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Background: Tapering and discontinuing antidepressants are important aspects of the
management of patients with depression and should therefore be considered in clinical

practice guidelines.

Objectives: We aimed to assess the extent and content, and appraise the quality, of guidance on
tapering and discontinuing antidepressants in major clinical practice guidelines on depression.
Methods: Systematic review of clinical practice guidelines on depression issued by national
health authorities and major national or international professional organisations in the
United Kingdom, the United States, Canada, Australia, Singapore, Ireland and New Zealand
(PROSPERO CRD42020220682). We searched PubMed, 14 guideline registries and the
websites of relevant organisations (last search 25 May 2021). The clinical practice guidelines
were assessed for recommendations and information relevant to tapering and discontinuing
antidepressants. The quality of the clinical practice guidelines as they pertained to tapering
and discontinuation was assessed using the AGREE Il tool.

Results: Of the 21 included clinical practice guidelines, 15 (71%) recommended that
antidepressants are tapered gradually or slowly, but none provided guidance on dose
reductions, how to distinguish withdrawal symptoms from relapse or how to manage
withdrawal symptoms. Psychological challenges were not addressed in any clinical practice
guideline, and the treatment algorithms and flow charts did not include discontinuation. The
quality of the clinical practice guidelines was overall low.

Conclusion: Current major clinical practice guidelines provide little support for clinicians
wishing to help patients discontinue or taper antidepressants in terms of mitigating and
managing withdrawal symptoms. Patients who have deteriorated upon following current
guidance on tapering and discontinuing antidepressants thus cannot be concluded to have
experienced a relapse. Better guidance requires better randomised trials investigating
interventions for discontinuing or tapering antidepressants.
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Introduction

Clinical practice guidelines (CPGs) on depres-
sion generally recommend treatment with an
antidepressant for moderate to severe episodes of
depression as one treatment option and, given the
clinical situation, the treatment is recommended

to stop after a certain period.!3 About half of the
patients on antidepressants who try to discon-
tinue or reduce the dose experience withdrawal
symptoms,*> including flu-like symptoms, anxi-
ety, emotional lability, lowering of mood, irrita-
bility, bouts of crying, dizziness, shaking, fatigue
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and electric shock sensations.®’ The symptoms
usually persist for weeks but can last months or
even years,* and half of the patients who experi-
ence them rate the symptoms as severe.* Beyond
the physiological effects related to drug with-
drawal, discontinuing antidepressants can be dif-
ficult for psychological reasons. These include
worry of relapse, a perceived biochemical cause of
depression, insufficient emotion regulation skills
and coping strategies, need for social support,
psychological dependence, and experience of pre-
vious unsuccessful discontinuation attempts.8-1!

The incidence and severity of withdrawal symp-
toms may depend on how the antidepressant is
tapered,!?16 suggesting that the dose-reduction
regimen is an important factor to successful dis-
continuation of antidepressants. Studies thus
indicate that short-term tapering regimens result
in a lower proportion of patients succeeding in
discontinuing antidepressants compared with a
longer tapering period.!3-1> Furthermore, prelimi-
nary data from non-randomised trials suggest that
hyperbolic tapering through tapering strips may
reduce the incidence of withdrawal symptoms.17-18
Some CPGs, however, recommend short periods
of tapering or even no tapering at all, depending
on the specific antidepressant,!-2 but the evidence
base for such recommendations is unclear.19-20

Tapering and discontinuing antidepressants are
important aspects of the management of patients
with depression, and relevant guidance should be
considered an integral part of treatment guidelines
for depression. The extent and characteristics of
such guidance in current CPGs, however, is unclear.

We thus aimed to, for the first time, systematically
review the guidance on tapering and discontinuing
antidepressants in CPGs for depression issued by
those national health authorities or major national
or international professional organisations and
societies that are likely to have the most impact on
clinical practice. Our primary objective was to
assess the extent and content of the guidance on
tapering and discontinuing of antidepressants. As a
secondary objective, we wished to appraise the
quality of these guidelines as they pertained to dis-
continuation and tapering of antidepressants.

Methods

We conducted a systematic review of CPGs on
depression and appraised their quality using the
AGREE II instrument.?!

