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Introduction 

One of the problems most frequently encountered in medical practice is 
thediagnosisof prolonged fever, with or without local signs of disease. 
Thisproblem confuses both the physician and the patient. 
 
 
Unlike the 1910's when most cases of FUO were restricted to a few infectious 
diseases, the differential diagnosis for FUO today comprises over 200 disorders 
and is among the longest of any condition in medicine. Fortunately, a meticulous 
history, a thorough physical examination, the use of investigative procedures, and 
constantreassessment of the evidence will usually reveal the cause of the patient's 
fever. A valuable measure is to know how to apply available diagnostic tools 
appropriately and knowing when careful patient observation is better than further 
investigative or therapeutic intervention.(Dykewic, 2003). 

 

Most febrile conditions are readily diagnosed on the basis of presenting symptoms 
and a problem-focused physical examination. Occasionally, simple testing such as 
a complete blood count or urine culture is required to make a definitive diagnosis. 
Viral illnesses (e.g., upper respiratory infections) account for most of these self-
limiting cases and usually resolve within two weeks.(Dykewicz, 2003). 

 

Fevers of unknown origin (FUO) were first described in 1961 by Petersdorf and 
Beeson, when the pair outlined 100 patients that presented with FUO. Their 
research is best remembered for establishing the three criteria that define FUO. 
First, a minimum measured temperature of 38.3ºC was required. Secondly, the 
febrile states should occur on several occasions over a period of at least three 
weeks. Finally, a minimum of one week of investigations was required to allow 
adequate time for test results to return.(Petersdorfand Beeson,1961). 
 
 
 
0TThe modern definition of FUO is based on modifications around these criteria. 
These adaptations take into account four specific patient subtypes: classic, 
nosocomial, immune deficient (neutropenic), and HIV–associated 0T.0T In addition to 
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having a documented fever of 38.3ºC, each category has a different set of criteria 
and list of likely causes. 
 
 

1. Classic FUO - When temperature > 38ºC (>101ºF) recorded on several 
occasions occurring for more than three weeks in spite of investigations on 
three outpatient visits or three days of stay in hospital or one week of 
invasive ambulatory investigations is called classic FUO. 
 

2. Nosocomial FUO - When temperature more than >38.3ºC(> 101°F) is 
recorded on several occasions in a hospitalized patient who is receiving 
acute care and in whom infection was not manifest or incubating on 
admission is called nosocomial FUO. Three days of investigations including 
at least two days incubation of cultures, is the minimum requirement for this 
diagnosis. 

 
3. Neutropenic FUO - When temperature of > 38.3ºC (>101ºF) on several 

occasion is observed in a patient whose neutrophil count is less than 
500/microliter or is expected to fall to that level in 1 or 2 days is called 
neutropenic FUO. This diagnosis should be considered when investigation 
including at least two days of incubation of cultures. It is also called 
immunodeficient FUO. 
 

4. HIV associated FUO - When temperature of > 38.3ºC (>101ºF) on several 
occasions is found over a period of more than 4 weeks for our patient or 
more than three days for hospitalized patients with HIV infection is called 
HIV associated FUO. This diagnosis is considered if appropriate 
investigations over three days including two day of incubation of cultures 
reveals no source.(Durack and Street, 1991) 

 
 
The differential diagnosis for FUO can be divided into four suggested classes: 
infection, malignancy, collagen vascular disease, and 
miscellaneous.(ArnowandFlaherty, 1997). 
 
 The following table outlines the proportion each class contributes, and provides 
the most common etiologies within each. 
 
 
 


