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	Title: Safety and Efficacy of Psilocybin in the management of Treatment-Resistant Depression (TRD): A Systematic Review
	JBI Centre: The Wits-JBI Centre for Evidence-Based Practice
	Reviewer Name: Chloë Walters 
	Email address of the Primary Reviewer: 1843883@students.wits.ac.za
	Question: Is psilocybin compared to control interventions (e.g. standard care) safe and effective in managing depresisve symptoms of adults (18 years anf older), diagnosed with treatment-resistant depression (TRD)?
	Population: We will include studies examining male and female patients aged 18 years and older, with treatment-resistant depression. There will be no limitations concerning gender, race, ethnicity, and location.
	Intervention Type: [Intervention (quantitative - effectiveness)]
	Intervention Description: The interventions of interest will be pharmacological interventions addressing the issue of TRD. These will be psilocybin pharmacotherapy at various doses and regimens that promote the improvement of depressive symptoms and remission in adult patients with major depression. 
remission in adult patients with major depression.
	Comparator Types: [Comparator (quantitative - effectiveness)]
	Comparator Descripton: The comparator interventions include standard of care, which may include traditional antidepressants, SSRIs and SNRIs, lithium salts, mirtazapine, thyroid hormone, or low doses of second-generation antipsychotics (mostly aripiprazole, quetiapine and olanzapine), or placebo. 
aripiprazole, quetiapine, and olanzapine), or placebo
	Outcome Type: [Outcome (quantitative)]
	Outcome Description: The primary outcomes of the study will include (1) the effectiveness in reducing depressive symptoms, and (2) the duration of response. The reduction in symptoms will be measured by standardised scales such as the Hamilton Depression Rating Scale (HAM-D), Montgomery-Asberg Depression Rating Scale (MADRS) and the Beck Depression Inventory (BDI). The proportion of patients achieving a significant reduction in depression scores (e.g. ≥50% reduction from baseline) and patients achieving remission (e.g. HAM-D score ≤7) will be recorded. The secondary outcomes will include mainly the safety profile (adverse events, tolerability), and quality of life (Health-Related Quality of Life [HRQoL] and functional outcomes such as improved daily functioning).


