	Supplementary Document 4: Main study assumptions and level of evidence

	Item
	Assumption / description
	Ref
	Level of evidence!

	Serum vitamin B12 test 

· sensitivity

· specificity
	Accuracy higher among those with clinical symptoms. The measures were based on a meta-analysis of studies that used clinical reference as the criterion standard.
	Ref # 8
	I

	Effectiveness of oral versus intramuscular treatment
	The oral and the parenteral regimens were assumed to be equally effective
	Ref # 26, 27
	I

	Safety of treatment with vitamin B12 supplements
	Treatment was assumed safe and well tolerated even among the very elderly
	Ref # 26, 27
	I

	Prognosis of fatigue
	It was assumed that fatigue would resolve gradually over time as based on a systematic review and on clinical expert opinion
	Ref # 22
	II

	Natural history of fatigue in patients with suspected vitamin B12 deficiency
	The natural history was based on clinical expert opinion
	-
	IV

	Efficacy measures of fatigue
	Based on clinical expert opinion we used the EuroQoL-5D multi-attribute utility instrument to assign utility scores
	Ref # 23, 24, 29
	IV

	Costs
	Pharmaceutical Benefits Scheme fees were considered, all in Australian dollars
	Ref # 19, 28
	N/A

	! Based on National Health and Medical Research Council (NHMRC) guidelines, reference # 4


