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Etiology of enhanced body temperature
in patients admitted due to fever of unknown origin:
analysis of 100 consecutive cases
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Dear Sirs,

Fever can be defined as a body temperature higher than 38.3°C [2]. Regular temperature should be
36.6°C but it can fluctuate depending on the place and time of measurement. An increase in
temperature may be due to many internal and external factors. Fever-inducing substances are called
pyrogens. The most common pyrogens are bacterial endotoxins, cytokines such as interleukin-1, tumor
necrosis factor-a, interleukin-6 and interferons. Common occurrence of these pyrogens is the reason
why fever is one of the most common symptom in adult patients in outpatient clinics. Most cases of
febrile conditions are easy to diagnose. Careful history taking and physical examinations are enough to
know the cause of the fever. Sometimes fever higher than 38.3°C on several occasions lasted at least
3 weeks without detectable etiology and then it is called fever of unknown origin (FUO).

FUO was described for the first time by Petersdorf [7]. Later the FUO definition was modified by Durack
and Street [3] who classified FUO into four types: classic, nosocomial, immune deficiency-related, and
human immunodeficiency virus-related. The definition and etiology of the latter three types is rather well-
known and it is difficult to consider them as FUO. Classic FUO is the most common type of FUO in
inpatients and outpatients. The most common causes of the classic FUO are infections, malignancy and
systemic diseases of the connective tissue (so-called collagen diseases).

The study was designed to analyze cases of fever in patients hospitalized in the Department of
Internal Medicine and Rheumatology, Medical University of Silesia in Katowice admitted with
a preliminary diagnosis of FUQ.

One hundred consecutive cases of patients with classic FUO admitted from January 1, 2004 to June
30, 2004 were analyzed. The group consisted of 26 men and 74 women. Patients with neutropenia, HIV
infection and those with nosocomial infections were excluded from the study.

The cause of FUO was revealed in 95 patients, and the remaining 5 ones were diagnosed as FUO
after hospitalization. Table 1 summarizes causes of fever in our patients.

Systemic inflammatory connective tissue diseases were the most common cause of FUO in patients
referred to the hospital as FUO (35%) in the investigated patients. Together with vasculitis they account
for almost half of the patients. The cause of FUO in the remaining 3 cases was related to a great variety
of etiological factors as summarized in Table 1. Infections are considered to be the most common cause
of FUO [4, 8] although in our study infections have been found to cause FUO only in 7 patients. Despite
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Table 1. Causes of fever in one hundred consecutive patients admitted due to fever

Cause of fever Incidence

Systemic lupus erythematosus, systemic sclerosis, dermatomyositis, polymyositis,
rheumatoid arthritis, Still's disease, Sjogren’s syndrome, mixed connective tissue disease, 35
overlap syndrome

Vasculitis 14

Seronegative spondyloarthropathy (ankylosing spondylitis, psoriatic arthritis, 7
arthritis associated with Lesniowski-Crohn’s disease)

Infections (pneumonia, urinary, Chlamydia, Borrelia) 7
Arthritis of unknown etiology 7
Neoplastic diseases (lymphoblastic leukemia, myelodysplastic syndrome) 2
Other detectable causes (osteoarthritis, enthesopathy, hepatic cirrhosis, 23

ulcerative colitis, sarcoidosis, phlebitis)

Cause unknown 5

several diagnostic efforts (blood cultures, urinary cultures, immune tests, x-ray studies, ultrasonography,
computer tomography, magnetic resonance) in 5 cases of FUO the etiology of fever remained unknown.

Rheumatic diseases have been listed as the third cause of FUO and recently as the second cause [6];
in our patients they were found to be the most common cause in the patients’ group with FUO. Fourteen
patients were diagnosed as rheumatoid arthritis. Still’s disease, one of the well-known causes of FUO
[5] was noted only in 1 patient. Systemic lupus erythematosus was the most commonly diagnosed
systemic connective disease (8%), often described in literature as the disease characterized by fever as
one of the first symptoms [1]. Fever in patients with systemic lupus erythematosus can be found during
several months without any other symptoms of the disease. Other rheumatic diseases often diagnosed
in the investigated patients were seronegative spondyloartropathies (7%), unclassified connective
tissue diseases (5%), polymyositis (2%), overlap syndromes (2%), systemic sclerosis, dermatomyositis,
Sjogren’s syndrome in 1%. No case of temporal arteritis was noted although the disease is described in
literature as a common cause of FUO [8].

Diagnostics of fever is a difficult and expensive medical problem. It is necessary to use many
investigations and methods to diagnose FUO. Infections, neoplastic diseases and rheumatic diseases
were shown to be the most common causes of FUO. At present, an increased incidence of rheumatoid
diseases as a cause of FUO is observed. This phenomenon has been confirmed in our study.
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