Our protocol was developed according to the
PRISMA-P guideline?? and was registered with the
International Prospective Register of Systematic
Reviews (PROSPERO) on 16 November 2020
(registration ID CRD42020220682). We reported
the review according to the PRISMA guideline.?3

Eligibility criteria

We defined the inclusion and exclusion criteria
according to the PICAR framework for system-
atic reviews of CPGs (Table 1).24

To ensure clinical relevance, eligibility was
restricted to CPGs issued by national health
authorities and major national or international
professional organisations or societies in English-
speaking high-income countries (the United
Kingdom, the United States, Canada, Australia,
Singapore, Ireland and New Zealand). Thus, we
prioritised guidelines with the likely highest impact
on clinical practice internationally over the inclu-
sion of all existing treatment guidelines on depres-
sion. There were no restrictions on publication
year. For each guideline, if several iterations were
available, we included the latest version.

We included CPGs for the treatment of depres-
sion that recommended antidepressants. CPGs
on non-pharmacological treatment only and
CPGs that focused on the treatment of conditions
other than depression were excluded. We applied
no restrictions on symptom severity, treatment
duration, comorbidity, other treatments, age, sex,
ethnicity or hospitalisation status.

Data sources and searches

We first manually searched the websites of the gov-
ernmental organisations, national health authori-
ties, national psychiatric societies, and national
psychological societies of each country and those
of major international professional societies.

Next, we searched PubMed and 14 guideline regis-
tries [National Institute for Health and Care
Excellence, Standards and Guidelines Evidence,
American College of Physicians Clinical Practice
Guidelines, National Health and Medical Research
Council, New Zealand Guidelines Group, eGuide-
lines, Guidelines.co.uk, Guidelines International
Network Library, Scottish Intercollegate Guidelines
Network, the former National Guideline
Clearinghouse (now hosted at www.ahrg.gov),
Canadian Medical Association Infobase, National
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Table 1. PICAR inclusion criteria.

Population & clinical
indication

Patients with depression
Any age
Any symptom severity

Interventions

Comparators,
comparisons and
content

Attributes of eligible
CPGs

Antidepressant treatment

Comparators: Any, including none
Key content: Guidance on stopping or reducing treatment

Language: Available in English
Year of publication: Most recent from each organisation

Publishing region: English-speaking, high-income countries

Version: Latest version only

System of rating evidence: Any

Scope: Must have primary focus on treatment of depression

Recommendations: No restrictions; CPGs will be included regardless of whether
they contain guidance on tapering/discontinuation treatment or not

Recommendation
characteristics

Duration of treatment: No restrictions
Levels of confidence: No restrictions

Interventions: No restrictions

Comparators: No restrictions; recommendations are not required to compare an
intervention of interest with another intervention

Locating recommendations: Within CPG text, tables, algorithms or decision paths

CPG, clinical practice guideline.

Library for Health Guidelines Finder, Best Practice
Guidelines, and Magic]. See Supplementary Table
1 for details. Search terms for PubMed were as fol-
lows: [Depression(TT) OR ‘Depressive Disorder’
(Mesh) OR ‘Depression’(Mesh)] AND [guideline
(Publication Type) OR guideline*(TT)].

Finally, we searched Google for additional unique
records using broader search terms for ‘depres-
sion’ and ‘guideline’, screening the top 100 hits,
and scanned the reference lists of all retrieved
CPGs.

All sources were last searched on 25 May 2021.

Study selection

Two researchers (A.S. and K.M.) independently
screened the titles and abstracts of the identified
records for eligibility. Full reports were retrieved for
all records that appeared to meet our inclusion cri-
teria or where there was uncertainty and screened
for eligibility by two researchers (A.S. and K.M.)
independently. Reasons for exclusion were noted.
Disagreements were resolved by discussion, poten-
tially involving a third researcher (K.]J.J.). For all
included CPGs we, additionally, retrieved any

associated companion articles (e.g. methodology
supplements and background documents) or rele-
vant accompanying online information.

Data extraction

Two researchers (A.S. and K.M.) read the guide-
line documents and independently extracted the
data using a standardised and piloted data extrac-
tion form in MS Excel™, Disagreements were
resolved by discussion. We extracted the follow-
ing data: title, year, source, country of origin,
authors, funding source, conflicts of interest,
when to consider discontinuing antidepressants,
duration of maintenance treatment, duration of
tapering period, dose-reduction regimen, taper-
ing regimen (e.g. gradual, linear, hyperbolic),
actions if withdrawal symptoms emerge, actions if
deterioration or relapse occurs, mention of risk of
confounding withdrawal symptoms with relapse,
benefits and harms associated with tapering and
discontinuing antidepressants, mention of any
psychological challenges to discontinuing antide-
pressant treatment and mention of peer-support
as a potential supportive measure. Text excerpts
pertaining to tapering and discontinuing antide-
pressants were also extracted.
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Quality assessment

