@ Therapeutic Advances in Psychopharmacology

Discontinuing Psychotropic Medications

Special Collection

Review

Hamlet's augury: how to manage
discontinuation of mood stabilizers

in bipolar disorder

Mutahira M. Qureshi and Allan H. Young

Abstract: Research has generated good quality evidence about the treatment and
management of bipolar disorder in acute and, to some degree, sub-acute/continuation
phases. This has informed various guidelines about the treatment and management of bipolar
disorder (BD). However, for the long-term or maintenance phase of illness, most guidelines
peter out and, in the absence of sufficiently high-quality research evidence, remain vague.
This is particularly evident for the important clinical question of discontinuing mood stabilizing
pharmacological agents after a period of remission has been achieved. The aim of this review
is to put together current existing evidence about discontinuing mood stabilizers after a period
of remission in order to come up with a structured and coherent strategy for managing such
discontinuation and to make recommendations for future research. To this end, we reviewed
the main relevant treatment guidelines and subsequent evidence following the publication of
these guidelines. The current recommended long-term treatment of BD is usually considered
within the same principles applicable to any chronic health condition (e.g. hypertension or
diabetes) where the focus is on continuing treatment at minimum effective medication dose
often life-long, switching to alternative choice of medication due to side-effects and very few, if
any, indications for complete cessation. However, in the absence of strong evidence on long-
term treatment and the high rate of non-concordance in BD, medication discontinuation is a
very important aspect of the treatment that should be given due consideration at every aspect

of the treatment.
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Introduction

Discontinuing a medication that has shown ben-
efit in an illness as multifarious as bipolar disorder
(BD) is perhaps one of the most difficult ques-
tions in current psychiatric clinical practice. It
invokes a clinician’s fear of their patient relapsing
fairly quickly and returning to the proverbial
square one of treatment — that is, acute manic or
depressive phases.

In BD, the question of treatment is a complex one
and is usually divided into acute (Ac), continua-
tion (Co) and maintenance (Mn) phases: the first
geared towards symptom resolution, the second

towards sustaining remission and the last towards
relapse prevention.!-?

For most other disorders, this model would be a
straightforward one, for it would involve either
presence of the disease or its absence. But for this
polar affective illness, the idea of remission from
one affective state is a concern — for always in a
clinician’s mind as their patient’s mood state
improves is the worry of transition into the other.
This is illustrated in Figure 1.

Pharmacotherapy for BD performs really well in
clinical trials across the board in terms of symptom
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Figure 1. Different phases of treatment in BD. Here depicted in the depressive pole. Modified from Frank et al.
(1991) by Grunze et al. (2013) (Grunze, Vieta and Goodwin, 2013).
BD, bipolar disorder; TEAS, treatment-emergent affective symptoms .

remission, maintenance of remission and a higher
rate of relapse and subsequent treatment resistance
on discontinuation. However, if this success is sub-
jected to further scrutiny, it transpires that:

1. In terms of individual pharmacological
agent, lithium has the strongest evidence
for long-term relapse prevention; with the
evidence for anticonvulsants such as val-
proate and lamotrigine, evidence is less
robust and uncertainty of any longer-term
benefits of antipsychotics exists®;

2. In terms of mood polarity, the evidence is
strongest for the efficacy of pharmacologi-
cal management for management of acute
mania and mania prophylaxis but equivocal
for bipolar depression, rapid cycling and
subsyndromal states.!>10 This is of particu-
lar importance considering that depressive
symptoms consume the majority of the lives
of patients with BD, with one study report-
ing patients with BD having residual
depressive symptoms for about a third of
the weeks of their lives!!:12;

3. In terms of treatment phase, the current
evidence stands the strongest for acute
phase of the illness. However, trials like
STEP-BD show a rate of recurrence of
mood episodes within 2years as high as
49% despite acute response to treatment.!?
Others quote a relapse rate of 37% at 1year
and 60% in 2 years and a 5-year risk of 73%

of either polarity despite continuation of
treatment. 4

4. In terms of patient response factors, since
genome-wide association studies (GWAS),15
it is becoming more apparent that not every
patient will respond to same combination
of pharmacological agents — in particular
the universally acclaimed lithium.1¢ In fact,
a very niche cohort of patients will show the
ideal treatment response (see Figure 2)
hailed for lithium in BD: those with fewer
hospitalisations preceding treatment; an
episodic course characterised by an illness
pattern of mania, followed by depression
and then euthymia; and a later age at onset
of BD.17:18

