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	This file includes;
1. Table S6.1: Characteristics of central nervous system drug reviews (n=21)
2. Table S6.2: Characteristics of Non-CNS drug reviews (n=13)
3. Table S6.3: Multiple drug classes (n=4; both CNS and non-CNS drugs)



Table S6.1: Characteristics of central nervous system drug reviews (n=21)
	Author (year of publication)
	PubMed ID
	Total studies
	Drug (s) targeted
	Population (age)
	Intervention
	Comparator
	Outcome
	Number of eligible primary studies (design or type)
	Quality assessment of reviews (AMSTAR 2)

	Antidepressants (n=10)

	Gahr M et al (2013) [47] 
	PMID: 23359339
	18
	[bookmark: _Hlk207487981]Tranylcypromine
	Adult population (age ≥ 18 years)
	Discontinuation of tranylcypromine
	Not specified
	Withdrawal phenomena/discontinuation phenomena (WP/DP)
	18 (25 case reports)
	Not applicable

	Fava GA et al (2015) [40]
	PMID: 25721705
	61
	SSRIs
	Adult population (age ≥ 18 years)
	Complete withdrawal/dose reduction of SSRIs
	Continuation of SSRIs
	Occurrence and characteristics of withdrawal symptoms
	61 (15 RCTs, 4 open trials, 4 retrospective studies, 38 case reports)
	Critically Low

	Fava GA et al. (2018) [41]
	PMID: 30016772
	61
	SNRIs

	Adult population (age ≥18 years)
	Complete withdrawal/dose reduction of SNRI
	Continuation of the SNRI with or without a placebo or switched to an alternative SNRI
	Occurrence, frequency, and characteristics of withdrawal symptoms
	61 (22 double-blind RCTs, 6 open fashion trials and then randomized to a double-blind controlled phase, 8 open trials, 1 prospective study, 1 retrospective study, 23 case reports
	Critically Low

	Davies J et al (2019) [10]
	PMID: 30292574
	24
	Antidepressants: SSRIs, SNRIs, TCAs, and MAOIs
	[bookmark: _Hlk212803396]Hypertensive patients (age not specified)
	Complete withdrawal/dose reduction of antihypertensive replaced with or without placebo
	Not specified
	Incidence, severity and duration of antidepressant withdrawal reactions
	14 (6 RCTs, 5 naturalistic studies, 3 surveys (Note*: Survey studies are excluded)
	Critically Low

	Henssler J et al (2019) [44]
	PMID: 31288917
	349
	Antidepressants: SSRIs, SNRIs, TCAs, MAOIs, atypical/other antidepressants
	Adult population (age ≥ 18 years)
	Withdrawal of antidepressants
	Continuation of antidepressants
	Frequency, severity, and characteristics of discontinuation phenomena
	14 (6 RCTs, 8 non-randomized studies including observational)
	Critically Low

	Maund E et al (2019) [42]
	PMID: 30670397
	12
	Antidepressant: SNRI, SSRI
	Adult population (age ≥ 18 years)
	Discontinuation of antidepressants
	Continuation of antidepressant (usual care)
	Discontinuation symptoms and relapse/recurrence
	2 (1 RCT, 1 retrospective cohort study)
	Low

	Van Leeuwen E et al (2021) [43]
	PMID: 33886130
	33
	Antidepressants: SSRI, SNRI, TCA
	Adult population (age ≥ 18 years) 

	Discontinuation of antidepressants
	Continuation of antidepressant (usual care)
	Presence of withdrawal symptoms and relapse rate
	3 (RCTs)
	High

	Henssler J et al (2024) [28]
	PMID: 38851198
	76 

	Antidepressant: SSRIs, SNRIs, TCAs, Other antidepressants
	Adult population (age ≥ 18 years) 
	Discontinuation of antidepressants treatment
	Antidepressant continuation with or without controls (other-drug discontinuation, slower taper, or open/blind placebo withdrawal)
	Incidence of antidepressant
discontinuation symptoms
	76 publications
(Including 79 studies: 44 RCTs, 35 observational studies)
	Moderate