Two researchers (A.S. and K.M.) independently
assessed the quality of the guidelines containing
guidance on tapering or discontinuing antidepres-
sants using the AGREE II tool,?! covering 23 items
in the domains of scope and purpose, stakeholder
involvement, rigour of development, clarity of
presentation, applicability and editorial independ-
ence. Items 9, 11, 12 and 15-21 were assessed spe-
cifically in relation to recommendations on
tapering and discontinuation, whereas the remain-
ing items were assessed by considering the guide-
line in total. The quality appraisal was therefore
not an appraisal of the guidelines in their totality
but specific for issues pertaining to tapering and
discontinuing antidepressants. Guidelines not
containing guidance on tapering or discontinuing
were noted as ‘not covered’, and their quality was
not assessed. Each item was scored on a 7-point
Likert-type scale from 1 (szrongly disagree) to 7
(strongly agree). A final quality score for each
domain was reached by summing the scores for
each item obtained by the two independent
researchers and scaling the total as a percentage of
the maximum possible score for each domain (per-
centage =obtained score—minimum score/maxi-
mum possible score—minimum possible score X
100). ‘High quality’ of a CPG was defined accord-
ing to suggestions in the AGREE II user’s manual
as >70% on all domain scores. We then calculated
the mean (SD) domain scores of each guideline.
Finally, both researchers made an overall assess-
ment for each CPG.

Data synthesis and analysis

We constructed a recommendation matrix with all
recommendations pertaining to tapering and dis-
continuing antidepressants and calculated the pro-
portion of guidelines covering the different types of
guidance. We presented the AGREE II scores for
individual domains and in total and calculated the
mean (SD) of each domain across the included
guidelines. Based on individual domain scores, we
identified issues that contributed substantially to
decreasing the quality of the guidelines.

Results

Our literature searches identified a total of 1123
hits (PubMed n =843, guideline registries n =254,
manual website search n=26). After removing
duplicates, 868 unique records remained. After
reviewing the titles and abstracts, we discarded
804 records. We examined the full text of the

remaining 64 records and excluded a total of 38
records because they were either authored by an
ineligible organisation (z=38), nota CPG (2=10),
a later version of the CPG existed (n=15), the
CPG focused on a comorbid diagnosis (z=4) and
because the record pertained to a CPG that was
no longer considered guidance for current prac-
tice by the organisation responsible for the CPG
(n=1). See Supplementary Table 2 for references
to excluded records with reasons. In total, we
included 21 unique CPGs (reported in 26 reco
rds).1-3:25-47 For one CPG,3! we manually identi-
fied a newer version*® not identified in any of our
searches, which we included instead. The study
selection process is illustrated in Figure 1.

Guideline characteristics

Of the 21 CPGs, seven were from the United Sta
tes,26-30:32,:48 fiye from the United Kingdom,!:2:33:35,36
and one from Canada,3” New Zealand,?° Scotland,*®
Singapore,*! Ireland*? and Australia/New Zealand,?
respectively. Three CPGs were issued by interna-
tional organisations.*%:47 The CPGs were pub-
lished between 1998 and 2020 (Table 2). Conflicts
of interest for all authors were reported in 9 (43%)
of the CPGs,328-30,33,35-37:47 gn( at least one author
reported a financial conflict of interest in all the 14

CPGs that reported financial conflicts of
interest.2’3’26’28’30’31’33’36’37’43

Guidance on tapering and discontinuation

The prevalence of the different types of guidance
for tapering and discontinuation is illustrated in
Figure 2, summarised in Tables 3 and 4, and
described below. The text excerpts pertaining to
the guidance are presented in Supplementary
Table 3.

Guidance on duration of tapering period and
specific tapering regimen

Discontinuing antidepressants by gradually taper-
ing the dose was recommended in 15 (71%) of the
CPGs. Nine (43%) of the CPGs recommended a
certain period of time to taper!>236,39:41,44,:4547 rang_
ing from at least 4weeks!:2:3%41:47 to 6 months
(Table 4),* six (29%) of the CPGs did not specify
the duration of taper, but recommended that anti-
depressants be ‘tapered/discontinued slowly over
an extended period of time’,3:26:2748 or to ‘taper
over at least several weeks’,28:37 and the remaining
six of the CPGs provided no guidance related to
tapering. Rapid or abrupt discontinuation was
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Figure 1. Flowchart of study selection process.

