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Identify the Trigger 
Based on patient 
situation/learner 

 
A learner makes the common pitfall of proposing an inappropriately broad differential diagnosis for a pediatric 
patient with fever of unknown origin. Example: A learner proposes familial Mediterranean fever in a patient who 
has never demonstrated a cyclic history of fever and who doesn’t have a family history of that disorder. 

 

 
High-Yield Teaching Points 
What do they need to know 
that will impact their care of 

patients? 

 

1) There is no consensus definition for pediatric FUO. One definition is a daily fever (a daily temperature of 
≥38.0°C) for more than seven days after some reasonable history, exam, or lab evaluation has failed to produce 
a diagnosis; one week is usually when viral etiologies of fever resolve. 

2) While it is always wise to consider a broad differential diagnosis, it is also key to avoid the “FUO rabbit hole.” 

Taking a focused approach is usually superior to a shotgun approach. Part of the evaluation should center on 

ruling out “don’t miss” diagnoses. 

3) Usually the diagnosis is an uncommon presentation of a common disease. Clues to the diagnosis are frequently 

present in the history or physical exam but are not elicited or are under-appreciated. These clues may become 

apparent later with the benefit of time as the patient’s course evolves. There should be a plan to ensure 

patient safety and have appropriate follow-up until the fever process resolves or reveals itself. 

 

Identify EBM 
Find your sources and 

specific evidence 
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Describe Strategy 
Interactive, analogies, visuals 

  
Round robin: Have learners take turns naming “common” and “don’t miss” diagnoses that could present the way 
the patient does based on history and physical exam. 

Keep Script Brief 
3-5 minutes; what are your 

key points 

 
Preceptor: “What diagnoses could be the most harmful if not considered early in the evaluation? Which diagnoses 
are common causes of FUO? Let’s take turns naming diagnoses that could apply to our patient.” Let all learners 
contribute. Offer reinforcing feedback for each response. 
General rules: 

• The theoretical differential diagnosis is extensive and includes infectious and non-infectious causes. 

Infectious causes may be divided into viral, bacterial, and parasitic etiologies. Non-infectious causes include 

autoimmune, oncologic, iatrogenic, familial, and idiopathic etiologies. 

• That said, there is not a single set of diseases or syndromes that should be considered in every patient with 

FUO, and it is also not usually useful to consider every theoretical possibility that can cause fever in every 

patient. 

• In the opinion of this author, “don’t miss” and/or common processes to consider include UTI, pneumonia, 

Bartonella, EBV and CMV, Kawasaki, HIV, tuberculosis, infectious endocarditis, osteomyelitis, inflammatory 

bowel disease, abscess, systemic JIA, and malignancy. There may be many other possibilities to consider 

depending on the clinical context. 
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