	Zhang MM et al (2025) [45]
	PMID: 39394455
	35
	Antidepressants: SSRIs, SNRIs and TCAs
	Hypertensive patients (age not specified)
	Complete withdrawal/dose reduction of antidepressants
	Continuation of antidepressants
	The incidence and characteristics (onset, duration, severity, and risk factors) of antidepressant withdrawal symptoms.
	15 (14 RCTs, 1 cohort study)
	Critically Low

	Stimpfl JN et al (2025) [46]
	PMID: 39469761
	42
	Antidepressants: SSRIs, SNRIs, TCAs, atypical antidepressants
	Children and adolescents (age ≤ 17 years)
	Discontinuation of antidepressants
	Not specified
	Discontinuation-related adverse events
	42 (13 RCT/double-blind, placebo-controlled trials, the number of observational and case reports were not explicitly reported)
	Critically Low

	Antipsychotics (n=4)

	Brandt L et al (2020) [9]
	PMID: 33132934
	5
	[bookmark: _Hlk207488577]Antipsychotic
	Adult population (age ≥ 18 years) 
	Complete withdrawal/dose reduction of antipsychotic that received a placebo substitute after discontinuation
	Continuation of the antipsychotic
	Occurrence of withdrawal symptoms
	5 (3 double-blinded design RCTs, 2 cohort observational studies)
	Moderate

	Monahan K et al (2021) [25]
	PMID: 33059460
	13
	Quetiapine
	Adult population (age ≥ 18 years) 
	Withdrawal of quetiapine
	Not specified
	Withdrawal symptoms associated with discontinuation.
	13 (case reports with 15 patients)
	Not applicable

	Yee B et al
(2023) [24]
	PMID: 37400227
	68
	Clozapine
	Adult population (age ≥ 18 years) 
	Complete withdrawal/dose reduction of clozapine
	Not specified
	Prevalence and non-psychosis symptoms after clozapine withdrawal
	68 (1 RCT, 3 prospective studies, 1 retrospective study, 63 case reports)
	Critically Low

	Bickerton L & Kuriakose JL (2024) [48]
	PMID: 37838358
	10
	Clozapine
	Adult population (age ≥ 18 years) 
	Discontinuation of Clozapine
	Not specified
	Clozapine withdrawal-associated cholinergic-rebound syndrome (CWCRS)
	10 (case reports with 18 patients)
	Not applicable

	Opioids (n=2)

	Frank JW et al (2017) [49]
	PMID: 28715848
	67
	Opioids
	Adult population (age ≥18 years)
	Discontinuation of long-term opioid therapy (LTOT)
	Not specified
	Opioid withdrawal symptoms
	18 (4 RCTs, 14 uncontrolled observational studies)
	Critically Low

	Lozano-López MT et al (2021) [50]
	PMID: 34286498
	19
	Opioids
	Opioid users 
(age not specified)
	Withdrawal/discontinuation of opioid
	Not specified
	Psychosis/psychotic symptoms due to opioid withdrawal
	15 (12 case reports, 3 case series)
	Not applicable

	Benzodiazepines or Z-drugs (n=2)

	Dündar Y et al (2004) [52]
	PMID: 15193209
	24
	[bookmark: _Hlk207488059]Z-drugs
	[bookmark: _Hlk212759898]Adult population (age ≥ 18 years)
	Discontinuation of Z-drugs
	Benzodiazepines or individually or compared with each other
	Withdrawal symptoms
	21 (3 RCT, 2 open single-group studies, 16 case reports)
	Critically Low

	Reeve E et al (2017) [53]
	PMID: 28456823
	7
	benzodiazepines or Z-drugs
	[bookmark: _Hlk212800500]Older population (age≥65 years)
	Discontinuation of benzodiazepines or Z-drugs
	Continuation of benzodiazepines or Z-drugs
	Impact of interventions on both positive and negative (e.g., return of condition/loss of benefit, ADWRs) clinical outcomes
	1 
(1 RCT/randomised double-blind, placebo-controlled trial)
	Critically Low

	Lithium (n=2)

	de Vries C et al (2013) [51]
	PMID: 23911110
	5
	[bookmark: _Hlk207488022]Lithium
	Adult population (age ≥ 18 years)
	Discontinuation of Lithium
	Continuous of lithium
	Lithium-discontinuation-induced refractoriness
	5 (observational studies/prospective cohort studies)
	Critically Low