suggested in two (10%) of the CPGs, either when
serious adverse events occurred? or for patients
experiencing discontinuation symptoms despite a
slow taper.3% Specific guidance for short half-life
drugs was provided in four (19%) CPGs, recom-
mending ‘a longer’ taper;!-28:36:41 and one stated
that ‘tapering should be guided by the elimination
half-life of the medication’, but without providing
concrete guidance.?” Specific guidance for taper-
ing monoamine oxidase inhibitors was provided in
one (5%) of the CPGs, recommending ‘tapering
over a longer period’,?% and for tapering tricyclic
antidepressants in one (5%) of the CPGs, recom-
mending ‘a slow taper over a longer period of
time’.3

Only two (10%) of the CPGs alluded to some form
of guidance based on a specific dose-reduction regi-
men. Thus, one (5%) of the CPGs recommended
halving the dose before discontinuation,*! and one
(5%) of the CPGs suggested that patients in high risk
of severe discontinuation symptoms reduce the dose
first to the minimal effective dose, then halve that
dose, and then ‘reduce more slowly in small decre-
ments, allowing 2weeks for each dose reduction,

according to how the tablet can be divided. [...] once
minimum effective dose is achieved, reduce the dose
by no more than 50% weekly’.?

Guidance on when to consider discontinuing
antidepressant drug treatment

Maintenance antidepressant treatment after
symptomatic remission was recommended in 17
(81%) Of the CPGS,1_3’26_28’33’35_37’39’41’42’44’45’47’48
the majority recommending a period of
6months,1‘3’26’27’33’36’37’39’41>42’44’45’48 although some
CPGs recommended longer periods depending
on the clinical situation and course of the illness.
Only two (10%) of the CPGs, however, explicitly
recommended that patients should discontinue
their antidepressant after maintenance treatment?
or continuation treatment;28 the remaining CPGs
provided no direct guidance on what to do when
maintenance treatment ends. Other potential rea-
sons for considering discontinuing antidepres-
sants were pregnancy in three (14%) of the
CPGs,3*4 if symptoms of mania develop in one
CPG (5%),% and if side effects develop early dur-
ing treatment in two (10%) of the CPGs.!»3¢

journals.sagepub.com/home/tpp


https://journals.sagepub.com/home/tpp
http://tpp.sagepub.com

Therapeutic Advances in Psychopharmacology 12

Table 2. Characteristics of included guidelines.

Source Title Country Year Issuing organisation
Agency for Health Care Treating major depression in primary us 1998 National health service
Policy and Research care practice - an update of the Agency
Practice Guidelines for Health Care Policy and Research
(AHCPR) Practice Guidelines3?
American Academy of Child  Practice parameter for the us 2007 Professional society
and Adolescent Psychiatry assessment and treatment of children
(AACAP) and adolescents with depressive
disorders“®
American Academy of Guidelines for adolescent us 2018 Patient
Pediatrics (AAP) depression in primary care (GLAD- organisation + commercial
PCJ): Part I. Practice preparation, company
identification, assessment and initial
management + Part Il. Treatment and
ongoing management?2
American Psychological Clinical practice guideline for the us 2019 Professional society
Association (APA] treatment of depression across three
cohorts?
American Psychiatric Practice guideline for the treatment of us 2010 Professional society
Association (APA]) patients with major depressive disorder
Third Edition?8
American College of Nonpharmacologic versus us 2016 Professional society
Physicians (ACP) pharmacologic treatment of adult
patients with major depressive
disorder: A clinical practice guideline
from the American College of
Physicians3?
British Association for Evidence-based guidelines for UK 2015 Professional society
Psychopharmacology (BAP)  treating depressive disorders
with antidepressants: A revision
of the 2008 British Association for
Psychopharmacology guidelines?
National Collaborating Depression: The NICE guideline on UK 2019 Professional society
Centre for Mental Health the treatment and management of
(NCCMH] depression in adults - updated edition3¢
Canadian Network for Mood  Canadian network for mood and Ca 2016 Professional organisation
and Anxiety Treatments anxiety treatments (CANMAT) 2016
(CANMAT) clinical guidelines for the management
of adults with major depressive
disorder: Section 3. Pharmacological
Treatments®’
Department of Veteran VA/DoD Clinical practice guideline for us 2016 Government
Affairs and Department the management of major depressive
of Defense (VA/DoD) and disorder?’
The Management of Major
Depressive Disorder
Working Group
Health Service Executive Guidelines for the management of Ir 2006 Professional society

(HSE) and Irish College
of General Practitioners
(ICGP)

depression and anxiety disorders in

primary care“?

