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Abstract: Most guidelines recommend long-term, indefinite neuroleptic (or antipsychotic)
treatment for people with schizophrenia, recurrent psychosis or bipolar disorder, on the basis
that these medications reduce the chance of relapse. However, neuroleptics have significant
adverse effects, including sexual dysfunction, emotional blunting, metabolic disturbance and
brain shrinkage, and patients often request to stop them. Evidence for the benefits of longterm treatment is also not as robust as generally thought. Short-term randomised trials
show higher rates of relapse among those whose neuroleptic treatment is discontinued
compared with those on maintenance treatment, but they are confounded by adverse effects
associated with the withdrawal of established medication. Some longer-term studies show
possible advantages of medication reduction and discontinuation in terms of improved social
functioning and recovery. Therefore, there is a good rationale for supporting patients who wish
to stop their medication, especially given the patient choice agenda favoured by The National
Institute for Clinical Excellence (NICE). The major barrier to stopping antipsychotics is an
understandable fear of relapse among patients, their families and clinicians. Institutional
structures also prioritise short-term stability over possible long-term improvements. The risk
of relapse may be mitigated by more gradual reduction of medication, but further research is
needed on this. Psychosocial support for patients during the process of reducing medication
may also be useful, particularly to enhance coping skills. Guidelines to summarise evidence
on ways to reduce medication would be useful. Many patients want to try and stop neuroleptic
medication for good reasons, and psychiatrists can help to make this a realistic option by
supporting people to do it as safely as possible, with the best chance of a positive outcome.
Keywords: antipsychotics, bipolar disorder, de-prescribing, discontinuation, neuroleptic,
schizophrenia, tapering, withdrawal
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Introduction
Drugs that we refer to as ‘antipsychotics’, ‘neuroleptics’ or, in the past, ‘major tranquilisers’ were
introduced into psychiatry in the 1950s. Although
they have always been associated most strongly
with the treatment of psychosis, schizophrenia
and bipolar disorder, they are also used widely in
many other situations where their tranquilising
or sedative effects could be useful, including agitation and challenging behaviour in people with
dementia and learning difficulties, anxiety,

depression, insomnia and some neuroleptic
agents are used for rapid tranquilisation.
Neuroleptics are recommended and widely used
both to reduce the symptoms of an acute psychotic or manic episodes, and as a long-term
treatment for people with a diagnosis of schizophrenia, another psychotic disorder or bipolar
disorder. They were hailed as miracle cures when
they were introduced in the 1950s.1 Most contemporary experts also believe that, despite their
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adverse effects, neuroleptics undoubtedly have ‘a
favourable benefit-to-risk ratio’2 for people diagnosed with schizophrenia, and that long-term,
indefinite treatment should be recommended to
everyone in this situation.2,3 Certain neuroleptic
agents are among recommended long-term treatments for the prophylaxis of bipolar disorder and
this is now among the most common indications
for the use of these drugs.4
Why stop neuroleptics?
So if neuroleptics are widely believed to be so
effective, why might someone decide to stop taking them, and should clinicians ever support or
encourage such a decision?
Although it is recognised that many people with
long-term medical conditions do not adhere perfectly to medication regimes,5 when people with
severe mental disorders stop medication they are
often considered to have done so because they
lack ‘insight’ into their disorder. Yet we know
that neuroleptics produce serious physical complications and induce mental and behavioural
alterations, such as sedation, emotional blunting
and sexual dysfunction, that are often experienced as highly unpleasant by users. Despite early
promises, second generation antipsychotics have
proved no less harmful than their predecessors. In
addition to previously recognised serious adverse
effects such as tardive dyskinesia, neuroleptic
malignant syndrome, weight gain, diabetes and
sudden cardiac death, recent evidence suggests
that neuroleptic treatment is associated with brain
shrinkage.6–8 Although the evidence on whether
this is linked to cognitive impairment is not
entirely consistent, it is an obvious concern, especially as the reduction in brain volume was
thought to be evidence of the toxic effects of
schizophrenia itself, and therefore cited as one of
the justifications for long-term neuroleptic treatment.9 Many qualitative studies show that some
users experience the effects of neuroleptics as
debilitating and harmful, and are sceptical or
ambivalent about whether they confer any overall
benefit.10,11 A decision to stop taking neuroleptics
is not therefore necessarily irrational. It may be an
understandable and rational response to the burden of adverse effects these drugs produce.12
As well as the burden of adverse effects, some features of the evidence base for long-term neuroleptic use mean the benefits that are usually attributed
to this treatment are not as secure as usually
2

