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Dear Editor, 

Fever of unknown origin (FUO) diagnosis and treatment presents 
a challenge to clinicians. Infections, malignancies and collagen 
vascular diseases are the most common etiologies of FUO[1]. Patient 
history, physical examination, imaging methods and invasive 
procedures are the steps to diagnosis. Improved radiological and 
nuclear techniques may provide important clues for diagnosis[2]. 
Nevertheless, a reappraisal of the patient history and repetition of 
the physical examination may prevent unnecessary interventions. 
Especially, autoimmune and autoinflammatory processes could 
be misleading when they conclude without a medical history.

Patients with prolonged fever and myalgia may use non-steroidal 
anti-inflammatory drugs (NSAIDs) to relieve symptoms. Non-
steroidal anti-inflammatory drugs may cause small intestine 
damage in addition to well recognized gastrointestinal side 
effects, such as acute erosive gastritis and duodenal ulcers[3]. 
Especially in the case of terminal ileum involvement, the clinician 
may focus on the FUO causes like malignancies, Crohn’s disease, 
and tuberculosis[4]. 

Herein, we report two cases of confirmed giant cell arteritis (GCA)  
which were complicated with small intestinal damage associated 
with prolonged NSAIDs use that mislead the clinicians to other 
FUO etiologies.

A 61-year-old man with the history of diabetes mellitus 
was admitted to our clinic with fever, night sweats, weight 

loss, weakness and headache lasted for four months. In that 
period, he had multiple, exhausting hospital admissions and 
various NSAIDs (especially diclofenac sodium) were prescribed 
for fever and headache. His physical examination was normal 
on admission. His white blood count (WBC) was 10100/mm3, 
hemoglobin level was 8.8 g/dL, C-reactive protein (CRP) was 
19.5 mg/dL (0-0.5 mg/dL), and erythrocyte sedimentation rate 
(ESR) was 56 mm/hour. Blood cultures yielded no growth of 
any microorganism. The fecal occult blood test was positive. 
On computed tomography (CT), the terminal ileum wall was 
thickened (Figure 1a). Tuberculin skin test was anergic and 
T-SPOT.TB test (Oxford Immunotech, Oxford, United Kingdom) 
was positive. Empiric anti-tuberculosis therapy was initiated with 
the preliminary diagnosis of gastrointestinal system tuberculosis 
but his fever continued during anti-tuberculosis treatment. 
Positron emission tomography/CT (PET/CT) was performed to 
detect occult malignancy. Positron emission tomography/CT 
revealed thickening and intense hypermetabolic involvement of 
the ileocaecal wall. An ulcerated lesion was seen on colonoscopy 
and biopsies were taken. On pathologic examination of the 
specimen, there was ongoing lymphoplasmacytic infiltration of 
the muscularis mucosa, granulation tissue and lymphoid follicle 
on the ulcer base. No evidence of tuberculosis was found by 
histopathological examination. His headache was worsened and 
his vision was blurred. The temporal artery biopsy was consistent 
with arteritis and, methylprednisolone (1 mg/kg) was started. 
Latent tuberculosis treatment with isoniazid 300 mg continued 
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for six months. The patient was discharged with a clinical 
and laboratory improvement. After one year of follow-up, his 
general condition went well and symptoms did not recur. 

The second case was a 62-year-old man presented with fever, 
night sweats, myalgia, and anorexia for two weeks. He had 
been diagnosed with osteoarthritis two years ago and received 
NSAIDs (dexketoprofen trometamol) for pain management. 
His physical examination was normal on admission. In the 
laboratory investigation, WBC was 31000/mm3 (neutrophilic 
leukocytosis), hemoglobin was 9.7 g/dL, CRP was 34 mg/dL (0-
0.5 mg/dL), and ESR was 96 mm/hour. Tuberculin skin test was 
anergic. Blood cultures were negative. Abdominal tomography 
revealed diffuse thickening of the cecum and terminal ileum 
(Figure 1b). Multiple aphthous ulcers were observed in the 
terminal ileum on colonoscopy and chronic active non-specific 
inflammation was defined in terminal ileum biopsy. Polymerase 
chain reaction (Qiagen, Hilden, Germany) of the sample for 
Mycobacterium tuberculosis complex DNA was negative. 
Despite hospitalization over a week, his fever continued. On the 
9th day of hospitalization, blurred vision occurred in the right 
eye for 15 minutes. Methylprednisolone (1 mg/kg) was started 
immediately in consideration of temporal arteritis. On the 13th 
day, lesions of purple coloured macules appeared in both toe 
tips and soles which were evaluated as vasculitic lesions. The 
patient, who was clinically responsive to methylprednisolone, 
was followed up for ten months without any complication.

Giant cell arteritis is chronic vasculitis of large and medium-
sized vessels. Giant cell arteritis prevalence increases with age 
especially among individuals older than 50 years. Diagnosis 
is made with the combination of symptoms, laboratory, 
imaging methods and invasive procedures[5]. Typical clinical 
manifestations are unexplained fever, headache, jaw 

claudication, scalp tenderness, and visual disturbances. Some 
patients may present with symptoms of polymyalgia rheumatica 
such as diffuse myalgia[5,6]. Pathology confirmed GCA in our first 
patient. In the second patient, sudden development of  visual loss 
on the course of long-lasting fever and polymyalgia has alerted 
us for GCA. After immediate methylprednisolone therapy, we 
observed clinical and laboratory response. Our rheumatologist 
concluded that the patient had GCA according to the clinical 
and laboratory findings because the patient refused to undergo 
biopsy after clinical recovery.

Unexplained long-lasting fever and myalgia may lead to NSAIDs 
use while the preclinical and clinical evaluation of GCA is 
ongoing. While clinicians are investigating long-lasting fever, 
CT and PET/CT scanning may be beneficial in establishing the 
diagnosis of GCA[7]. False-positive results of these tests, which 
can lead to unnecessary investigations and interventions, are 
a challenge. Our patients were investigated with CT and PET/
CT scanning before taking comprehensive patient history. Non-
steroidal anti-inflammatory drugs use of the patients was 
overlooked at the first evaluation. Terminal ileum involvement 
misled us to other possible causes related with FUO. 

Terminal ileum involvement is related to many diseases 
such as inflammatory bowel disease, malignancy, vascular 
ischemia, spondyloarthropathies, infiltrative diseases and drug 
intake[4,8]. Non-steroidal anti-inflammatory drug use seems to 
be associated with erosions, ulcers, strictures, perforations and 
diaphragms leading to obstructions of the ileocaecal region[3,9]. 
This risk is higher in elderly patients and long-term NSAID 
users. Mucosal abnormalities may be seen even in healthy 
individuals[10]. Thus, NSAID use should be questioned in case of 
terminal ileum involvement. 
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Figure 1. a) The wall of terminal ileum was thickened on axial oral contrast enhanced computed tomographic image (arrow). The lumen 
permits intestinal passage. b) On axial intravenous and oral contrast enhanced computed tomography, the wall of terminal ileum is thickened 
(arrow). There is also lineer hyperdensities at mesenteric fat (curved arrow)
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In conclusion, defining the symptoms correctly, careful history 

taking and detailed physical examination should be the first 

step while investigating FUO. In recent years, the presence of 

advanced imaging methods and invasive procedures is pushing 

doctors’ skills of clinical evaluation to background. Assessment 

of the patient history without being influenced by imaging 

methods is the most important parameter to the diagnosis.
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