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Introduction. Cholinesterase inhibitors (ChEIs) and memantine currently remain the primary symptomatic treatments for dementia. While these medications may offer modest benefits in cognition, function, and behaviour, they are not disease-modifying and carry potential risks, particularly with prolonged use. There is a need for clear evidence-based deprescribing guidance to support the appropriate use of these medications. 
Aims. To evaluate the outcomes of withdrawal of ChEIs and/or memantine compared with continuation to inform the development of deprescribing recommendations for inclusion in the update of Australia’s National Dementia Clinical Practice Guidelines (CPG) 2026. We conducted an updated systematic review of deprescribing of ChEIs/memantine.
Methods. We systematically searched CENTRAL (Ovid), MEDLINE and Embase databases (July 2016─2025), supplemented by hand-searching. We uniquely include both randomised controlled trials (RCTs) and non-randomised studies of interventions (NRSIs) to balance the strengths and limitations of diverse evidence sources and clinical relevance. For inclusion in the new CPG, additional criteria and an algorithm were explicitly designed to determine the appropriateness of including NRSIs. Risk of bias was assessed using the latest Cochrane RoB and ROBINS-I v2 tools. 
Results. Our new search identified 3,039 records, with 74 full texts reviewed and 10 studies included. In the original 2016 systematic review, 5,787 records were screened, 265 full texts assessed and 50 studies included. Therefore, a total of 60 eligible studies were identified (11 RCTs and 49 NRSIs). Applying our NRSI eligibility criteria and algorithm developed, 30 studies (11 RCTs and 19 NRSIs) were retained. The most common reasons for excluding NRSIs are being at critical risk of bias, mainly due to inadequate comparators and unaddressed confounding. 
Discussion. This systematic review represents the most comprehensive and up-to-date global evidence on deprescribing ChEIs/memantine and will inform the development of recommendations for the updated Dementia CPG. These recommendations will support the appropriate deprescribing of ChEIs/memantine. The innovative method of determining eligibility of NRSIs will maximise the utilisation of available evidence to inform deprescribing recommendations, while ensuring methodological robustness and quality of the evidence.