believed. Maintenance treatment is recommended
on the basis of discontinuation trials, whereby
people who are already taking neuroleptics are
randomised either to continue taking them or be
switched to placebo.13 Although these trials demonstrate reduced rates of relapse with continuing
drug treatment, it needs to be appreciated that
they are discontinuation trials, rather than trials
testing the difference between continuing treatment or placebo over the long-term. They all
involve people who have already been established
on neuroleptic treatment, indeed, often for years,
beforehand. Therefore, the perceived benefits of
continuous neuroleptic treatment in these studies
may result from a prevention of adverse effects
associated with ‘neuroleptic withdrawal’ rather
than representing the benefits of long-term treatment in itself.
The fact that that cessation of neuroleptics could
lead to characteristic signs of withdrawal including agitation, anxiety, restlessness, insomnia and
irritability, and occasionally psychotic symptoms
that did not exist previously was recognized as far
back as the 1960s,14,15 and has been explored in
more detail recently.16 Withdrawal symptoms are
relevant because they may be mistaken for relapse
in randomised trials, especially where relapse is
defined as a small increase in a broad range of
symptoms and behaviours, as it often is.17
Some case studies suggest that neuroleptic withdrawal may occasionally provoke the onset of
psychotic symptoms in people who have never
had them before, including people with no prior
history of mental health problems.18 These case
reports include new onset psychosis during the
discontinuation of D2 blockers, such as metoclopramide and domperidone,19,20 that are used
for other medical indications. Psychotic symptoms provoked by withdrawal will also be classified as relapse in randomised trials of long-term
treatment.
The possibility that trials of maintenance neuroleptic treatment reveal the adverse effects of drug
discontinuation has been highlighted by emerging
evidence about the withdrawal effects of other
prescription drugs, including antidepressants.21–23
In addition to withdrawal symptoms, some evidence suggests that neuroleptic discontinuation
can increase vulnerability to a relapse of the
underlying condition. We know from animal
studies that antipsychotics induce changes in the
brain’s dopamine system, for example, that
journals.sagepub.com/home/tpp
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persist for some time after treatment is stopped.24,25
These changes may make people more susceptible to experiencing a psychotic episode when no
longer opposed by the presence of the drug. In
line with this hypothesis, the increased risk of
relapse associated with discontinuing neuroleptic
treatment is highest in the weeks and months following discontinuation, and declines with longer
term follow up.13,26,27 In one study, for example,
50% of relapses in the group who were switched
to placebo occurred within the first 3 months.26
Moreover, some studies suggest that gradual
withdrawal is less likely to lead to relapse than
abrupt withdrawal,27 although some analysis has
not replicated this finding.13 The possibility that
withdrawal of long-term medication may precipitate relapse has been clearly demonstrated in the
case of lithium treatment in people with bipolar
disorder, where it has been consistently shown
that the risk of relapse is higher after stopping
lithium than it was before people started.28–30 No
comparable studies have been conducted with
people on neuroleptics for psychotic disorders.
Therefore, the evidence from which the benefits
of long-term neuroleptic treatment was deduced
does not necessarily demonstrate the benefits of
long-term treatment, and may, sometimes at
least, merely reflect the difficulties of neuroleptic
discontinuation. This realisation tilts the balance
of considerations with regard to the long-term use
of these drugs. It suggests that an increased risk of
relapse in the short term following antipsychotic
discontinuation does not need to be interpreted
as a sign of the inevitable return of a chronic and
worsening condition, but can be seen instead as a
temporary hurdle to be traversed in the process of
coming off these medications.
In addition, several naturalistic studies that
involve follow up of people with a first episode of
psychosis or schizophrenia find, in contrast to
short-term randomised trials, that people who
avoid taking ongoing neuroleptic medication
show better outcomes over long-term follow up
of 10–20 years.31–34 However, confounding by
underlying prognosis may explain these results,
partially at least. In contrast, a study of prevalent
cases in rural China found that people who had
never had antipsychotic treatment were less likely
to be in remission than people who had received
treatment.35,36 However, this study has been criticised for comparing unlike groups – the treated
group consisted of younger, married and
journals.sagepub.com/home/tpp

