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Randomized controlled trials have investigated the 
potential of various medications to treat agitation 
in dementia. Many such trials include measures of 
cognitive performance. It is unclear whether cognition 
is significantly impacted in these trials. 

OVERALL EFFECT SIZE 
•	 Of the 138 full-text articles reviewed in detail, 18 met inclusion/exclusion criteria.

•	 Based on I2 (89%), heterogeneity was high so random effects models were used.

•	 Egger’s test did not reveal the presence of funnel plot asymmetry, intercept = 
-0.88, t = -0.62, p = 0.54.

•	 The overall effect of agitation treatment on cognitive performance  
was not statistically significant, SMD = -0.05 [-0.26; 0.16].

MODERATORS 
The effect sizes did not significantly differ 
based on type of cognitive test used.

•	 MMSE (n = 14) 
SMD = 0.01 [-0.02, 0.14]

•	 ADAS-COG (n = 3) 
SMD = 0.12 [-0.10, 0.35]

The effect sizes did not significantly differ 
based on duration of trial.

•	 24 hours up to 6 weeks (n = 10) 
SMD = -0.08 [-0.30, 0.13]

•	 6 – 16 weeks (n = 3) 
SMD = 0.00 [-0.33, 0.32]

SEARCH STRATEGY & SELECTION CRITERIA
Electronic databases, including PubMed, EMBASE, International Pharmaceutical 
Abstracts (IPA), clinicaltrials.gov, and the Cochrane Central Register of  Controlled 
Trials (CENTRAL), were systematically searched from inception to April 22, 2023, using 
a combination of keywords and Medical Subject  Headings (MeSH) terms including 
dementia, agitation/aggression, and trials. We also conducted a manual search by 
screening the reference lists of the included studies and recent reviews. 

We included placebo-controlled trials of pharmaceuticals that recruited  
individuals with dementia specifically for agitation/aggression issues and that  
included standardized cognitive assessment. Trials testing medications specifically 
designed to treat cognition (e.g., acetylcholinesterase inhibitors) were excluded.  

Medications investigated for treatment of agitation in dementia show no 
significant effect on cognition.

Including measures of cognition in agitation trials for dementia appears to 
unnecessarily burden participants and increase study costs.
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PURPOSE OF THIS STUDY
The purpose of this review and meta-analysis 
was to determine the extent to which various 
agents used to treat agitation may impact 
cognitive performance in these trials.

DATA ANALYSIS
Effect sizes were calculated using standardized mean differences (SMD) using R 
software, Version 4.0.3. Publication bias was assessed using funnel plots and Egger’s 
test of funnel plot asymmetry. Heterogeneity among studies was assessed with the I² 
statistic. Interpretation of the I² was made by assigning attributes of low, moderate, and 
high to the values of 0 to 25%, 50 to 75%, and more than 75%, respectively.1 Fixed effect 
meta-analysis was to be used if there was no substantial heterogeneity.  The random 
effects model was to be used if heterogeneity was present. The random effects model 
utilized the DerSimonian-Laird method for evaluation of within-study variance. Study 
methodology was pre-registered with Prospero (CRD42023414140).