Treatment-emergent affective symptoms (TEAS)
and subsyndromal mood fluctuations during
remission make it difficult to fully gauge treat-
ment efficacy and response. This is further con-
founded by the fact that maintenance trials often
follow an enriched design where only patients
who have remitted under the trial agent during
the acute phase are enrolled into the double-blind
maintenance phase, which creates biases towards
specific treatment and response.!® Most mainte-
nance trials do not extend beyond a 2-year fol-
low-up period,?° while their findings are used to
recommend potentially life-long treatment in
almost all practice guidelines. And while discon-
tinuation trials clearly demonstrate rapid relapse
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Figure 2. Phases of index mood episode with complex interplay of treatment duration and discontinuation
considerations. (1) Acute side effects, (2) chronic/long term side effects, (3) patient choice (usually on symptom
remission), (4) clinician led (e.g. simplification of regimen, TEAS, switch to opposite pole), (5) inadequate
response, (6] emergence of new physical health conditions (e.g. renal or cardiac illnesses). For definition of

study abbreviations, see main text.
TEAS, treatment-emergent affective symptoms.

on discontinuation versus staying on the therapeu-
tic agent, up to 87% in a period of 10 months fol-
lowing 5-year stable period of remission,?! these
data need to be interpreted with caution consid-
ering the likely confounding of ‘rapid relapse’ fol-
lowing discontinuation with withdrawal effects of
the mood stabilizer, in particular lithium as dis-
cussed in detail below.??

Rates of non-concordance to treatment in bipolar
settings remain extremely high,?? in one study
being 50%.%* Psychoeducation and therapeutic
alliance may possibly mitigate this but, in reality,
throughout the course of any long-term illness
many patients decide to come off treatment all
together. With our knowledge of increased rate

and severity of relapse with abrupt rather than
slow discontinuation,?> it is prudent to consider
discontinuation strategies as an equally important
part of any management plan rather than insisting
on lifelong compliance and being left with a
patient who then just decides to abruptly come off
everything altogether.

This is then further complicated by the fact that the
effects induced by discontinuation — in particular
that of lithium — are very poorly understood due to
the high overlap between these effects and mood
symptoms (as shown in Table 1). This then raises
the question of whether these are relapses induced
by discontinuation of treatment, or true with-
drawal-rebound phenomenon not associated with
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relapse, or subsyndromal mood fluctuations char-
acteristic of the illness itself? Perhaps one? Or all?
Or none? Perhaps these are effects associated with
comorbid illnesses that run with the Bipolar cycle
like personality disorders or substance misuse? The
lack of understanding in this area is perhaps related
to our lack of full understanding both of the neuro-
biology of the illness thereby having no validated
pharmacological targets, and the mode of action of
the mood-stabilizing medication. This has led to
repurposing of neuropsychiatric medications like
antiepileptics for the management of mood disor-
ders, leading to Geddes ez al.’s proposed suggestion
of also perhaps recognizing the role of serendipity
somewhere in the management.®

The questions of how, when or why to discon-
tinue pharmacological treatment in BD are a
major challenge in psychiatric clinical practice,
and are best approached based on risk-versus-
benefit assessment and an approach tailored to
the individual patient in question.®

This is best expressed in Hamlet’s iconic reply to
his friend Horatio in William Shakespeare’s titu-
lar play.

‘We defy augury. There is special providence in the
fall of a sparrow. If it be now, ‘tis not to come, if it
be not to come, it will be now; if it be not now, yet
it will come — the readiness is all’.

(Hamlet Act 5, scene 2, 217-224)

Hamlet is uneasy about participating in the ulti-
mate sword fight challenge by Leartes, and
Horatio advises to sue for postponement. Hamlet,
however, brushes this aside, comparing his uneas-
iness with augury — an omen that he should not go
through with this duel. He carefully takes stock of
all his options and all possible outcomes of this
duel, which is the metaphor for the discontinua-
tion question we have at hand, and decides that
fighting now and hoping for a clear victory due to
superior swordsmanship is his best course of
action given the circumstances. He says he would
rather dismiss this uneasiness that he is experi-
encing and face the duel with all readiness.

