
High pharmacological burden, specifically STOPPCog exposure, is a significant determinant of cognitive risk in older adults, 

emphasizing the importance of medication quality over quantity.
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Potentially inappropriate medications 

for cognition represent a relevant 

modifiable risk factor for cognitive 

vulnerability in older adults. The 

STOPPCog criteria capture exposure to 

drugs with anticholinergic and sedative 

properties, indirectly reflecting systemic 

cholinergic burden. Experimental and 

observational studies suggest that 

reduced acetylcholinesterase activity is 

associated with poorer performance in 

memory, attention, and executive 

function, even among non-demented 

older adults. However, the clinical-

pharmacological profile and 

determinants of STOPPCog exposure in 

real-world outpatient populations remain 

insufficiently described. This study aims 

to estimate the prevalence of 

STOPPCog exposure and to investigate 

its clinical and pharmacological 

determinants among older adults 

attending a clinical outpatient service.

The main demographic and 

pharmacotherapeutic characteristics, together 

with the distributions of STOPP-Cog 

medication use and cognitive status, are 

presented in Figures 1–3.

Participants using STOPP-Cog medications 

had poorer cognitive performance and greater 

pharmacological burden than those without 

STOPP-Cog medication use (p<0.001; Figure 

5).

Pareto analysis showed that the top 20% of 

patients accounted for 77% of the total Drug 

Burden Index (DBI). STOPP-Cog medication 

users were more likely to belong to this high-

burden subgroup than non-users (34.9% vs. 

14.2%; Figure 6).

Pharmacological burden was the strongest 

factor associated with STOPP-Cog medication 

use. Both DBI and total number of medications 

were independently associated with a higher 

prevalence of cognitive-risk medication use, 

identifying potentially modifiable targets for 

medication review (Figure 7).

STOPPCog exposure identifies a distinct 

and clinically meaningful pharmacological 

phenotype characterized by high and 

concentrated anticholinergic/sedative 

burden. The strong attenuation of the 

medication count effect after DBI 

adjustment highlights pharmacological 

quality, rather than quantity alone, as the 

primary determinant of cognitive risk.

These findings support STOPPCog as a 

practical tool to identify high-impact 

targets for deprescribing interventions in 

outpatient care.
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Figure 2 - Summary of the main 

demographic and pharmacotherapeutic 

characteristics of the study population.

Figure 7. Forest plot showing 

adjusted prevalence ratios 

(PRs) and 95% confidence 

intervals estimated using 

Poisson regression with robust 

variance.

Figure 5 - Kernel density curves 

showing the estimated 

distribution of Montreal Cognitive 

Assessment (MoCA) scores 

among older adults according to 

exposure to STOPP-Cog 

medications.

This cross-sectional followed the EMERGE

checklist and included 597 individuals. After

ethical approval, all individuals were informed

about the study goals and signed an informed

consent prior to any procedure. The resumed

method is shown in figure 1.

Figure 3 -  Distribution of participants 

according to exposure to medications 

potentially inappropriate for cognition 

based on the STOPP-Cog criteria.

Figure 4 - Distribution of participants 

according to cognitive status based on 

the Montreal Cognitive Assessment 

(MoCA).

Figure 6. Scatter plot 

showing the relationship 

between the number of 

medications and Drug Burden 

Index (DBI) according to 

STOPP-Cog exposure.
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Figure 1 – Study workflow and analytical strategy.

Poisson Regression addressed potential 

factors associated with STOPPCog 

exposure. Additionally, Pareto analysis 

identified individuals with the highest 

pharmacological burden who may benefit 

from targeted medication review.
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