	Supplementary Document 3:  Algorithm for the management in general practice of new unexplained fatigue# as the only symptom: focusing on cobalamin deficiency


	
	
	
	Medical history and physical assessment
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	Order appropriate and specific diagnostic tests

	
	
	
	
	
	Abnormal findings


	Yes
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	No
	
	
	
	
	
	

	No known history of chronic illnesses^:

Order blood glucose, creatinine, haemoglobin, mean cell volume (MCV), and thyroid stimulating hormone (the latter only for women)
	
	With known history of chronic illnesses^:

Order tests listed on left together with blood tests as relevant: electrolytes, liver function tests, magnesium (for patients taking diuretics or proton pump inhibitors), creatine kinase (for those taking statins), and urine test for protein

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	Order appropriate and specific diagnostic tests!

	
	
	
	
	
	Positive findings
	Yes
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	No
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	Re-assess after 1 month. If still fatigued,
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	Reorder full blood count, kidney and liver function tests, blood electrolytes, and thyroid stimulating hormone (last done for all) and depending on patients’ characteristics (i.e. age) consider cobalamin deficiency
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	Serum cobalamin
	Pros
	Easily accessible and cheap, sensitive in clinical deficiency

	
	
	
	Cons
	Variation in reference interval, not reliable in subclinical deficiency, low specificity

	
	
	
	
	

	Serum holo-TC
	Pros
	Sensitive

	
	
	
	Cons
	Debatable specificity

	
	
	
	
	

	   Serum MMA
	Pros
	Highly sensitive

	
	
	
	Cons
	Expensive, debatable specificity

	
	
	
	
	

	   Serum  total Hcy
	Pros
	Highly sensitive

	
	
	
	Cons
	Sampling handling is required, low specificity



	Abbreviations: MMA (Methylmalonic acid, Hcy (Homocysteine), holo-TC (holo-transcobalamin)
# Complaints are considered new if they have not been presented to the GP within the previous 6 months.

^ Major chronic illnesses (based on expert opinion) include: diabetes mellitus, coronary artery disease, hypertension, chronic obstructive pulmonary disease, cancer survivors, and chronic alcoholism.

! Specific diagnostic tests may include testing for cobalamin deficiency if suspected by the treating GP (e.g. if macrocytic or normocytic anaemia found).
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