And we discover that, based on the facts he pos-
sessed, he made the right call and did win that duel.

However, as Shakespearean tragedy would have
it, factors unknown to him then impel this to a
pyrrhic victory for our hero.

And here we are like Hamlet — taking stock of all
that is known about if, how, when and why to
discontinue mood stabilizers to provide clinicians
with some guidance to defy their own uneasiness
and make the best possible decision with their
patients. However, in hopes of avoiding a re-run
of Hamlet’s fate, we will also be giving due cre-
dence to the gaps in our current evidence and
understanding — the great unknown — and making
recommendations for future research.

Why discontinue?

Lithium (Li), antiepileptic drugs (AED), and
antipsychotics/dopamine antagonists (DA) per-
form well in clinical trial settings. However, in
naturalistic studies, a much lower efficacy is
reported,3® and even this diminishes over time,
with some authors concluding that it may not be
possible to achieve long-term stability with Li.21,37
Perhaps one of the reasons for this is that the
research criteria for long-term response is usually
measured in time to recurrence, number of
relapses, time spent in hospital or severity of sub-
sequent episodes, and is perhaps only a fraction of
the naturalistic response.?® The latter is heavily
dependent on other factors like polypharmacy,
compliance, and disease course before adminis-
tration of medication, to name but a few.38

The efficacy of long-term pharmacological
treatment has been held under scrutiny and cri-
tique by multiple clinicians and researchers
alike. One of the reasons for this is the overall
modest effect of treatment on mania and none
on bipolar depression,3? and the fact that there
are no long-term randomised control trials
(RCTs) to compare no pharmacological treat-
ment (essentially untreated cohort of bipolar ill-
ness) with treated cohort.%° There are some who
consider the disorder a recent ‘disease-monger-
ing’ ploy by pharmaceutical companies3%4l;
however, this notion has been contested due to
the historical records of melancholia and mania
as far back as the Greek Iliad.4? There is also the
argument that post Falret’s description of la folie
circulaire in 1864 and later formalization of BD
as a diagnosable mental illness, there were
hardly any formal diagnoses of the illness in US
until 1970, which coincided with the introduc-
tion of lithium as a pharmacotherapy.?® In one
study, Harris ez al. compare patterns of service
utilization in BD in the 1890s (considered pre-
lithium era) and the 1990s.43 They found that,
in the 1890s, admissions for BDs occurred at a
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rate of 4 every 10years, and in 1990s at a rate of
6.3 every 10years. Where 100years ago, there
were 16 bipolar patients per million population
resident per day in hospital, there were 24 per
million residents in acute service beds and more
in non-acute beds in 1990 in North Wales.4?
This, along with the increased incidence of
diagnosis in paediatric population,** is taken to
be indicative of both the detrimental nature of
pharmacological treatment on the natural
course of bipolar illness and BD as a diagnosis
being a modern construct to supplement gains
of pharmaceutical companies.

The authors advise readers to interpret all evidence
— particularly historical evidence, as in this case —
with the greatest of care since psychiatric clinical
and research practices have changed greatly over
the course of history and cannot be generalized for
the purpose of comparison. By way of example, in
the 1890s psychiatric inpatient admissions were far
more protracted and community mental health
services scarce; and hence comparison of number
of hospitalizations based on the modern concept of
reducing bed days and expediting discharge fol-
lowing symptom control for management by com-
munity teams is inconsistent.

Some more recent studies do bring up evidence
that raises important questions regarding the effi-
cacy of BD treatment. This is particularly the case
when looking into treatment-related harm. The
top two reasons for mortality in BD patients are
physical health side effects, in particular meta-
bolic syndrome and suicide,*>>* mainly in the
depressive phase of the illness. Storosum ez al
investigated whether there is a greater suicide risk
in the placebo arms or treatment arms of acute
manic episode and the prevention of manic/
depressive episode by analysing 11 placebo con-
trolled Dutch RCTs and found eight completed
suicides in treatment wversus two in the placebo
group, with risk of completed suicides 2.22 times
higher in the treatment group.3%%7 While the
Dutch study concluded this to show that placebo-
controlled trials were safe to conduct, their find-
ings do raise the question of long-term efficacy of
pharmacological treatment, particularly the light
of growing body of evidence that there is limited
effect in bipolar depression, which is when most
completed suicides occur. In another study by
Joukamaa er al. it was found that the risk of pre-
mature deaths as a result of physical health com-
plications in neuroleptic treated population was
2.5 per increment of one neuroleptic.4®

