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	This file includes;
1. Table S7.1: Additional characteristics ADWRs in CNS-drug reviews (n=21)
2. Table S7.2: Additional characteristics ADWRs in non-CNS drug reviews (n=13)
3. Table S7.3: Additional characteristics ADWRs in multiple drugs classes (n=4; both CNS and non-CNS drugs)



Table S7.1: Additional characteristics ADWRs in CNS-drug reviews (n=21)
	Author (Year)
	Drug(s) Targeted
	Comparator / Co-intervention
	Withdrawal method 
(Tapering strategy)
	Severity 
	Onset / duration
	Reason / context for withdrawal
	Restarting of same medication/other management 

	Antidepressants 

	Gahr M et al (2013) [47]
	Tranylcypromine
	None
	Abrupt (Not reported)
	Mild to severe
	1-7 days/1-21 days
	Not reported
	Yes (1 case)/diazepam, haloperidol, tranylcypromine, midazolam, oxazepam, physostigmine, antipsychotics, clomethiazole, perazine

	Fava GA et al (2015) [40]
	SSRIs
	Discontinuation vs continuation/placebo; abrupt vs. tapered discontinuation/behavioural therapy
	Abrupt and taper (Drug-specific tapering (e.g., paroxetine reduced to 10 mg/day for a week; sertraline 8-week period taper of 50 mg every 10-20 day; fluvoxamine 150-100-50 mg/day for 3 days each; escitalopram a) 15 mg to 10 and 5 mg over 9 months b) 5 mg/day for 3 weeks; citalopram 15-10-5 mg/day for 1 week each, missed dose and 10 mg/d for 1 month or 5 mg/d for 2 weeks)
	Minimal to very severe
	1 day to 6 weeks/3 days to 5 months
	Not reported
	Yes, restarting of same SSRI/ switching to another SSRI or antidepressant; clonazepam, diphenhydramine, meclizine, dimenhydrinate, desipramine, lorazepam, neuroleptic, diazepam, levodopa and benserazide

	Fava GA et al. (2018) [41]
	SNRIs
	None
	Abrupt and taper (3 days-4 weeks (limited detail)]
	Not reported
	few days/few weeks
	Not reported
	Yes (same/different SNRI)/fluoxetine, lorazepam, valproate, ondansetron, chlorpromazine

	Davies J et al (2019) [10]
	Antidepressants
	Discontinuation vs continuation/Not reported
	Abrupt and taper (Venlafaxine 3-14 days; SSRIs: “slowest possible” taper)
	Mild to severe
	not reported/1 day >3 years
	Not reported
	Yes (2 studies)/Not reported

	Henssler J et al (2019) [44]
	Antidepressants
	Discontinuation vs continuation/Not reported
	Abrupt and taper (Short tapers: 1-2 weeks)
	Mild to severe
	<1 week (peaks 36-96 h)/ 2-6 weeks
	Not reported
	Yes, reintroduction the same drug/symptomatic treatment (hypnotics, antimuscarinics)

	Maund E et al (2019) [42]
	Antidepressants
	Discontinuation vs gradual taper/Not reported
	Abrupt and taper (Desvenlafaxine 25 mg/day 1 week; paroxetine tapering 10 mg every 2 weeks)
	Not reported
	Not reported
	Not reported
	Yes, restarted paroxetine/slower taper (5 mg every 2-4 weeks)

	Van Leeuwen E et al (2021) [43]
	Antidepressants
	Discontinuation vs continuation/psychosocial treatment
	Abrupt and taper (Desvenlafaxine 25 mg/day (1 week); amitriptyline tapered over 3 weeks)
	Mild to severe
	Not reported
	Not reported
	Not reported

