouleaux in the pe-
ripheral blood smear and hypergammaglobulinemia. Subsequent
tests revealed increased IgA levels (1,140 mg/dL, reference range:
82-453 mg/dL) and k/A chains ratio 3.65. Protein electrophoresis
revealed a monoclonal band in the gamma region and immuno-
fixation was consistent with the presence of IgA-k. Bone marrow
aspirate showed presence of plasma cells in a percentage of 17%,
but the bone marrow biopsy revealed 85% infiltration by immature
plasma cells of the IgA-k type, and the diagnosis of MM was made.
Based on the serum albumin of 2.9 g/dL and 32-microglobulin of
3,508 pg/L, the International Staging System (ISS) stage was Il. The
cytogenetic picture was normal (karyotype 46, XX), fluorescence
in situ hybridization (FISH) analysis for t(4;14), t(14;16) and delp53
was negative, but the raised LDH was consistent with revised-ISS
stage Il. Serum free k chains were 16.5 mg/dL and serum free A
chains were 1,470 mg/dL (ratio involved/uninvolved=89).

Because of the presence of bone marrow plasma cells 260%,
the patient was treated with bortezomib, cyclophosphamide
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and dexamethasone, with a plan to proceed to autologous bone

marrow transplantation.

DISCUSSION

In contrast to previously published reports,** we are
the first to describe a patient presenting with FUO as the
only manifestation of MM.

Our patient presented with fever, thrombocytosis and
marked elevation of CRP with no underlying infection.
These findings could be attributed to increased levels of
interleukin (IL)-6, which is often mentioned as the plasma
cell growth factor, plays a major role in the pathophysiology
of neoplastic fever, and induces increased thrombopoi-
etin production.® The neutrophilic leukocytosis noted in
our patient could be considered as a plasma cell-related
neutrophilic leukemoid reaction attributable to cytokine
release by neoplastic plasma cells.?

To the best of our knowledge, we are the first to report
FUO as the only manifestation of MM. Despite the limitations
of a single case report, along with the fact that an infectious
disease could not be definitely excluded, our findings could
endorse future studies to investigate whether MM should
be included in FUO differential diagnosis.
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MUPETOG AyvwoTNG AITIOAOYIaG WG N MOV EKSNAWGCN TOU TOAAATIAOU HUEAWMATOG:
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H Aoipwén gival n mAéov ocuvrOng attia mupeTol 6To MOANATIAG HUEAWHA. QOTOOO, AiyEG LOVO AVAPOPEG EXOLV TTEPI-

YPAWEL TOV TTUPETO AyvwoTng attiohoyiag (FUO) wg tTnv mpwtn eKSAAWGCN TOU TTIOANATIAOU HUEAWMATOC. MNapouvoidde-

Tal pla 67xpovn yuvaika pe FUO wg tn povn ekSAAwon Tou TOANATIAOU HUEAWMATOG. X€ avTiBeon PE TTPONYOUUEVEG

SNMOOCIEVOELG, N aocOevnG Sev gixe ANECG EKONAWOELG TTOANATIAOU MUEAWHATOG, OTTWG UTTEPACBECTIAIMIA, VEPPLIKN AVE-

TTAPKELQ, avallia, 00TIKEG BAABEC, OUTE O TTUPETOG TNG aTodOONKe o€ Aoipwén. AvtiBeTa, eppdavioe FUO, AeukoKUTTA-

pwon Kat OpoUBOKUTTAPWON. ZUVETIWG, LETA TOV ATTOKAEIONO TwV ouvNBIoUEVWY alTiwy Tou FUO, To TTOANATIAG HUE-

Awpa prmopei emiong va An@Bei urr’ oYiv otn Stapopikn Sidyvwaor) Tou.

Né&erg evpeTnpPiou: NMAACUATOKUTTAPIKO HUEAWUA, MOANATIAG pUEAWA, MUPETOG AyvwoTng attioloyiag
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