educated urban patients while the untreated
group consisted of older, unmarried, chronic,
rural and uneducated patients.37 A study using
data from a national registry reported higher mortality and readmission to hospital among people
who were non-users or who discontinued antipsychotics compared with long-term users,38 but it
has been criticised for inadequate control of confounders and likely omission of many deaths.39
Naturalistic studies of outcomes of people with
bipolar disorder in the early 20th century cast
doubt on the effectiveness of prophylactic drug
treatment for this condition.40,41
Two randomised controlled trials of antipsychotic
maintenance treatment have reported on longterm outcomes, both involving people with a first
episode of psychosis. One was an open trial that
evaluated a gradual and supported reduction of
neuroleptic treatment compared with maintenance treatment.42 This suggested that even
though people allocated to antipsychotic reduction were more likely to deteriorate in the short
term compared with people allocated to maintenance treatment, in the long term they were twice
as likely to show improved social functioning and
recovery. Rates of relapse, though raised to begin
with, evened out with longer follow up.42 The
other trial consisted of a placebo-controlled trial
of quetiapine maintenance that lasted initially for
up to a year; 10-year follow-up data suggested
that more people originally randomised to placebo initially showed a poor outcome that consisted of a composite of suicide or clozapine
treatment or a deterioration in symptoms.43 No
individual outcome measure differed between the
randomised groups, however, and a fifth of the
sample was included by using their last observation during the actual trial rather than follow-up
data.39 It should also be noted that, unlike in the
Wunderink study, in this latter trial there was no
difference in dose of medication at the end of
long-term follow up between patients in the discontinuation and maintenance groups. Therefore,
the study did not necessarily evaluate the effect
of dose reduction in the long term. Its results
may be explained by the short period over which
quetiapine was discontinued (6 weeks) provoking relapse or withdrawal and resulting in the
recommencement of antipsychotic medication.
Since both these long-term follow ups involved
people with a first episode of psychosis, there is
still a lack of data on the long-term outcomes of
reducing and discontinuing antipsychotic medication in people with recurrent psychosis or
3
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schizophrenia. A study is currently underway
with this population.44
Consistent with this account, some patients may
reasonably articulate a preference to experience
greater functional capacity (being alert enough to
work or volunteer, engage in relationships) at the
‘cost’ of a greater burden of symptoms such as hallucinations or a greater risk of relapse.45 Although
many people fear the experience of relapse, for
some, risking relapse is preferable to the continuous debilitation produced by neuroleptics.46–48
The balance of the harms and benefits of treatment may also shift over time, especially as some
patients develop a greater ability to tolerate symptoms of their illness, as a portion of patients do.49
Hence, helping people to try and stop neuroleptic medication may be justified in some circumstances and is consistent with a framework of
enabling patient choice recommended by the
National Institute of health and Clinical
Excellence (NICE).50 It may reduce the burden
of adverse effects, reflect patient preferences and
lead to functional improvement in the long-term
despite an increased risk of relapse or deterioration in the short-term. Moreover, evidence for the
benefits of long-term treatment is not as robust as
is often presented. Even if people are not successful in stopping neuroleptics completely, a supported process of gradual reduction may enable
them to achieve a lower dose, which will mitigate
some adverse effects and may make the treatment
more tolerable and compatible with a reasonable
quality of life. In situations where patients and clinicians disagree about the wisdom of stopping
medication, supporting patients to reduce medication gradually may avert the risks associated
with covert and abrupt discontinuation.
Relapse
Barriers to the simplification of complex medication regimes are now well-recognised,51 but stopping neuroleptics presents particular problems.
One of the principle barriers to stopping neuroleptic treatment is the issue of relapse.51 The risk
of relapse may be minimised by reducing medication gradually,27 although evidence is sparse and
inconsistent on this point.13 Nevertheless, it
should be acknowledged that relapse is a risk of
discontinuing neuroleptics. Relapse may occur
because the prophylactic effect of the drugs has
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been removed, it may occur because stopping the
drugs increases the individual’s vulnerability to
having a relapse that may not otherwise have
occurred at that point, or it may unmask ongoing
psychotic symptoms that were effectively suppressed by the drug. It is difficult to tease apart
these possibilities or to fathom which explanation
applies in individual cases.
Relapse means different things to different people,51 and there is no agreed or consistent definition.17 The term may be used to refer to an
increase in non-specific or psychotic symptoms,
which may, in some instances, represent normal
fluctuations for the individual, or may be the consequence of withdrawal. In other cases, however,
relapse can be severe, and may lead to hospitalisation and all the disruption that goes with that.
Having a relapse may be made even more distressing because it can be interpreted as a sign of
failure and an indication that lifelong treatment is
now the only option. This is linked with the
assumption that relapse always represents the resurfacing of the underlying condition, rather than
an episode related to the discontinuation process
itself. This is the frequent perception of mental
health professionals, who are therefore sometimes
reluctant to support people’s wishes to discontinue neuroleptic medication.
For some people relapse may be important to
avoid at all costs, especially when previous episodes have involved the individual becoming violent towards themselves or the people around
them.48 Yet others may be prepared to run the risk
of having a relapse in order to have a chance of
avoiding the adverse effects of neuroleptic medication and have a better quality of life in the long
run. This would be consistent with findings from
the recovery literature that many people prioritise
quality of life and functioning above the presence
or absence of symptoms.52 Those people with a
diagnosis of bipolar disorder and others who
recover completely from psychotic episodes, in
particular, may logically prefer to tolerate a higher
risk of relapse rather than endure the adverse
impact of taking neuroleptics in between episodes.
On the other hand, families, carers and clinicians
may be reluctant to take the risk of having to
endure another relapse, and this makes the process of withdrawal even more difficult, since many
people report that they benefit from having support from other people when they try to reduce
medication.46,53–57
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Institutional factors
Societal and institutional forces are ranged against
any strategy that could increase the risk of a
relapse of a severe mental disorder. The shortterm costs of someone having a relapse can be
high. People may sometimes behave in ways that
are disturbing and socially disruptive when they
are in the midst of a psychotic episode, and this
can be frightening and upsetting for other people.
People may also need to stop work, or become
unable to fulfil other duties. They may need care,
so that someone else needs to stop work in order
to look after them. They may need hospitalisation, which, if involuntary, can be traumatising,
and is costly.
Hence there are economic and social pressures to
avoid relapse in the short term that may, in practice, trump any potential long-term benefit of discontinuing neuroleptics. This is exacerbated by
the reduction in psychiatric inpatient beds that
has accelerated over recent years in order to contain health service budgets. What this means is
that short-term stability is prioritised by health
services at the cost of potential improvements in
quality of life, health and independent functioning in the long-term.
Although there is political support for involving
all patients in decisions about their care, including those with severe mental disorder,50 older
paternalistic attitudes persist. The idea that someone with a mental disorder could make a rational
decision that should be respected is still not universally embraced, especially when that decision
involves a rejection of medical treatment. Medical
professionals find the rejection of treatment difficult in general, and therefore when the individual
has a mental disorder it is easy to blame the disorder as a way of disguising the difference in values.
It has been shown that clinicians have negative
views about reducing medication in people diagnosed with schizophrenia,58 and can react punitively against people who do not adhere to
treatment recommendations.59 When someone
relapses, this is often interpreted as a lesson that
the individual was not fit to make decisions and
long-term treatment is presented as the only really
rational option, despite whatever harmful and
unwanted effects it provokes. Indeed, there is
often a moral tenor to judgements about medication and relapse. Taking long-term treatment is
viewed as a moral responsibility and refusal of it
as foolish or even immoral behaviour.
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Sometimes people with mental disorder do
become irrational, confused and behaviourally
disturbed in such a way that interferes with their
decision-making capacity and may lead to them
being subject to compulsory hospitalisation and
treatment under the law. Yet people regain capacity as they improve, and, even when unwell, people may be able to make rational decisions about
medication, even while other areas of their capacity are disturbed. Hence, people subject to the
Mental Health Act are not necessarily unable to
make sensible decisions about their treatment,
although there may be legitimate reasons to override someone’s wishes if their behaviour endangers other people’s safety or welfare.
Anxiety and indifference
All mental health problems can be frightening,
and people are particularly worried about the possibility that they might recur. Anxiety is therefore
a common accompaniment to the process of
reducing and stopping a psychiatric medicine.51
This is compounded by the narrative that mental
disorders like schizophrenia are lifelong conditions, even though we know that a significant proportion of people who have had one or two
psychotic episodes will make a complete recovery,
regardless of treatment, and that many others will
have significant periods of good mental health.60,61
For this reason, it can be particularly disorienting
for people to hear that discontinuing their neuroleptic medication may be a sensible option to
consider when they have been told otherwise all
their lives, and have built their identity around
being a long-term patient who needs medication.
The rebound emotions that people can experience while reducing neuroleptic drugs or after
stopping them, are likely to compound this anxiety. Neuroleptics are recognised to suppress emotional reactions, producing a state of emotional
blunting or indifference.62 From experience with
other drugs such as selective serotonin reuptake
inhibitors (SSRIs), which also blunt emotions
and can cause rebound emotional lability after
discontinuation, it is likely that people who are
withdrawing from neuroleptics will experience
heightened emotions. Although people often welcome the return of feelings after years of emotional suppression, still they may need to learn
how to manage a normal range of emotions, and
this task is complicated further by the intensity of
rebound emotions following drug withdrawal.
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Since fear of relapse is associated with a higher
risk of relapse,63 it has also been suggested that
anxiety about medication withdrawal, coupled
with anxiety precipitated by the process of withdrawal itself, may increase the individual’s vulnerability to relapse and may be one of the
mechanisms whereby medication withdrawal
itself precipitates relapse.63
The lethargy and indifference that neuroleptics
induce may also discourage people from trying to
stop or reduce their medication in the first place.
These effects may be superimposed on motivational deficits associated with conditions like
schizophrenia, and compounded by the social
marginalisation of the mentally ill, which can
leave people feeling powerless and ineffective.
People often give up hope of ever resuming normal activities and settle instead for a constrained
lifestyle with limited opportunities.
Overcoming the barriers to neuroleptic
discontinuation
Any intervention that reduces the risk of relapse
associated with discontinuing neuroleptics would
help people who want to try this option. It would
reduce the anxiety associated with the process of
medication reduction for patients, carers and professionals alike.
There is some evidence that gradual reduction of
neuroleptics prior to cessation may reduce the risk
of relapse. A meta-analysis by Viguera et al. found
that people relapsed earlier following abrupt discontinuation compared with slower discontinuation.27 A research survey also found an association
between gradual tapering over a period of 4 weeks
or more and self-reported successful discontinuation and absence of relapse.64 However, another
meta-analysis of discontinuation studies did not
find any difference in overall relapse rates between
studies using abrupt versus gradual discontinuation, also using a definition of gradual as 4 weeks
or more (or when depot injection was abruptly
stopped).13 This suggests that this may not be not
gradual enough. Research demonstrating hyperbolic receptor occupancy patterns suggests that
reduction needs to be done in a similarly hyperbolic fashion.22,65 This involves making proportional reductions at each stage, so that reductions
get smaller and smaller in terms of absolute
dose. At lower doses, reductions are increasingly
small, hence reduction could be spread over
years. A small naturalistic study which tapered
6

