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Impact of diabetes and metformin use on B-vitamin status and cognitive
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Diabetes is estimated to affect 422 million people worldwide, and this is predicted to double by 2035(1). Diabetes and the use of met-
formin has been associated with lower status of B12, but no study to date has considered the relationship between diabetes and met-
formin with all the relevant B-vitamins involved in one-carbon metabolism. This is relevant, especially in older age, because low status
of vitamin B12, folate and the metabolically related B vitamins (vitamin B6 and riboflavin) have been independently linked with cog-
nitive dysfunction(2), an emerging co-morbidity of diabetes(3). The aim of this investigation was to examine whether diabetes and/or
metformin use was associated with adverse effects on vitamin B12 and the metabolically related B vitamins, and to examine the rela-
tionship with cognitive dysfunction.

Participants from the Trinity, Ulster, Department of Agriculture (TUDA) Ageing Cohort Study (⩾60 years, n 4904) were classified
as: normoglycaemic (n 3563) or hyperglycaemic, either with (n 315) or without (n 1026) metformin treatment, based on glycosylated
haemoglobin (HbA1c) level ⩾ 42 mmol/mol. Cognitive performance was assessed using the Repeatable Battery for the Assessment of
Neuropsychological Status (RBANS) and the Frontal Assessment Battery (FAB). Hyperglycaemia was associated with a greater risk
of vitamin B6 deficiency while metformin use exacerbated this risk and was also associated with an increased risk of vitamin B12
deficiency; the latter effect was not seen in hyperglycaemia without metformin use (Table). No significant associations were seen
for folate or riboflavin and hyperglycaemia or metformin use. Hyperglycaemia was also associated with an increased risk of cognitive
dysfunction, particularly among participants aged 60–75 years, as measured by Frontal Assessment Battery, with (OR: 1·67; 95 %
CI 1·15–2·42; P 0·007) or without (OR: 1·38; 95 % CI 1·11–1·73; P 0·004) metformin use.

Binary logistic regression was performed with adjustment for age (years), gender, BMI, creatinine, B-vitamin supplement usage,
and relevant drug use (proton pump inhibitors, H2-antagonists and other anti-diabetic drugs).1Low status of B12 is serum B12
⩽185pmol/L and vitamin B6 is plasma pyridoxal 5-phosphate <30·0 nmol/L. Abbreviations: CI, Confidence Interval; OR, Odds
Ratio.

These results show that older adults with or at-risk of diabetes (HbA1c level ⩾ 42 mmol/mol) are at a significantly greater risk of
B-vitamin deficiency and have poorer cognitive health, especially if taking metformin. The promotion of regular fortified foods such
as breakfast cereals as a source of bioavailable B-vitamins may be beneficial in this at-risk group. Further research is warranted to
explore the relationship between diabetes, metformin, B-vitamin status and cognitive health in ageing.
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Vitamin B12 deficiency1 Vitamin B6 deficiency1

OR 95 % CI P value OR 95 % CI P value

Normoglycaemic (Reference category)
Hyperglycaemic 0·943 0·789–1·126 0·516 1·246 1·014–1·531 0·036
Hyperglycaemic and on metformin 1·517 1·119–2·056 0·007 1·568 1·093–2·249 0·014
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