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ONE LESS TO WORRY ABOUT
Goldstein FC, Steenland K, Zhao L, et al. 
Proton pump inhibitors and risk of mild 
cognitive impairment and dementia. J Am 
Geriatr Soc 2017. doi: 10.1111/jgs.14956 
[Epub ahead of print].

This observational, longitudinal study 
included 10 486 individuals over the age 
of 50 years with a baseline diagnosis 
of normal cognition or mild cognitive 
impairment (MCI), who made two to six 
annual visits to the National Institutes 
of Health supported Alzheimer’s Disease 
Centers. Participants received detailed 
annual neuropsychological evaluation. 
Regarding use of proton pump inhibitors 
(PPIs), 844 participants took them at  

every visit, 1925 took them intermittently, 
and 7677 never took them. 
 The researchers used multivariate 
Cox regression analyses to evaluate the 
association between PPI use and annual 
conversion of baseline normal cognition 
to MCI or dementia, or annual conversion 
of baseline MCI to dementia. They 
controlled for demographic characteristics, 
vascular comorbidities, mood, and use 
of anticholinergics and H2-receptor 
antagonists (H2RA). 
 The results showed that continuous 
(always versus never) PPI use was associated 
with lower risk of decline in cognitive 
function (Hazard Ratio [HR] 0.78, p=0.005) 
and lower risk of conversion to MCI or 
Alzheimer’s disease (HR 0.82, p=0.03). 
Intermittent use was also associated with a 
lower risk of decline in cognitive function 

(HR 0.84, p=0.001) and risk of conversion to 
MCI or AD (HR 0.82, p=0.001).
 This study also found that H2RA use 
reduced the risk for cognitive decline.

Two previous studies have suggested a 
detrimental effect of PPIs on cognition,1,2 
causing anxiety due to the number of 
people now using PPIs regularly, itself 
partly related to the increase in obesity 
and reflux oesophagitis occurring in our 
society. PPIs are also readily available 
over-the-counter. 
 This study has been well conducted 
using a well-phenotyped sample of 
individuals in academic medical centres. 
Previous investigations in relation to 
this link included older patients in 
primary care and relied on databases for 
diagnoses made by a diverse group of 
practitioners. They also did not adjust 
for alcohol use or family history of 
hypertension. This may have confounded 
the results.
 The bottom line from this study 
is that the link between PPIs and an 
increased risk of dementia may be one 
less thing to worry about. 
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