neuroleptics over a period of up to 5 years showed
that dose reductions could be achieved without
increasing rates of hospitalisation.66
Appreciating that at least a proportion of relapses
or deteriorations following neuroleptic discontinuation may have been induced by the process of
discontinuation is also important in enabling
patients and professionals to move beyond the
relapse and consider all the pros and cons of neuroleptic treatment. If some relapses are the consequences of discontinuation, then it implies that
once the body has re-adjusted to the absence of
the drug, stability may be achievable. Instead of
regarding relapse as the proof that life-long neuroleptics are a necessity, relapse could be regarded
as a blip on the course to a drug-free state.
Although relapse may require drugs to be reinstated at least temporarily, once symptoms have
settled down, further attempts could be made to
reduce medication, maybe progressing more
gradually (and to lower final doses) than before.
Much as addicts may take several detoxification
attempts to get clean, the process of getting off
neuroleptics may be drawn out and punctuated
by set-backs, but this does not mean it should
automatically be abandoned at the first hurdle.
Even if people do not succeed in stopping neuroleptics altogether, attempting to discontinue can
be worthwhile by leading to lower doses and
reduced adverse effects.53
Addressing the reasons why relapse is feared so
intently by all parties is also important. Relapse
prevention planning with detailed contingency
arrangements to intervene with early signs of
relapse may help to allay patients’ and relatives’
fears, as well as close monitoring and access to
help and advice in between scheduled appointments. Among staff, education about the rational
motivations for stopping neuroleptics and the
adverse effects precipitated by long-term treatment and withdrawal is important, as well as
addressing attitudes that convey failure and blame
when things go wrong.
Enhancement of personal resources for coping
with unpleasant symptoms may also be useful
during a period of discontinuing or reducing medication. People report using a variety of coping
mechanisms to prepare for, and endure a period
of, withdrawal including psychological, behavioural and medication-based strategies.46,47,53,67
People also seek support from a variety of sources,
including clinicians, friends and personal
journals.sagepub.com/home/tpp
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acquaintances. Several studies of non-pharmacological clinical interventions or strategies have
been found to improve the outcomes for people
who reduce, or wish to avoid, the use of medication. Indeed, a recent systematic review has found
that patients with psychotic disorders who were
randomised to certain psychosocial programmes
as an alternative to usual antipsychotic treatment,
had equal or, in some cases, better outcomes than
those patients randomised to treatment as usual
with antipsychotics.68 Hence strengthening individual coping mechanisms or offering other psycho-social interventions might help to reduce the
risk of relapse or destabilisation associated with
neuroleptic discontinuation.
Support from friends, family and professionals is
also helpful for people trying to come off any drug
that affects emotions and behaviour, and this is
especially important with neuroleptic withdrawal
given the risk of relapse.69 Although general attitudes towards medical treatment have changed significantly, and patients are no longer the passive
recipients of medical beneficence nor doctors the
final arbiters of what must be done, many psychiatrists remain nervous about helping patients to stop
neuroleptics, fearing they will be blamed if something goes wrong. Yet others do support patients to
reduce or stop neuroleptic treatment when they
request it, and even encourage patients to consider
this option who have not previously done so.56
Professionals cite the lack of guidance when surveyed about their attitudes towards deprescribing
in general,51 and a desire to identify those patients
who are likely to have a good outcome following
antipsychotic reduction or discontinuation.56
Unfortunately, although some individual studies
have identified various patient and treatment
characteristics that predict subsequent relapse or
functional outcome,42 meta-analyses have failed
to confirm any consistent predictors of
relapse.13,70,71 Few existing guidelines contain any
guidance on how to help people stop taking a prescribed medicine. Although, as with other psychiatric drugs, standard evidence on how to reduce
and stop neuroleptics is sparse, there is a wealth
of evidence from the service user community and
experienced clinicians on different approaches to
stopping medication.51,72,73 These and other
sources suggest that a flexible approach, involving
continual self-reflection and adjustment of the
tapering plan according to the individual experience of withdrawal is most likely to be successful
and acceptable.53 Official guidance based on this
journals.sagepub.com/home/tpp