(Continued)
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Table 2. (Continued)

Source Title Country Year Issuing organisation
Ministry of Health Depression*! Si 2012 National health authority
Singapore
National Institute for Health  Depression in adults - recognition and UK 2009 Government
and Care Excellence (NICE)  management’
New Zealand Guidelines Identification of common mental NZ 2008 Government
Group (NZGG) and Ministry disorders and management of
of Health New Zealand depression in primary care?’
National Institute for Health  Depression in children and UK 2019 Government
and Care Excellence (NICE)  young people - identification and
management®
Royal Australian and The 2020 Royal Australian and New Aus, NZ 2020 Professional society
New Zealand College of Zealand College of Psychiatrists
Psychiatrists (RANZCP) clinical practice guidelines for mood
disorders?
Royal College of Guideline for the management of late- UK 2003 Professional society
Psychiatrists (RCPSYCH] life depression in primary care3
and the Faculty of Old Age
Psychiatry Working Group
Scottish Intercollegiate Management of perinatal mood Sc 2012 Government
Guidelines Network disorders®0
(SIGN) and Healthcare
Improvement Scotland
(HSE)
World Federation of World Federation of Societies of Int 2013 + 2015  Professional organisation
Societies of Biological Biological Psychiatry (WFSBP)
Psychiatry (WFSBP) Guidelines for biological treatment
of unipolar depressive disorders,
Part 1: Update 2013 on the acute and
continuation treatment of unipolar
depressive disorders + Part 2:
Maintenance treatment of major
depressive disorder - update 20154
World Federation of Guidelines for biological treatment Int 2007 Professional society
Societies of Biological of unipolar depressive disorders in
Psychiatry (WFSBP) primary care4®
World Health Organization Mental Health Gap Action Programme Int 2015 + 2016 NGO

(WHO)

(mhGAP] Intervention Guide for
mental, neurological and substance
use disorders in non-specialized
health settings (2016) + WHO mhGAP
Guideline Update (2015])47

Aus, Australia; Ca, Canada; Int, international; Ir, Ireland; mhGAP, Mental Health Gap Action Programme; NGO, non-governmental organisation; NZ,
New Zealand; UK, the United Kingdom; US, the United States of America; Sc, Scotland; Si, Singapore.

Guidance on actions if withdrawal symptoms the

emerge

Some form of guidance on how to manage with-
drawal symptoms was mentioned in five (24%) of

CPGs. 1:2,28,36,39

These

recommendations

included single statements on providing an expla-

nation and reassurance (n=4, 19%),1-%2836 moni-
toring symptoms (z=2, 10%),53¢ resuming the
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M No guidance

M Duration of mADM only
Duration of mADM + gradual/slow
taper

Duration of mADM + taper duration

B Duration of mADM + taper duration +
method of taper

Figure 2. Prevalence of guidance on tapering in clinical practice guidelines on depression.

mADM, maintenance antidepressant medication.

antidepressant and tapering more slowly (n=4,
19%),1:2:36:39  tapering more gradually (n=1,
5%),%8 switching to fluoxetine and stopping after
withdrawal symptoms have resolved (=2,
10%),%28 and switching to a similar drug with
longer half-life and then taper more gradually
while monitoring symptoms (z=2, 10%).1:3¢ No
other details or elaboration were provided.

Mention of potential benefits and harms
associated with tapering and discontinuing
antidepressants

The potential for withdrawal symptoms to emerge
upon discontinuing or reducing antidepressants
was mentioned in 15 of the (71%) CPGs,!-3:26-
28,33,36,37,39,41,42,44,45,48 and depressive relapse/recur-
rence was mentioned as a potential harm in 14
(67%) CPGS.1_3’26_28’36’39_41’44’45’47’48 In 12 (57%)
CPGs, both withdrawal symptoms and relapse/
recurrence were mentioned as potential harms
(Table 3), and of these, 4 (19%) included a spe-
cific statement on the risk of misinterpreting with-
drawal symptoms as depressive relapse, stating
that withdrawal symptoms may ‘mimic’,*® ‘be mis-
diagnosed as’,? ‘mistaken for’?® or ‘be hard to dis-
tinguish from’3® relapse of depressive symptoms.

Two (10%) other CPGs stated that withdrawal
symptoms and relapse should be differentiated
from each other when discontinuing antidepres-
sants, but without considering the potential over-
lap of symptoms between these situations.3%*

Potential benefits of coming off antidepressant
were not mentioned in any CPG.

Psychological challenges and supportive
measures when tapering and discontinuing
antidepressants

None of the CPGs mentioned or provided guid-
ance on any psychological challenges to discontin-
uing antidepressants or mentioned psychological
Or peer-support measures to support patients com-
ing off antidepressants.