	Henssler J et al (2024) [28]
	Antidepressants
	Placebo discontinuation vs continuation, tapering vs abrupt/Not reported
	Abrupt and taper (Drug-specific: escitalopram 20mg to 10mg 1 week; venlafaxine tapered 7-15 days; sertraline taper 25mg/day less for 2 weeks; desvenlafaxine tapered 1-3 weeks; duloxetine 2-3 weeks; levomilnacipran 1-4 weeks; paroxetine 1-3 weeks and fluoxetine 1 week)
	Mild to severe
	Not reported
	Not reported
	Not reported

	Zhang MM et al (2025) [45]
	Antidepressants
	Discontinuation vs continuation
	Abrupt and taper (1–5-week taper (7 studies)]
	Mild to moderate (some severe)
	1 day-6 weeks/1 week-24 weeks
	Not reported
	Not reported

	Stimpfl JN et al (2025) [46]
	Antidepressants
	Discontinuation of drug and switched to placebo vs continuation; dscontinuation of drug and switch to placebo vs placebo; discontinuation of drug vs discontinuation of placebo; discontinuation of drug with no comparator group/Not reported
	Abrupt and taper (Sertraline decreased 25% weekly for 4 weeks; paroxetine taper 10 mg/week over 4 weeks; escitalopram and duloxetine 1-2-week taper; venlafaxine taper over 14 days; desvenlafaxine taper over 1-2 weeks (depending on dose); levomilnacipran tapered to 40 mg/day (days 1–2), then 20 mg/day (days 3–7)]

	Mild to severe
	Not reported
	Not reported
	Yes, reinitiated same antidepressant/hyperbolic tapering; symptomatic drugs (antihistamines, GABA modulators, NSAIDs)

	Antipsychotics

	Brandt L et al (2020) [9]
	Antipsychotics
	Placebo or continuation/Not reported
	All abrupt
	Moderate (1 study)
	≤4 weeks;/ 1-4 weeks
	Not reported
	Not reported

	Monahan K et al (2021) [25]
	Quetiapine
	None
	Abrupt and taper (400 mg over 7 days; dose slowly decreased to 50-25 mg)
	Mild to severe
	[bookmark: _Hlk213982089]33 hours (few hours-3 nights)/Not reported
	Not reported
	Yes, restarted quetiapine (11 cases)/sodium valproate

	Yee B et al
(2023) [24]
	Clozapine
	Continuation vs discontinuation or switch to another antipsychotics/Not reported
	Abrupt and taper (Tapered 50 mg every 2 days (1 study)]
	Mild to severe
	1 day to 4 weeks/Not reported
	Not reported
	Yes, restarted clozapine/other antipsychotics, electroconvulsive therapy, benzodiazepines derivatives, citalopram, anticholinergics

	Bickerton L & Kuriakose JL (2024) [48]
	Clozapine
	None
	Abrupt and taper (Taper over 4 days–2 months)
	Mild to severe
	mean 5 days (1–10)/Not reported
	Provider- or patient-initiated (varied)
	Yes, restarted clozapine (12 cases)/clozapine, lorazepam, trihexyphenidyl, benztropine, other antipsychotics, baclofen, vitamin E, alprazolam

	Opioids

	Frank JW et al (2017) [49]
	Opioids
	[bookmark: _Hlk213278401]Discontinuation/dose reduction vs continuation/usual/Multidisciplinary pain management programs (CBT, pharmacologic, inpatient pain rehabilitation program)
	Taper (1-week inpatient opioid tapering, opioid dose tapering over 2-7 day and gradual tapering)
	Mild to worse pain
	Not reported
	Mandatory program (discontinuations requirement), detoxification or clinical decision based on pain management
	Not reported/clonidine, benzodiazepines, buprenorphine, ketamine

	Lozano-López MT et al (2021) [50]
	[bookmark: _Hlk213980745]Opioids
	None
	Abrupt and taper (Not reported)
	Not reported
	36 hours-2 weeks/Not reported
	Mostly abrupt (unplanned) discontinuation by the patients
	[bookmark: _Hlk213278767]Yes (methadone, buprenorphine)/analgesics, sedatives and hypnotic drugs, oxycodone, morphine

