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	Illness or hospitalization
	Patient population
	Average age (yrs)
	Results
	Country of study

	Baker 1987 [1]
	370 pat’s with alcoholic hepatitis
	N.A.
	Increased serum B12 in alcoholic hepatitis associated with higher disease severity and mortality
	USA

	Salles 2005, 2008 [2, 3]
	488 consecutive geriatric admissions
	84.7
	Higher B12 > 400 pmol/l predicted mortality adjusted for sex and presence of cancer (both publications same cohort of patients)
	France

	Tal 2010 [4]
	1570 pat’s > 65 yrs
	81.6
	Higher serum B12 >350 pmol/l at hospitalization associated with greater in-hospital mortality
	Israel

	Sviri 2012 [5]
	663 pat’s critically ill and admitted to ICU
	60.4
	High serum B12 associated with increased mortality, 1719 pg/ml in non-survivors vs 1003 pg/ml in survivors; B12 concentrations positively correlated with severity of illness (APACHE II score).
	Israel

	Bayir 2010 [6]
	87 pat’s with ischemic stroke
	65
	Low serum B12 associated with higher mortality
	Turkey

	Dou 2012 [7]
	105 pat’s acute-on-chronic liver failure, 44 controls
	47.2 (pat’s); 45.3 (controls)
	Elevated B12 concentrations associated with increased severity of liver disease and 3-month mortality rate
	China

	Jammal 2013 [8]
	3702 hospital admissions
	74.2
	High serum B12 associated with tumors, malignant hematologic diseases, metastasis, liver metastasis, liver carcinoma (LC), liver tumors other than LC, and lymphoma; low B12 associated with myeloma
	France

	Callaghan 2014 [9]
	1684 ICU admissions
	67.7
	No significant association between serum B12 and mortality after adjustment for liver function and liver disease
	USA

	Van der Wal 2015 [10]
	610 pat’s with chronic heart failure
	68
	In multivariable proportional hazard models, serum B12 concentrations (in quartiles)  not associated with prognosis
	Poland, Netherlands, Spain

	Cappello 2016 [11]
	1373 pat’s w. malnutrition
	66.7
	Almost half had malignancy, 12% GI disease; increased serum B12 > 1000 pg/ml associated with increased mortality, as was recent weight loss, increased CRP, low prealbumin and impaired renal function
	Italy

	Soohoo 2017 [12]
	12968 hemodialysis pat’s 
	63
	Higher serum B12 (>550 pg/ml) associated with increased mortality adjusted for age, sex, ethnicity, several comorbidities, BMI, extensive laboratory variables, appears not to be dose-dependent
	USA

	Cardiovascular
	
	
	
	

	Hung 2003 [13]
	2950 participants to the 1969 survey
	48
	No relation of (low or high) serum B12 with CHD death and CVD
	Australia

	Van Oijen [14]
	211 post-CCU pat’s
	66.9
	High plasma homocysteine, but not low serum B12, increased the risk of cardiovascular morbidity and mortality in pat’s with ischemic heart disease
	Netherlands

	Dangour 2008 [15]
	853 community-dwelling adults aged >75 yrs
	78.7
	No association of serum B12 with mortality adjusted for age, sex, diabetes, history of CVD, cancer, smoking, alcohol, physical activity, homocysteine, folate
	United Kingdom

	Rafnsson [16]
	7345 participants / pat’s
	48.4 - 79.0
	Meta-analysis of 7 cohort studies: very limited evidence that vitamin B12 deficiency predisposes to the risk of mortality and morbidity from either cardiovascular diseases or diabetes in adults (meta-analysis included also [13]
	USA, UK, Netherlands, Germany, Australia

	Robinson 2011 [17]
	466 community-dwelling elderly 
	75.4
	Serum B12 (quartiles) not associated with 3-yr all-cause mortality, while age, gender, and history of CVD / stroke were strongly associated
	Ireland

	Gopinath 2012 [18]
	3010 population-based participants
	67.0
	Serum B12 (quartiles) not associated with CHD and all-cause mortality adjusted for BMI, smoking, alcohol, poor self-rated health, walking disability, qualifications, renal function, presence of hypertension and/or diabetes, history of cancer or cardiovascular disease
	Australia

	Gonzalez 2007 [19]
	215 participants > 60 yrs from elderly care institutions
	75.1
	No significant association of serum B12 with mortality adjusted for age, sex, smoking habit, BMI and cognitive score
	Spain

	Mendonca 2018 [20]
	753 participants 85+ yrs
	
	Higher serum B12 associated with increased all-cause and cardiovascular mortality, adjusted for sex, education, disease count, Mini-Mental State examination score, BMI, physical activity, smoking, alcohol intake; but serum B12 <170 pmol/l was taken as reference group
	United Kingdom

	Pusceddu 2019 [21]
	3316 participants undergoing coronary angiography
	63.5
	Low and high serum B12 was associated with mortality, but this association lost significance after adjustment for potential confounders. In participants with high serum B12 mortality might be related to increased inflammation.
	Germany

	Flores-Guerrero 2020 [22]
	5571 population-based albuminuria-enriched cohort
	53.5
	Positive association of higher serum B12 with all-cause mortality adjusted for age, sex, education, ethnicity, comorbidities, smoking, alcohol, history of cancer and CVD, several laboratory variables
	Netherlands



* Note: serum B12 concentrations are given either as pg/ml or pmol/l (Conversion Factor: B12 (pg/ml) x 0.738 = B12 (pmol/l)
BMI, body mass index; CHD, coronary heart disease; CVD, cardiovascular disease; ICU, Intensive Care Unit.
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