Patients’ views and preferences on tapering and
discontinuing antidepressants

None of the CPGs stated having sought patients’
views and preferences on issues related to taper-
ing and discontinuing antidepressants. Qualitative
studies on patients’ experiences were similarly not
included in any of the CPGs.
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Table 4. Summary of recommendations on discontinuation and tapering of antidepressants in clinical practice guidelines on

depression.

Source and year

Duration of mMADM

Duration of taper

Actions if discontinuation symptoms
emerge

Actions if deterioration/
relapse occurs

BAP?

RANZCP?
HSE + ICGP#?
CANMAT??

WFSBP#

AAP26

SIGN + HIS
VA/DoD?

WHQ46.47

American Psychiatric

Association?8
APA2?

ACP20

NZGG + MoH (NZ)%

NICE®

WFSBP*s

AACAP48

NICE'

AHCPR?
RCPSYCH3

MoH (SI)4!
NCCMH?3e

6mo->2yr

>6 mo
>6mo-12 mo
6mo->2yr

>6mo-lifetime

6mo-1year

>6 mo-indefinitely
>9-12 mo

4 mo-indefinitely

>6mo->2yr
>6 mo

>6mo-lifetime

>6 mo-indefinitely

>6mo->2yr

>1->3yr
6 mo-lifelong

>6mo->2yr

>4wks-some
months

Slowly

Several weeks

>3mo to 4-6 mo

Slow taper

Slow taper

>4wk

Several weeks-a
longer period

4wk
6-12wk

>6wk to 4-6 mo

Slowly

4wk-longer

Abrupt? >4wk

Abrupt® -4 wk-longer

Explanation and reassurance; resume
AD and taper more slowly; switch to
fluoxetine and stop

Reassurance and a more gradual taper;
switch to fluoxetine and stop

Resume AD and taper more slowly

Seek advice from practitioner;
monitoring and reassurance; resume
AD and taper more gradually; start
another AD with longer half-life and
taper more gradually

Seek advice from practitioner;
monitoring and reassurance; resume
AD and taper more gradually; start
another AD with longer half-life and
taper more gradually; counsel patients;
abrupt withdrawal

Restart an AD; reestablish
previous dose

Resume full dose for at
least 6 months

Resume AD treatment;
monitor symptoms

Resume full dose for at
least 6 months

AACAP, American Academy of Child and Adolescent Psychiatry; AAP, American Academy of Pediatrics; ACP, American College of Physicians; AD, antidepressant;
AHCPR, Agency for Health Care Policy and Research Practice Guidelines; APA, American Psychological Association; BAP, British Association for Psychopharmacology;
CANMAT, Canadian Network for Mood and Anxiety Treatments; HIS, Healthcare Improvement Scotland; HSE, Health Service Executive; ICGP, College of General
Practitioners; mADM, maintenance antidepressant medication; mo, months; MoH (Si), Ministry of Health, Singapore; NCCMH, National Collaborating Centre for Mental
Health; NICE, National Institute for Health and Care Excellence; NZ, New Zealand; NZGG, New Zealand Guidelines Group; RANZCP, Royal Australian and New Zealand
College of Psychiatrists; RCPSYCH, Royal College of Psychiatrists; SIGN, Scottish Intercollegiate Guidelines Network; VA/DoD, Department of Veteran Affairs and
Department of Defense; WFSBP, World Federation of Societies of Biological Psychiatry; WHO, World Health Organization; wk, weeks; yr, years.

a'Fluoxetine dose of 20 mg can be abruptly stopped and doses of above 20mg recommended to reduce over a period of 2weeks'.
bThis is not required with fluoxetine because of its long half-life".
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AGREE Il quality assessment

Outcomes of our AGREE 2 appraisal are pre-
sented in Table 5. CPG quality was generally
rated as low and varied considerably between
CPGs and within the domains. The overall rating
of the guidance on tapering and discontinuing
antidepressants ranged between 8% and 33%
(mean 17%, SD 8%). No CPG reached the pre-
defined score of >70% in all domains indicating
‘high quality’. Details on the assessment of each
domain are provided in Supplementary Table 4.

Discussion

For this first systematic review of guidance on
tapering and discontinuing antidepressants in
CPGs on depression, we included 21 CPGs
issued by national health authorities and major
national or international professional organisa-
tions or societies in English-speaking high-income
countries.