	Benzodiazepines or Z-drugs

	Dündar Y et al (2004) [52]
	Z-drugs
	Fluoxetine, paroxetine, sertraline; antipsychotics and antidepressants; discontinuation of Z-drugs vs continuation/placebo/other Z-drugs/Not reported
	Abrupt and taper (Not reported)
	Mild to severe
	Not reported
	Not reported
	Not reported

	Reeve E et al (2017) [53]
	Benzodiazepines, Z-drugs
	Lormetazepam discontinuation vs placebo/Psychological support
	Abrupt (Not reported)
	Not reported
	Not reported
	Not reported
	Not reported

	Lithium

	de Vries C et al (2013) [51]
	Lithium
	Discontinuation vs reintroduction/Not reported
	Abrupt and taper (Not reported)
	Not reported
	Not reported
	Not reported
	Not reported

	Gutwinski S et al (2021) [39]
	Lithium
	Placebo substitution with continued use of lithium or discontinuation of lithium without a control group/Not reported
	[bookmark: _Hlk213279633]Abrupt and taper (Lithium was reduced from 1000 mg to 800 mg (1 case)]
	Mild, self-limiting
	[bookmark: _Hlk213280059]Few days to <1 week /1 night to 3 weeks
	Not reported
	Not reported

	Cholinesterase inhibitors

	Parsons C et al (2019) [54]
	Cholinesterase inhibitors, memantine
	Discontinuation vs continuation or placebo/Not reported
	Abrupt and taper (2-week taper (1 study)]
	Not reported
	Not reported
	Not reported
	Not reported



Table S7.2: Additional characteristics ADWRs in non-CNS drug reviews (n=13)
	[bookmark: _Hlk213358050]Author (Year)
	Drug(s) Targeted
	Comparator / Co-intervention
	Withdrawal method
[bookmark: _Hlk213331034](Tapering strategy)
	Severity
	Onset / duration
	[bookmark: _Hlk213332686]Reason / context for withdrawal
	Restarting of same medication/other management

	Antihypertensives

	Jongstra S et al
(2016) [55]
	Antihypertensives
	Comparator (control/continuation) group with pre-existing antihypertensive medications without change/Glyceryl trinitrate (GTN) patch (intervention) or no patch (control)
	Abrupt and taper (Discontinuation over 6 weeks (1 study)]
	Not reported
	7 days-16 weeks/Not reported
	Not reported
	Not reported

	van der Wardt V et al (2017) [56]
	Antihypertensives
	Continuation of same drug or placebo/Not reported
	Abrupt and taper/Not reported
	Not reported
	Not reported
	Not reported
	Not reported

	Reeve E et al (2020) [18]
	Antihypertensives
	Discontinuation vs continuation/Not reported
	Abrupt and taper/Not reported
	Not reported
	Not reported
	Not reported
	Not reported

	van Poelgeest E et al (2025) [57]
	Diuretics
	Continuation of same drug or placebo/Not reported
	Abrupt and taper/1-week dose-halving then stop
	Not reported
	Not reported
	Not reported
	15% (8/52) restarted diuretic/Not reported

	Heart failure medication

	Hopper I et al (2014) [58]
	Heart failure medication
	Patients were started on captopril (an ACE inhibitor-withdrawal plus substitution)/Continuation of same drug or placebo or replace with alternative drug
	Not reported
	Not reported
	Not reported
	Not reported
	Diuretic reinitiated (1 study)/Not reported

	Duong MH et al (2025) [59]
	Heart failure medication
	Not reported
	Abrupt and taper/Not reported
	Not reported
	Not reported
	Not reported
	Not reported

	Proton pump inhibitors

	[bookmark: _Hlk213194068]Boghossian TA et al (2017) [60]
	Proton pump inhibitors
	On-demand vs continuous PPI/Not reported
	On-demand tapering/Not reported
	Mild
	Not reported
	Not reported
	Not reported

