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1.1. Inclusion and exclusion criteria
The eligibility criteria for this overview were based on the following PICOS (Population, Intervention, Comparison, Outcomes and Study);
1.1.1. Participants/population
There was no population-specific restrictions. We included systematic reviews of primary studies which focused on participants of any age/sex in any setting. Systematic reviews of studies involving patients treated with any drug whose drug treatment is being discontinued were included.
1.1.2. Intervention
[bookmark: _Hlk184073535]Discontinuation/withdrawal of drug treatment was considered as abrupt withdrawal, tapering to complete withdrawal or by reducing the dose with the intention of withdrawal. We included systematic reviews of studies where there is an intention to withdraw, and tapering begins even where discontinuation does not occur in all cases (e.g. where the attempt to discontinue is stopped due to the occurrence of an ADWR). We included systematic reviews of drug discontinuation trials that specifically evaluate the benefits and harms of stopping a particular drug, multiple drugs or drug classes.  We were primarily interested in synthesis of studies that focus on those who discontinued medication alone, or compared to other discontinuation strategies or continuation. This included discontinuation trials, but also trials or studies where discontinuation was not the intervention of interest, such as deprescribing implementation trials (that assessed the impact of one or various implementation strategies e.g., educational interventions, computerised decision support, audit and feedback to improve deprescribing of one or more drugs in clinical practice, focused on implementation, efficacy, and/or safety outcomes) or medication optimisation trials (which included but are not limited to deprescribing, focused on evaluation of implementation strategies designed to optimise medication use, could have involved adjusting the entire drug regimen or targeting a specific group of potentially inappropriate drugs in clinical practice, and might also have involved starting drugs) [1].  
1.1.3. Comparator/control
The comparator group included continuation of the relevant drug with or without a placebo (i.e. for the discontinuation group to allow blinding) or comparison of different discontinuation strategies (e.g. abrupt vs tapering), or discontinuation of placebo. Additionally, reviews including studies where there was no comparator group were also eligible, e.g. single group studies or case reports/series.
1.1.4. Outcomes
[bookmark: _Hlk199288146]The incidence of ADWR occurrence or characteristics of ADWRs were the primary outcomes. There is a lack of standardised reporting of ADWRs, as highlighted by a recent systematic review (30), and so a broader definition of ADWRs was used to ensure that important studies were not excluded due to differences in terminology. ADWRs as defined by the review/study authors were considered eligible, and were described as drug discontinuation symptoms/syndromes, withdrawal symptoms/syndromes, withdrawal events/effects, harms/negative effects of withdrawal, harms/negative outcomes from discontinuation, discontinuation phenomena, withdrawal phenomena, adverse drug withdrawal reactions (ADWRs), physiological withdrawal reactions, discontinuation emergent signs/symptoms or discontinuation-emergent adverse events. We also included cases of any other language where the accompanying description by the authors made it clear that the signs/symptoms were considered an ADWR. We included reviews that focused on ADWEs in general (potentially combining ADWRs and those relating to the return of the condition) and, where possible, we extracted only the ADWR information. It was acknowledged that some review/study authors did not differentiate between ADWRs and ADWEs related to the return of the condition for which the drug was prescribed, and reported ADWEs in general; such reviews were included in our analysis, but the findings were reported separately to ensure transparency and clarity. We excluded those that explicitly only focused on return of the condition/relapse.
1.1.5. Types of studies
[bookmark: _Hlk199288280][bookmark: _Hlk214804544]We included systematic reviews without any language restrictions,  and non-English language publications were translated  using DeepL (translation software) (44).  A systematic review was considered as a review that addressed a well-defined research question, a comprehensive and systematic search strategy, explicit inclusion and exclusion criteria, structured process of study selection and data, and synthesised the findings using either a quantitative or qualitative approach. Reviews that do not meet these criteria were excluded. Systematic reviews of drug withdrawal included studies such as randomised or non-randomised trials (i.e. where drug withdrawal was implemented as an intervention as part of research), observational studies (both retrospective or prospective) and case reports or case series (i.e. where drug withdrawal may have occurred as part of routine clinical care or patient decision to discontinue). We considered reviews that included studies focusing on withdrawal of specific drugs or drug classes, or involved stopping or reducing any medication. We included systematic reviews of studies that focused on withdrawal symptoms related to the therapeutic use of medications rather than illicit drug use. Reviews of qualitative studies of patients and/or clinicians and surveys with only self-reported withdrawal symptoms were also excluded. However, if a review included one or more of these study types along with eligible studies, the review was still included, but only information from the eligible studies was extracted. Reviews of alcohol withdrawal, nicotine withdrawal, neonatal withdrawal/neonatal abstinence syndrome (NAS)/neonatal opioid withdrawal syndrome (NOWS), and animal studies were excluded. As a protocol amendment at the title/abstract and full-text screening, we also excluded reviews of iatrogenic withdrawal (a clinical syndrome occurring in critically ill patients following abrupt or inadequate tapering of sedative, opioid, or benzodiazepine therapy after prolonged use) [2,3] and critically ill patients with a narrow focus (e.g. vasopressor discontinuation in septic shock) [4,5], because these represent highly specialised intensive care contexts that differ substantially from general clinical settings and were outside the scope of this overview. Moreover, we excluded scoping reviews, rapid reviews, letters to the editor, commentaries, theses, conference abstracts, primary/empirical studies and editorials.
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1.2. Data extraction 
[bookmark: _Hlk230443431][bookmark: _Hlk231602857]Data was extracted from included systematic reviews relating to our primary outcomes (incidence of ADWRs, and signs/symptoms of ADWRs). Additional details were also extracted, including review characteristics (author, year, PubMed ID), search strategy (name and number of databases search, date range, language restriction and details about search terms), inclusion criteria (PICO: Population, Intervention, Comparison and Outcomes), exclusion criteria, number of studies included study design/type, quality assessment tools used in review, and quality of the included studies as assessed by review authors. Further information extracted included type of drug class or specific drug withdrawn, method of drug withdrawal (abrupt withdrawal, tapering or dose reduction), details of the withdrawal approach (tapering strategy), information on co-delivered interventions or comparator group, severity of ADWRs, timing (onset of symptoms upon withdrawal) and duration, any reasons or context for withdrawal, restarting the medication, and treatment and management of withdrawal symptoms. 