We found that most CPGs recommended that
antidepressants are tapered slowly or gradually
when discontinued but that very few CPGs
specified what was understood by gradual or
slow tapering or provided any concrete guid-
ance on a specific dose-reduction regimen.
None of the CPGs included the antidepressant
discontinuation phase in their treatment algo-
rithms or flow charts, and guidance or consid-
erations on when to discontinue antidepressant
treatment was generally scarce with very few
CPGs explicitly recommending discontinuing
antidepressants after maintenance or continua-
tion treatment. Although most CPGs men-
tioned that withdrawal symptoms can occur,
they rarely considered how to address potential
withdrawal symptoms and help patients manage
them, and potential psychological challenges
were not addressed in any CPG. The quality of
the CPGs, as assessed using the AGREE II tool,
was overall low and none reached our pre-
defined threshold for ‘high-quality’.

Implications

Our findings have several clinical implications.
First, the limited and vague guidance on tapering
and discontinuation in current CPGs, which was
hard to find in many cases, means that they pro-
vide little support for clinicians seeking to help
patients stop or taper antidepressants. This may
have the consequence that clinicians are hesitant to
support patients in a process of discontinuing

antidepressants. Second, the recommendation in
the majority of the CPGs to taper over a given
period of time, without considering the specific
dosing regimen, implied that the tapering sug-
gested was a linear one and that a proper taper was
defined as a slow taper in terms of overall duration.
This may be problematic as taper duration is sub-
ordinate if the dose reductions involve a high risk
of causing withdrawal symptoms. This has been
suggested to be the case for antidepressants when
tapering using standard available doses, especially
for the last reductions before cessation due to the
large biological effects even at very low and sub-
therapeutic doses.!216:49 Withdrawal symptoms
have thus been reported even after very small dose
reductions, especially in the lower dose range,!?
which would not be mitigated by even the slowest
taper, as what is needed is smaller dose reductions,
not longer time. The hyperbolic relationship
between antidepressant dose and occupancy of
their primary target receptor, the serotonin trans-
porter,* suggests that the gradual reduction in the
biological effect likely necessary to mitigate with-
drawal symptoms requires a hyperbolic dose-
reduction regimen.!? This requires performing
multiple dose reductions even below half of the
lowest standard manufactured doses, which is
practically impossible using standard available
doses, as the pills are simply too potent at very low
doses and cannot be evenly split into small enough
units. Such a regimen was not recommended by
any CPG. Third, the symptomatic overlap between
potential withdrawal symptoms and depressive
symptoms was acknowledged in only very few
CPGs, and guidance on how to discern between
these two fundamentally different clinical situa-
tions was not provided. Lack of such guidance may
have the consequence that drug treatment is con-
tinued unnecessarily in some patients if withdrawal
reactions are misdiagnosed as relapse, potentially
leading to resuming drug treatment under the false
assumption that the antidepressant was necessary
to prevent relapse. Better and more concrete guid-
ance could potentially help distinguish clinically
between patients who deteriorate due to with-
drawal from those with genuine relapse. Finally,
the lack of guidance on supporting patients man-
age withdrawal symptoms, including psychologi-
cal- and peer-support measures, may lead some
patients experiencing such symptoms to stop
ongoing efforts to discontinue antidepressants.
Recommendations in CPGs on various supportive
measures and their implementation could provide
valuable help for clinicians aiming to support
patients discontinuing or tapering antidepressants
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Table 5. Quality appraisal of guidance on stopping and tapering antidepressants in clinical practice guidelines

on depression using the AGREE Il tool.

Guideline AGREE Il domain scores (%)

1 2 3 4 5 6 Overall
BAP? 58 A 14 28 0 38 17
RANZCP3 39 39 18 39 0 42 25
HSE + ICGP%42 31 25 0 8 0 0 8
CANMAT?? 50 28 25 19 6 50 8
WFSBP44 b4 22 19 31 0 25 17
AAP28 78 44 18 0 0 13 8
SIGN + HIS“0 75 50 27 22 0 4 8
VA/DoD?7 78 61 50 17 8 8 17
WHOQ#46.47 94 69 43 11 27 58 17
American Psychiatric Association?® 42 (N 27 19 0 38 25
NZGG + MoH (NZ)?? 78 47 24 25 17 71 25
NICE33 92 78 41 17 13 42 25
WFSBP45 58 19 22 19 4 25 17
AACAP48 53 14 27 19 0 13 17
NICE! 83 83 43 33 21 54 33
RCPSYCH® 33 3 30 14 0 17 8
MoH (SI1)#’ 50 56 18 25 4 0 8
NCCMH3¢ 56 58 36 33 8 50 25
Mean (SD) 62(20)  42(23) 270120 21(10) 6(8) 30(22) 17(8)