experience would encourage clinicians to support
people who wish to try and stop their neuroleptic
medication. NICE is currently developing guidelines for stopping benzodiazepines, opiates and
antidepressant drugs, and it is to be hoped that
NICE, or a similar institution, will take up the
challenge of providing guidelines for the withdrawal of neuroleptics in the future.74
Conclusion
Neuroleptic drugs reduce acute symptoms of psychosis and may be helpful in some people on a
long-term basis to prevent relapse or suppress
ongoing symptoms. They have serious and
unpleasant adverse effects, however, and some
research suggests that some people may have better overall outcomes in the long-term if they
attempt to discontinue the medication and avoid
or minimise long-term use. On current evidence, it
is not possible to predict who these people will be.
Therefore, helping people to reduce and stop neuroleptic medication can be justified as a legitimate
treatment option. Fear of relapse is a realistic and
significant hurdle, however, and professionals, relatives and services often prioritise short-term stability, possibly at the expense of longer-term
benefits. The risk of relapse may be reduced by
gradual reduction of medication with support from
professionals, although further research is required
on just how gradual this should be. Even if the
increased risk of relapse cannot be mitigated,
patients should have the right to make their own
decisions about neuroleptic medication in most
scenarios, following a full discussion about the
pros and cons of taking neuroleptic medication.
They should receive support to reduce and stop
neuroleptic medication if this is what they decide
to do, and should not be blamed or deemed irrational if they wish to try to have a better quality of
life free of the burdens of neuroleptic drugs.
Conflict of interest statement
JM is the co-chair person of the Critical Psychiatry
Network. She has no financial conflicts of interest. MH and SG have no conflicts of interest.
Funding
The authors received no financial support for the
research, authorship, and/or publication of this
article.
ORCID iD
Mark Abie Horowitz
0003-1318-2029