Discontinuation is largely assumed to be an issue
of the post-remission period of bipolar illness.
However, there are myriad reasons cited in litera-
ture for patients or clinicians opting to discontinue
a mood stabiliser in more acute phases of illness.
These include development of side effects, both
acute and long term, patient choice on symptom
remission, due to partial or inadequate response,
emergence of new physical health condition (e.g.
cardiac or renal illnesses) or clinician led (e.g. sim-
plification of regimen in maintenance phase, treat-
ment-emergent affective symptoms or relapse)?3

Discontinuation can be divided into the following
sub-categories, each in relation to the three phases
of treatment of BD (see Figure 2).

Acute side effects

Chronic/long term side effects;

Patient choice (usually on symptom
remission);

Clinician-led [e.g. simplification of regi-
men, treatment emergent affective switch
(TEAS)];

(e) Inadequate response;

(f) Emergence of new physical health condi-
tions or their related drug interactions;

(a)
(b)
©

(d)

(i) Chronic/progressive (e.g. cardiac or
renal illnesses);

(i) Transient/self-limiting (e.g. preg-
nancy, breast feeding, drug overdose/
self-poisoning).

Fuzzy logic of discontinuation and the

curious case of mood stability

What is mood stability in BD? In Kraepelinian
terms, this is a clear distinction between either
poles that is consistently sustained, as indicated by
the ideal response curve in Figure 2.26 However,
both from clinical experience and a growing body
of evidence we now realize that mood stability or
‘episode resolution’ includes persistent symptoms.
These symptoms have been a long-neglected part
of bipolar research, to the extent that there might
not even be a proper terminology to describe
them.?’ ‘Inter-episode mood instability’, ‘subsyn-
dromal mood fluctuations’ and ‘residual symp-
toms’ are some of the terminologies that have been
used to describe these persistent fluctuations.
There is also growing understanding that these
symptoms vary depending on the predominant
mood state of the illness,2® with a prevalence as
high as 68% or 47.3% of symptomatically ill weeks
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throughout a mean of 12.8 years?®; with depressive
symptoms more predominant than hypomanic/
manic or mixed symptoms.

As shown in Figure 3, the argument between con-
tinuing and discontinuing is one of fuzzy logic rather
than a clear bivalence as perhaps treatment of
hypertension — take the medication and a control is
achieved, and vice versa. The problems associated
with discontinuation are akin to Schrodinger’s cat
paradox, which posits that without opening the
box, i.e., add the observer to the quantum state,
one can never truly know whether the cat is alive or
dead. There appears to be a historic assumption
that lithium could be stopped abruptly because it
did not induce any withdrawal effects.*® However,
lithium is shown to have clear withdrawal effects not
related to relapse of primary illness.3° This was per-
haps first demonstrated by Bunney ez al
in 1968 when patients in the placebo arm of abrupt
lithium discontinuation had an increased mania
reading even if the placebo period lasted for only a
day.3? In the case of lithium, some of the with-
drawal effects reported in literature include anxiety,
irritability and sleep disturbances,25-30:32:49,50 gymp-
toms that are also consistent with withdrawal from
other psychotropic medications. Blockade of the
development of supersensitive dopamine recep-
tors; changes in neuronal membranes, cell trans-
port function or other neurotransmitter systems;
rebound increase in noradrenaline; and psycho-
genic-anxiety due to the discontinuation of an
effective medication have been suggested as pos-
sible explanations of the lithium withdrawal
phenomenon.3°

In terms of the discontinuation question, this
problem is further complicated due to the heavy
overlap of symptoms as illustrated in Table 1.
Once a mood stabilizer like lithium is withdrawn
and a set of symptoms like irritability, anxiety and
changes in sleep emerge, it comes down to laws of
deduction to deduce what this could be: subsyn-
dromal fluctuation inherent to the disease course?
Or relapse? Or perhaps prodrome to lapse in the
opposite pole? Or pure lithium withdrawal?