	Gutwinski S et al (2021) [39]
	PMID: 34015856
	6
	Lithium
	[bookmark: _Hlk212803970]All ages ≥ 1 year, children, adolescent, young adults and age ≥ 18 years
	Discontinuation of lithium
	Not reported
	Occurrence of withdrawal symptoms
	6 (1 RCT, 4 pre-post observational studies, 1 retrospective study + case series with 4 case reports)
	Critically Low

	Cholinesterase inhibitor (n=1)

	Parsons C et al (2019) [54]
	PMID: 35608903
	7
	[bookmark: _Hlk207488895]Cholinesterase inhibitor or memantine
	Dementia patients
(age not specified)
	Discontinuation of cholinesterase inhibitor or memantine, or both.
	Continuation of cholinesterase inhibitor or memantine, or both.
	Worsening of neuropsychiatric symptoms
	7 (RCTs)
	Low



Table S6.2: Characteristics of Non-CNS drug reviews (n=13)
	Author (year of publication)
	PubMed ID
	Total studies
	Drug (s) targeted
	Population (age)
	Intervention
	Comparator
	Outcome
	Number of eligible primary studies (design or type)
	Quality assessment of reviews (AMSTAR 2)

	Antihypertensives (n=4)

	Jongstra S et al
(2016) [55]
	PMID: 27802359
	2
	Antihypertensives
	Adult population (age ≥ 18 years)
	Withdrawal of any medication with blood pressure lowering effects
	Continuation of medication with blood pressure lowering effects
	Changes in systolic and diastolic blood pressure.
	2 (RCTs/ parallel-group design)
	High

	van der Wardt V et al (2017) [56]
	PMID: 28486271
	66
	Antihypertensive 
	Adult population (age ≥18 years) 
	Cessation/discontinuation of antihypertensive drugs
	Usual treatment
	The effects associated with withdrawal.
	9 (2 RCTs, 6 cohort studies, and 1 case series) 
	Critically low

	Reeve E et al (2020) [18]
	PMID: 32519776
	6
	Antihypertensive
	Adult population (age ≥50 years)
	Withdrawal of antihypertensive medications
	Continuation of antihypertensive medications
	Effects of withdrawal of antihypertensive medications on adverse drug withdrawal reactions.
	3 (RCTs/parallel group design)
	High

	van Poelgeest E et al (2025) [57]
	PMID: 39117602
	22
	Diuretic
	Adult population (age ≥ 18 years)
	Deprescribing (discontinuation) of diuretic
	Continuation of diuretic
	Benefits and harms of diuretic deprescribing in chronic use, adverse diuretic withdrawal events (e.g., recurrence of heart failure or hypertension)
	9 (2 RCTs and 7 non-RCTs)
	Moderate

	Heart failure Medication (n=2)

	Hopper I et al (2014) [58]
	PMID: 24747201
	26
	[bookmark: _Hlk212756526]Heart failure Medication
	Adult population (age ≥18 years) 

	Discontinuation of HF medications
	Continuation of HF medications
	The safety and impact on clinical outcomes of stopping HF medications and effect of drug withdrawal on clinical status
	10 (5 RCTs, 1 crossover trial, 4 observational studies)
	Critically low

	Duong MH et al (2025) [59]
	PMID: 39285726
	33
	Heart failure medications
	Adult population (age ≥50 years)
	Discontinuation or dose reduction of HF pharmacotherapy
	Continued HF pharmacotherapy
	ADWEs (e.g., worsening HF symptoms as defined by the study authors, new cardiovascular events).
	27 (observational studies)
	Low

	Proton pump inhibitors (n=2)

	[bookmark: _Hlk213194068]Boghossian TA et al (2017) [60]
	PMID: 28301676
	6
	[bookmark: _Hlk212756108]Proton pump inhibitors (PPIs)
	Adult population (age ≥18 years) 

	Discontinuation of PPI therapy
	Continuation of PPI therapy
	ADWE (all negative outcomes or adverse effects (e.g., GI bleeding, worsening endoscopic findings)] occurring as a result of deprescribing.
	1 (RCT)
	High