https://orcid.org/0000-

7

Therapeutic Advances in Psychopharmacology 10
References
1. Moncrieff J. Magic bullets for mental
disorders: the emergence of the concept of an
“antipsychotic” drug. J Hist Neurosci 2013; 22:
30–46.
2. Correll CU, Rubio JM and Kane JM. What is
the risk-benefit ratio of long-term antipsychotic
treatment in people with schizophrenia? World
Psychiatry 2018; 17: 149–160.
3. Goff DC, Falkai P, Fleischhacker WW, et al. The
long-term effects of antipsychotic medication on
clinical course in schizophrenia. Am J Psychiatry
2017; 174: 840–849.
4. Alexander GC, Gallagher SA, Mascola A,
et al. Increasing off-label use of antipsychotic
medications in the United States, 1995–2008.
Pharmacoepidemiol Drug Saf 2011; 20: 177–184.
5. Osterberg L and Blaschke T. Adherence to
medication. N Engl J Med 2005; 353: 487–497.
6. Fusar-Poli P, Smieskova R, Kempton MJ, et al.
Progressive brain changes in schizophrenia related
to antipsychotic treatment? A meta-analysis of
longitudinal MRI studies. Neurosci Biobehav Rev
2013; 37: 1680–1691.
7. Dorph-Petersen K-A, Pierri JN, Perel JM,
et al. The influence of chronic exposure to
antipsychotic medications on brain size before
and after tissue fixation: a comparison of
haloperidol and olanzapine in macaque monkeys.
Neuropsychopharmacology 2005; 30: 1649–1661.
8. Ho B-C, Andreasen NC, Ziebell S, et al.
Long-term antipsychotic treatment and brain
volumes: a longitudinal study of first-episode
schizophrenia. Arch Gen Psychiatry 2011; 68:
128–137.
9. Lieberman JA, Tollefson GD, Charles C, et al.
Antipsychotic drug effects on brain morphology
in first-episode psychosis. Arch Gen Psychiatry
2005; 62: 361–370.
10. Bjornestad J, Lavik KO, Davidson L, et al.
Antipsychotic treatment: a systematic literature
review and meta-analysis of qualitative studies.
J Ment Health. Epub ahead of print 12 March
2019. DOI: 10.1080/09638237.2019.1581352.
11. Thompson J, Stansfeld JL, Cooper RE, et al.
Experiences of taking neuroleptic medication and
impacts on symptoms, sense of self and agency:
a systematic review and thematic synthesis of
qualitative data. Soc Psychiatry Psychiatr Epidemiol
2020; 55: 151–164.
12. Gibson S, Brand SL, Burt S, et al. Understanding
treatment non-adherence in schizophrenia and
bipolar disorder: a survey of what service users do
and why. BMC Psychiatry 2013; 13: 153.

8

13. Leucht S, Tardy M, Komossa K, et al.
Antipsychotic drugs versus placebo for relapse
prevention in schizophrenia: a systematic review
and meta-analysis. Lancet 2012; 379: 2063–2071.
14. Brooks G. WIithdrawal from neuroleptic drugs.
Am J Psychiatry 1959; 115: 931–932.
15. Judah LN, Josephs ZM and Murphree OD.
Results of simultaneous abrupt withdrawal of
ataraxics in 500 chronic psychotic patients. Am J
Psychiatry 1961; 118: 156–158.
16. Cerovecki A, Musil R, Klimke A, et al.
Withdrawal symptoms and rebound syndromes
associated with switching and discontinuing
atypical antipsychotics: theoretical background
and practical recommendations. CNS Drugs
2013; 27: 545–572.
17. Moncrieff J, Crellin NE, Long MA, et al.
Definitions of relapse in trials comparing
antipsychotic maintenance with discontinuation
or reduction for schizophrenia spectrum
disorders: a systematic review. Schizophr Res.
Epub ahead of print 8 October 2019. DOI:
10.1016/j.schres.2019.08.035.
18. Moncrieff J. Does antipsychotic withdrawal
provoke psychosis? Review of the literature on
rapid onset psychosis (supersensitivity psychosis)
and withdrawal-related relapse. Acta Psychiatr
Scand 2006; 114: 3–13.
19. Lu ML, Pan JJ, Teng HW, et al.
Metoclopramide-induced supersensitivity
psychosis. Ann Pharmacother 2002; 36:
1387–1390.
20. Roy-Desruisseaux J, Landry J, Bocti C, et al.
Domperidone-induced tardive dyskinesia and
withdrawal psychosis in an elderly woman with
dementia. Ann Pharmacother 2011; 45: 13451.
21. Davies J and Read J. A systematic review into the
incidence, severity and duration of antidepressant
withdrawal effects: are guidelines evidence-based?
Addict Behav 2019; 97: 111–121.
22. Horowitz MA and Taylor D. Tapering of SSRI
treatment to mitigate withdrawal symptoms.
Lancet Psychiatry 2019; 6: 538–546.
23. Iacobucci G. NICE updates antidepressant
guidelines to reflect severity and length of
withdrawal symptoms. BMJ 2019; 367: l6103.
24. Joyce J. D2 but not D3 receptors are elevated
after 9 or 11 months chronic haloperidol
treatment: influence of withdrawal period.
Synapse 2001; 40: 137–144.
25. Quinn R. Comparing rat’s to human’s age: how
old is my rat in people years? Nutrition 2005; 21:
775–777.