AACAP, American Academy of Child and Adolescent Psychiatry; AAP, American Academy of Pediatrics; APA, American
Psychological Association; BAP, British Association for Psychopharmacology; CANMAT, Canadian Network for Mood and
Anxiety Treatments; HIS, Healthcare Improvement Scotland; HSE, Health Service Executive; ICGP, College of General
Practitioners; MoH (Si), Ministry of Health, Singapore; NCCMH, National Collaborating Centre for Mental Health; NICE,
National Institute for Health and Care Excellence; NZ, New Zealand; NZGG, New Zealand Guidelines Group; RANZCP,
Royal Australian and New Zealand College of Psychiatrists; RCPSYCH, Royal College of Psychiatrists; SD, Standard
deviation; SIGN, Scottish Intercollegiate Guidelines Network; VA/DoD, Department of Veteran Affairs and Department

of Defense; WFSBP, World Federation of Societies of Biological Psychiatry; WHO, World Health Organization. Values
represent the mean of the scores of individual researchers. Domain 1: scope and purpose; domain 2: stakeholder
involvement; domain 3: rigour of development; domain 4: clarity of presentation; domain 5: applicability; domain 6:

editorial independence.

just as guidance on helping patients minimise
potential psychological dependency of antidepres-
sants treatment would be helpful.

Our findings also have implications for research
and the possibility to provide evidence-based guid-
ance for clinicians. First, the limited -clinical

evidence-base for any tapering or discontinuation
regimen poses a challenge for guideline developers
wishing to provide concrete, evidence-based rec-
ommendations. Thus, randomised clinical trials
(RCTs) investigating interventions for tapering and
discontinuing antidepressants are few and have
important methodological limitations, and the
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certainty of the evidence is, taken together, very
low.20 These limitations in the supporting evidence-
base were largely unacknowledged in the CPGs,
however. In the absence of RCTs, tapering guid-
ance could be informed by other types of evidence
such as non-randomised and retrospective studies
of tapering strips,!”:18 pharmacologically rational
theory on withdrawal symptoms and dose-reduc-
tion regimens,!24° patients’ experiences of under-
going withdrawal,?® and expert knowledge,>! which
could be synthesised for that purpose. Until RCT
data become available, such lines of evidence could
potentially support recommendations to clinicians
on how to help patients taper antidepressants;
importantly, while emphasising the inherent limita-
tions of such types of evidence. Generally, an
approach to tapering of trial and error with shared
decision-making, acknowledging the many uncer-
tainties of antidepressant tapering and withdrawal
symptoms, may be recommended at this stage.
Second, the low quality of the guidelines as assessed
using AGREE II point to a need for future CPGs to
improve in several areas, especially those concern-
ing the rigour of development and the clarity of
presentation, including clearly linking supporting
evidence with recommendations and to make
clear when recommendations are based on low
certainty evidence and to make recommendations
on tapering and discontinuation clear and readily
accessible.

Limitations

Our study has several review-level limitations. First,
we only included CPGs published in English and
may thus have missed CPGs that impact clinical
practice in non-English-speaking countries, where
we encourage a similar systematic review to be con-
ducted. However, given our inclusion criteria, we
believe we are likely to have included those CPGs
that internationally have the most impact on clini-
cal practice. Second, there are no validated thresh-
old in the AGREE II tool to distinguish between
high- and low-quality CPGs and the cutoff we
used, while suggested in the AGREE II guidance,
may by some be considered too conservative.
Third, the categorisation of recommendations and
the quality appraisal using AGREE II involves sub-
jective judgements, and it is possible that others
would have interpreted the data differently than we
did. We adhered to prespecified methods outlined
in our protocol with two independent researchers
doing duplicate data extraction and quality
appraisal and feel confident that most readers

would arrive at the same conclusions we did; our
judgements and other extracted data, including
supporting statements pertaining to guidance on
stopping or tapering in the CPGs and AGREE II
assessment forms, are provided as Supplementary
Tables.

Conclusion

Current major CPGs provide only scarce and
vague guidance to clinicians on how to help
patients taper and discontinue antidepressants
safely. The guidance provided, which often implied
the use of linear tapering of antidepressants, could
potentially increase the risk of withdrawal symp-
toms, and the lack of guidance on the practical dis-
tinction between withdrawal and relapse could
lead to unnecessary long-term treatment in some
patients. Better guidance requires better ran-
domised trials investigating interventions for dis-
continuing or tapering antidepressants.
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