	Rossi A et al (2024) [61]
	PMID: 39458232
	66
	Proton pump inhibitors (PPIs)
	Patients receiving any
PPI deprescribing approaches (Adult population age ≥18 years)
	Deprescribing (discontinuation) of any type of PPI intervention
	No intervention or standard care (continuation of PPI)
	Effect of intervention on symptoms
	18 (RCTs)
	Low

	Corticosteroid (n =2)

	Broersen LH et al (2015) [63]
	PMID: 25844620
	74
	Corticosteroids
	[bookmark: _Hlk212803069][bookmark: _Hlk212801413]Corticosteroid users (age >12 years)
	Discontinuation of corticosteroids/glucocorticoids
	Not specified
	The percentage of patients who develop adrenal insufficiency after the use of corticosteroids.
	74 (36 RCTs/clinical trials, 23 cohort, 15 cross-sectional observational studies)
	Critically low

	Hajar T et al (2015) [62]
	PMID: 25592622
	34
	[bookmark: _Hlk212756305]Topical corticosteroid
	Patients (all ages) with atopic dermatitis and other dermatoses
	Discontinuation of the topical corticosteroid
	Not specified
	Clinical features of TCS withdrawal, signs and symptoms
	32 (19 case series, 13 case reports)
	Not applicable

	Others (Tyrosine Kinase Inhibitors, baclofen and atropine)

	Chen KK et al (2019) [66]
	PMID: 31139566
	10
	[bookmark: _Hlk212757246]Tyrosine kinase inhibitors (TKIs)
	Adult population (age ≥18 years) 
	Discontinuation of TKIs
	Not specified
	The efficacy and safety of TKI discontinuation.
	6 (prospective non-randomised clinical trial)
	Critically low

	Phu PJJ et al
(2023) [65]
	PMID: 36991550
	28
	Baclofen
	Population with a history of
baclofen use (age ≥ 17 years)
	Withdrawal of baclofen
	Not specified
	Psychosis related to withdrawal or overdose of baclofen
	17 (case reports)
	Not applicable

	Lee SH et al
(2024) [64]
	PMID: 38318144
	13
	Atropine
	Myopic children (age < 18 years) 
	Discontinuation of atropine
	Control group (untreated group)
	The evaluation of rebound effects on axial length (AL), spherical equivalent (SE).
	13 (8 RCTs, 5 NRCTs)
	Moderate



Table S6.3: Multiple drug classes (n=4; both CNS and non-CNS drugs)
	Author (year of publication)
	PubMed ID
	Total studies
	Drug (s) targeted
	Population (age)
	Intervention
	Comparator
	Outcome
	Number of eligible primary studies (design or type)
	Quality assessment of reviews (AMSTAR 2)

	Iyer S et al
(2008) [69]
	PMID: 19021301
	31
	Multiple drugs classes
	Older adults (age ≥65 years)
	Complete withdrawal of a
a particular class of medication or one of more medications
	Continuation group that remained on medications
	Benefits and risks of medication withdrawal
	7 (2 RCTs/ double-blind and 5 prospective/observational studies)
	Critically low

	Page AT et al (2016) [67]
	PMID: 27077231
	116
	Multiple drugs classes
	Older adults (age ≥65 years)
	Discontinuation of one or more medications
	Continuation with no comparator or usual care
	Any reported adverse drug withdrawal events
	10 (2 RCTs, 3 comparative studies with a concurrent control group, 5 comparative studies with no comparative group)
	Low

	Hickman E et al (2023) [68]
	PMID: 37402905
	13
	Multiple drugs classes
	Older adults (age ≥65 years)
	Complete withdrawal or switching to a more alternative medication.
	Usual continued treatment
	Complications, adverse events or syncope events
	 5 (1 RCT, 3 prospective cohort, 1 pre-post study) 
	Moderate

	Lee JJ et al
(2025) [20]
	PMID: 40152210
	12
	Multiple drugs classes
	Older adults (age ≥65)
	Deprescribing (discontinuation) intervention
	No deprescribing intervention (Continuation of treatment)
	Adverse drug withdrawal events
	12 (RCTs)
	Critically low