journals.sagepub.com/home/tpp

J Moncrieff, S Gupta et al.
26. Baldessarini RJ and Viguera AC. Neuroleptic
withdrawal in schizophrenic patients. Arch Gen
Psychiatry 1995; 52: 189–192.
27. Viguera AC, Baldessarini RJ, Hegarty JD,
et al. Clinical risk following abrupt and gradual
withdrawal of maintenance neuroleptic treatment.
Arch Gen Psychiatry 1997; 54: 49–55.
28. Cundall RL, Brooks PW and Murray LG. A
controlled evaluation of lithium prophylaxis in
affective disorders. Psychol Med 1972; 2: 308–311.
29. Suppes T, Baldessarini R, Faedda G, et al. Risk
of recurrence following discontinuation of lithium
treatment in bipolar disorder. Arch Gen Psychiatry
1991; 48: 1082–1088.
30. Baldessarini RJ, Tondo L and Viguera AC.
Discontinuing lithium maintenance treatment in
bipolar disorders: risks and implications. Bipolar
Disord 1999; 1: 17–24.
31. Harrow M and Jobe TH. How frequent is
chronic multiyear delusional activity and recovery
in schizophrenia: a 20-year multi-follow-up.
Schizophr Bull 2008; 36: 192–204.
32. Wils RS, Gotfredsen DR, Hjorthøj C, et al.
Antipsychotic medication and remission of
psychotic symptoms 10 years after a first-episode
psychosis. Schizophr Res 2017; 182: 42–48.
33. Morgan C, Lappin J, Heslin M, et al.
Reappraising the long-term course and outcome
of psychotic disorders: the AESOP-10 study.
Psychol Med 2014; 44: 2713–2726.
34. Moilanen J, Haapea M, Miettunen J, et al.
Characteristics of subjects with schizophrenia
spectrum disorder with and without antipsychotic
medication: a 10-year follow-up of the Northern
Finland 1966 Birth Cohort study. Eur Psychiatry
2013; 28: 53–58.
35. Ran M-S, Weng X, Liu Y-J, et al. Changes in
treatment status of patients with severe mental
illness in rural China, 1994–2015. BJPsych Open
2019; 5: e31.
36. Ran M-S, Weng X, Chan CL-W, et al. Different
outcomes of never-treated and treated patients
with schizophrenia: 14-year follow-up study in
rural China. Br J Psychiatry 2015; 207: 495–500.

39. Moncrieff J and Steingard S. A critical analysis
of recent data on the long-term outcome of
antipsychotic treatment. Psychol Med 2019; 49:
750–753.
40. Winokur G. The Iowa 500: heterogeneity and
course in manic-depressive illness (bipolar).
Compr Psychiatry 1975; 16: 125–131.
41. Harris M, Chandran S, Chakraborty N, et al. The
impact of mood stabilizers on bipolar disorder:
the 1890s and 1990s compared. Hist Psychiatry
2005; 16: 423–434.
42. Wunderink L, Nieboer RM, Wiersma D, et al.
Recovery in remitted first-episode psychosis at
7 years of follow-up of an early dose reduction/
discontinuation or maintenance treatment
strategy long-term follow-up of a 2-year
randomized clinical trial. JAMA Psychiatry 2013;
70: 913–920.
43. Hui CLM, Honer WG, Lee EHM, et al. Longterm effects of discontinuation from antipsychotic
maintenance following first-episode schizophrenia
and related disorders: a 10 year follow-up of a
randomised, double-blind trial. Lancet Psychiatry
2018; 5: 432–442.
44. Moncrieff J, Lewis G, Freemantle N, et al.
Randomised controlled trial of gradual
antipsychotic reduction and discontinuation in
people with schizophrenia and related disorders:
the RADAR trial (Research into Antipsychotic
Discontinuation and Reduction). BMJ Open
2019; 9: e030912.
45. Gunnmo P and Bergman HF. What do
individuals with schizophrenia need to increase
their well-being. Int J Qual Stud Health Well-being
2011; 6: 1–11.
46. Geyt GL, Awenat Y, Tai S, et al. Personal
accounts of discontinuing neuroleptic medication
for psychosis. Qual Health Res 2016; 27:
559–572.
47. Salomon C and Hamilton B. “All roads lead
to medication?” Qualitative responses from an
Australian first-person survey of antipsychotic
discontinuation. Psychiatr Rehabil J 2013; 36:
160–165.

37. Harrow M and Jobe TH. Long-term
antipsychotic treatment of schizophrenia: does
it help or hurt over a 20-year period? World
Psychiatry 2018; 17: 162–163.

48. Morant N, Azam K, Johnson S, et al. The least
worst option: user experiences of antipsychotic
medication and lack of involvement in medication
decisions in a UK community sample. J Ment
Health 2018; 27: 322–328.

38. Tiihonen J, Tanskanen A and Taipale H. 20-Year
nationwide follow-up study on discontinuation
of antipsychotic treatment in first-episode
schizophrenia. Am J Psychiatry 2018; 175:
765–773.

