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Introduction. The prevalence of potentially inappropriate medications and futile medications in patients with life-limiting illnesses is high and is associated with poor patient outcomes by increasing the risk of polypharmacy (Graca et al, 2020). As it in turn is associated with increased medication side effects, adverse drug reactions, falls, fractures, and physical and functional impairments, polypharmacy can impact quality of life and performance capacity (Fried et al, 2014). 
Aim. The aim of this systematic review was to synthesise the evidence in relation to the effect of polypharmacy and futile medications on performance status, activities of daily living, dignity and quality of life in palliative care patients. 
Methods. Embase, MEDLINE, PsycINFO, Web of Science and Google Scholar were searched extensively using keywords from inception to the 1st of April 2024 to identify relevant studies. Studies were included if patients received palliative care or had a life-limiting illness. Comparator groups included patients experiencing polypharmacy or who were taking at least 1 ‘potentially inappropriate’ or ‘futile’ medication and at least one outcome of interest was reported. 
Results. A total of ten clinical studies met the eligibility criteria. Two studies measured performance status (2/10, 20%), three studies measured activities of daily living (3/10, 30%), and seven studies measured quality of life (7/10, 70%) with some studies measuring multiple outcomes. While most studies showed patients who experienced polypharmacy or continued ‘futile’ medications had poorer item scores statistically, only three studies (3/10, 30%) found these changes to be clinically significant. 
Discussion. Numerous studies highlighted the interaction between polypharmacy and futile medications on the listed outcomes in terms of item scores, though certain issues such as multiple morbidities and different life expectancies warrant careful consideration. Though some studies showed polypharmacy contributed to worsening clinical outcomes for patients, a strong conclusion could not be made based on the results about the clinical significance.
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