	Rossi A et al (2024) [61]
	Proton pump inhibitors
	Not reported
	Abrupt, taper, on-demand approach/Not reported
	Not reported
	Not reported
	Not reported
	Not reported

	Corticosteroids

	Hajar T et al (2015) [62]
	Topical corticosteroids
	Not reported
	Not reported
	Not reported
	24 hours-21 days/Not reported
	Not reported
	Restarting the low-potency TCS/discontinuation of TCS (95.5%), antibiotics, antihistamines, ice/cold compress, psychological support

	Broersen LH et al (2015) [63]
	Corticosteroids
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported

	Others (Tyrosine Kinase Inhibitors, baclofen and atropine)

	Chen KK et al (2019) [66]
	Tyrosine kinase inhibitors
	Not reported
	Not reported
	Mild-moderate; few severe
	Within weeks/months
	Not reported
	[bookmark: _Hlk213329117][bookmark: _Hlk213329136]Not reported/Most recover with or without drug support and severe cases required steroids for symptomatic treatment

	Phu PJJ et al
(2023) [65]
	Baclofen
	Not reported
	Abrupt (Not reported)
	Mild to severe (some serious)
	[bookmark: _Hlk213329617]Baclofen withdrawal psychosis: 12 hours-6 days/ 12-144 hours; Baclofen overdose followed by withdrawal psychosis: 28 hours-4 days/24 hours-4 days
	Not reported
	Restarted of baclofen 14/18 patients (withdrawal group); 4/5 (overdose group)/antipsychotics, benzodiazepines

	Lee SH et al
(2024) [64]
	Atropine
	Not reported/Multimodal therapy (atropine plus optical methods i.e., soft contact lenses, or progressive addition lenses)
	[bookmark: _Hlk213330384]Stepwise cessation/Dose reduced 1 day per week over 6 months
	Mild
	Not reported
	Not reported
	Not reported



Table S7.3: Additional characteristics ADWRs in multiple drugs classes (n=4; both CNS and non-CNS drugs)
	Author (Year)
	Drug(s) Targeted
	Comparator / Co-intervention
	Withdrawal method
(Tapering strategy)
	Severity
	Onset / duration
	Reason / context for withdrawal
	Restarting of same medication/other management

	Iyer S et al
(2008) [69]
	Multiple drug classes
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Same medications (nitrates, diuretics) restarted (2 studies)/Not reported

	Page AT et al (2016) [67]
	Multiple drug classes
	Continuation of usual care/Not reported
	Abrupt and taper (Antihypertensives: Tapered over 3 weeks (Week 1: Dose reduced by 25%–50%; Week 2: Dose reduced by 50%–75%, Week 3: Cease); Tapered over 6 weeks; step-wise withdrawal. Diuretics: halving the dose for 1 week then initiating complete withdrawal. Levothyroxine: dose reduced by as close to one-half (125 mcg daily dose was reduced to 75 mcg daily and 75 mcg daily dose was reduced to 50 mcg daily). Antipsychotics: Tapered at a rate of 25% of the daily dose each month for 4 months; Tapered over 3 weeks (week 1: half the original dose then Week 2: quarter of the original dose and Week 3: cease)]
	Not reported
	Not reported
	Not reported
	Not reported

	Hickman E et al (2023) [68]
	Multiple drug classes
	Continuation or usual care/Not reported
	Abrupt and taper/Not reported
	Not reported
	Not reported
	End-of-life care; QOL focus, risk of medications outweighed the benefits and no current clinical indication for the medication
	Diuretic (2 studies), Digoxin (2 studies) restarted/furosemide was used for dyspnea

	Lee JJ et al
(2025) [20]
	Multiple drug classes
	Control group (no deprescribing)/Not reported
	Abrupt and taper/Not reported
	Two severe ADWEs 
(1 study)
	Not reported
	Not reported
	Not reported