49. Corstens D, Longden E, McCarthy-Jones S,
et al. Emerging perspectives from the hearing
voices movement: implications for research and
practice. Schizophr Bull 2014; 40(Suppl. 4):
S285–S294.

journals.sagepub.com/home/tpp

9

Therapeutic Advances in Psychopharmacology 10
50. National Institute for Health and Care
Excellence. Psychosis and schizophrenia in
adults: prevention and management: clinical
guidance [CG178] [Internet], https://www.
nice.org.uk/guidance/cg178/chapter/1Recommendations#first-episode-psychosis-2
(2014, accessed February 2014).
51. Gupta S, Cahill JD and Miller R. Deprescribing
antipsychotics: a guide for clinicians. BJPsych
Adv 2018; 24: 295–302.
52. Byrne R, Davies L and Morrison AP. Priorities
and preferences for the outcomes of treatment
of psychosis: a service user perspective. Psychosis
2010; 2: 210–217.
53. Larsen-Barr M. Experiencing antipsychotic
medication: from first prescriptions to attempted
discontinuation. Doctoral dissertation, University
of Auckland, New Zealand, 2016.
54. Carrick R, Mitchell A, Powell RA, et al. The
quest for well-being: a qualitative study of the
experience of taking antipsychotic medication.
Psychol Psychother 2004; 77: 19–33.
55. Rogers A, Day JC, Williams B, et al. The
meaning and management of neuroleptic
medication: a study of patients with a diagnosis of
schizophrenia. Soc Sci Med 1998; 47: 1313–1323.
56. Cooper RE, Hanratty É, Morant N, et al. Mental
health professionals’ views and experiences of
antipsychotic reduction and discontinuation.
PLoS One 2019; 14: e0218711.
57. Read J. Psychiatric drugs: key issues and
service user perspectives [Internet]. Macmillan
International Higher Education, https://www.
macmillanihe.com/page/detail/PsychiatricDrugs/?K=9780230549401 (2009, accessed 22
May 2020).
58. Thomas A, Katsabouris G and Bouras N. Staff
perception on reduction of medication in patients
with chronic schizophrenia. Psychiatr Bull 1997;
21: 692–694.
59. Fenton WS, Blyler CR and Heinssen RK.
Determinants of medication compliance in
schizophrenia: empirical and clinical findings.
Schizophr Bull 1997; 23: 637–651.
60. Warner R. Recovery from schizophrenia and the
recovery model. Curr Opin Psychiatry 2009; 22:
374–380.

Visit SAGE journals online
journals.sagepub.com/
home/tpp

SAGE journals

10

61. Hegarty JD, Baldessarini RJ, Tohen M, et al. One
hundred years of schizophrenia: a meta-analysis
of the outcome literature. Am J Psychiatry 1994;
151: 1409–1416.
62. Lehmann HE. Psychopharmacological treatment
of schizophrenia. Schizophr Bull 1975; 1: 27–45.

63. Gumley AI, Macbeth A, Reilly JD, et al. Fear of
recurrence: results of a randomized trial of relapse
detection in schizophrenia. Br J Clin Psychol
2015; 54: 49–62.
64. Larsen-Barr M, Seymour F, Read J, et al.
Attempting to discontinue antipsychotic
medication: withdrawal methods, relapse and
success. Psychiatry Res 2018; 270: 365–374.
65. Lako IM, Van Den Heuvel ER, Knegtering
H, et al. Estimating dopamine D2 receptor
occupancy for doses of 8 antipsychotics: a
meta-analysis. J Clin Psychopharmacol 2013; 33:
675–681.
66. Steingard S. Five year outcomes of tapering
antipsychotic drug doses in a Community Mental
Health Center. Community Ment Health J 2018;
54: 1097–1100.
67. Roe D, Goldblatt H, Baloush-Klienman V,
et al. Why and how people decide to stop taking
prescribed psychiatric medication: exploring the
subjective process of choice. Psychiatr Rehabil J
2009; 33: 38–46.
68. Cooper RE, Laxhman N, Crellin N, et al.
Psychosocial interventions for people with
schizophrenia or psychosis on minimal or no
antipsychotic medication: a systematic review.
Schizophr Res. Epub ahead of print 21 May 2019.
DOI: 10.1016/j.schres.2019.05.020.
69. Larsen-Barr M, Seymour F, Read J, et al.
Attempting to stop antipsychotic medication:
success, supports, and efforts to cope. Soc
Psychiatry Psychiatr Epidemiol 2018; 53:
745–756.
70. Frodl T, Carballedo A, Hughes MM, et al.
Reduced expression of glucocorticoid-inducible
genes GILZ and SGK-1: high IL-6 levels are
associated with reduced hippocampal volumes in
major depressive disorder. Transl Psychiatry 2012;
2: e88.
71. Gilbert PL, Harris MJ, McAdams LA, et al.
Neuroleptic withdrawal in schizophrenic patients:
a review of the literature. Arch Gen Psychiatry
1995; 52: 173–188.
72. Breggin P. Psychiatric drug withdrawal. New York:
Springer, 2012.
73. Hall W. Harm reduction guide to coming off
psychiatric drugs and withdrawal. San Francisco:
The Icarus Project and Freedom Center, 2012.
74. NICE. Safe prescribing and withdrawal
management of prescribed drugs associated with
dependence and withdrawal [Internet], https://
www.nice.org.uk/guidance/indevelopment/
gid-ng10141 (2019, accessed 6 November 2019).

journals.sagepub.com/home/tpp

