Systematic review of clinical guidance related to ketamine and esketamine for depression
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Introduction. Treatment-resistant depression (TRD) occurs in 30% of patients with existing major depressive disorder (MDD). Ketamine and esketamine have emerged as novel treatments for TRD. However, there are apparent inconsistencies in practice across jurisdictions. 
Aims. To systematically review and appraise clinical practice guidelines (CPG) and consensus statements related to ketamine and esketamine for MDD, published 2019-2025.
Methods. Searches were conducted in MEDLINE, EMBASE, PsycINFO, Scopus, Web of Science and the Cochrane Library, supplemented by hand-searching of grey literature. Data on actionable statements (recommendations) within CPGs were extracted. Quality of CPGs and consensus statements was assessed using the Appraisal of Guidelines for REsearch & Evaluation II (AGREE II) and modified ACcurate COnsensus Reporting Document (ACCORD) checklist, respectively. Ketamine/esketamine recommendations within each CPG were mapped according to the WHO’s Pharmacological Treatment of Mental Disorders in Primary Health Care.
Results. Ten CPGs and 11 consensus statements were included. Seventy-three ketamine/esketamine recommendations were identified within CPGs (n=3-28 per CPG). Most recommendations were related to prior initiation (n=50), particularly risk/benefit assessment. One recommendation in one CPG focused on post-treatment (e.g., discharge, discontinuation). The highest mean AGREE-II score was 82% for Domain 1 Scope and Purpose. Conversely, the lowest mean AGREE-II score was 46% for Domain 5 Applicability. For consensus statements, ACCORD Item Introduction 2 (aims and scope) received the most positive ratings, and Methods 5 (public/patient input) received the least positive ratings. 
Discussion. Many CPG recommendations focused on the prior initiation step, but few on the post-prescribing stages. Few consensus statements involved public/patient input. Most CPGs and consensus statements described their aim and scope, but few addressed the values and preferences of clinicians and people living with MDD. 
