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No plausible mechanism to explain a potential association 
between diet drinks consumption and stroke or dementia 
 

ISA statement in response to Pase et al. observational study and AHA 
Press Release 
 

Having reviewed this paper by Pase et al.1, the International Sweeteners 
Association (ISA) highlights this is yet another observational study providing no 
evidence and no plausible mechanism for a causal relationship between 
diet drinks’ consumption and health indices, in this case stroke and 
dementia.  
 
Indeed, the authors provide no possible mechanism to explain the associations 
found in this analysis between diet drinks’ consumption and stroke or dementia. 
Importantly, there is also no evidence in the scientific literature or data from 
clinical trials whatsoever to support these theories.    
 
Observational studies, by their nature, cannot and do not establish 
causation. The possibility of reverse causality cannot be excluded in this study, 
while an extensive number of residual and unmeasured confounding factors 
may well be responsible for potential associations found in this type of 
observational studies. Indeed, for example in this study by Pase et al., when 
prevalent hypertension, the single most important stroke risk factor, was taken 
into account in the statistical analysis, the association between diet drinks and 
incident all-stroke was already attenuated. Similarly, the magnitude of the 
association of diet drinks with dementia decreased further when the authors 
considered the influence of diabetes as a potential confounding factor. 
 
Furthermore, with regards to the limitation of this study, it is important to note 
that the findings of this analysis are based on a small group of 97 cases of 
incident stroke and 81 cases of dementia out of a total of 2888 participants aged 
over 45 and 1484 participants over 60 who were included in the analysis for 
incident stroke and dementia, respectively. Finally, the data were collected with 
a self-reported food frequency questionnaire (FFQ) to obtain dietary intake data, 
which may be subject to recall bias thus introducing error into the estimated 
models, as acknowledged by the authors. 
 
While the findings in Pase et al. publication are only based on statistically 
observed associations, there is an established and strong bank of scientific 
evidence from clinical studies demonstrating that low calorie sweeteners and diet 
drinks containing them can be a useful tool in sugar and energy reduction, 
when used in place of sugar.  
 
At a time when obesity (a major risk factor for cardiovascular diseases including 
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stroke) and diabetes rates (a known risk factor for dementia) continue to 
increase worldwide, it would be unfortunate and dangerous from a public health 
perspective if people were to be discouraged from using low calorie sweeteners 
as a safe and effective means of reducing and maintaining their weight2, as well 
as of managing blood glucose levels3.  
 

For more information on low calorie sweeteners, please visit 
www.sweeteners.org or contact the ISA Secretariat by clicking here. 
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