Pure withdrawal and relapse will have to demon-
strate a clear temporal association with discon-
tinuation, whereas subsyndromal states would
precede it. However, there are no clear time-cut-
offs to delineate withdrawal from early/prodrome
symptoms that are specific for mood stabilizers,
in particular lithium. However, a classification
system for withdrawal symptoms of selective

serotonin reuptake inhibitors (SSRIs) proposed
by Chouinard and Chouinard would suggest peak
of onset between 36 and 96h and resolution by
6weeks.52 This was later used by Cosci and
Chouinard to review withdrawals in all psycho-
tropic medications.3?

Despite all this there is danger of oversimplifica-
tion and falling into the trap of the logical fallacy
post hoc ergo propter hoc.

There is a need for clear definitions and broaden-
ing our current knowledge of subsyndromal mood
fluctuations. There has been some work of signifi-
cance done in this area by using naturalistic study
models like ecological momentary assessment
(EMA) and their recent upgraded use via smart-
phones for continuous daily monitoring. There is
further need for standardised diagnostic measures
to differentiate between drug withdrawal effects,
subsyndromal fluctuation and relapse.

And now to the final problem of the ‘to continue
or discontinue’ conundrum, which is non-
response or treatment resistance to previously
effective treatment. This is a usually cited as an
argument against discontinuation due to discon-
tinuation-induced refractoriness, where following
a good long-term response, patients discontinue
lithium, suffer a major recurrence, and then do
not again respond as well or at all to lithium once
it is reinstituted at previously effective doses,
despite therapeutic levels.52 However, non-
response is now understood to be a composite of
two distinct phenomenon, of which refractoriness
post discontinuation is only one.>? The second is
acquired tolerance and the association with
reduced response over time,>3 and perhaps even
further aggravation of subsyndromal mood states
and relapse. However, studies in this area are
mired by small sample sizes (often case reports or
series) and lack of adequate longitudinal or natu-
ralistic data52; both of these together contribute to
treatment resistance over time.

Parameters

Mood Stabilisers

The term mood stabilisers cover three broad cate-
gories of medication: Li, AED, and antipsychotics/
DA. Their biological mechanisms of action and
receptor profile are distinct from one another, and
anticonvulsant action is not necessary for mood
stabilization. In most guidelines, antipsychotics are
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Table 1. The curious case of mood stability: the complex overlap of illness symptoms, remission symptoms, pre-morbid and
comorbid symptoms, and treatment withdrawal rebound echoes the Parmenidean principle of ‘all is one” and highlights our current

gap in knowledge of how to clinically tell them apart.

Early warning signs/
prodromes of bipolar
mania¥3-35

Symptoms of bipolar
comorbid illnesses
like chronic substance
misuse, EUPD, ADHD

Symptoms of
subsyndromal mood
fluctuations2¢-2?

Symptoms of lithium
withdrawal30.32

Early warning signs/
prodromes of bipolar
depression33-3%

Reduced sleep,
irritability, somatic increased activity,

Daily mood swings,

irritability, somatic problems, irritability,

anxiety, psychic heightened emotional and psychotic anxiety, elevated mood,

anxiety, sleep changes  response/emotional difficulty concentrating, irritability
lability distractibility

Anxiety, sleep Mood swings,

Low mood, reduced
sleep, loss of energy,
negative thinking, loss
of interest

ADHD, attention deficit hyperactivity disorder; EUPD, emotionally unstable personality disorder.

¢ Treatment-emergent
affective symptoms

* Inadequate/ poor
therapeutic response/ poor
long term response to most
AEDs andDAs

¢ equivocalevidencefor
predominant depressve
polarity and rapid cycling

¢ Treatmentrelatedharm
(metabolic syndrome dueto
DA and highsuiddality in
depressiveillnesbeing the
two major causes of A case of
mortality in bipolar il_lnss Pyrrhic That which is
thatare aggravated inthe . - - A
caseof theformer andnot victories written in
mitigated in thecaseofthe stone
latter by pharmacologicl
treatment)

continuation:
the Elephant in
the Room

eDifficult to discernif
ongoing/ emergent
symptoms after
discontinuation are:

*Drug withdrawal
symptoms?

eSubsyndromalmood
fluctuations

ePost Discontinuation
relapseorrecurrance

eComorbid/ related
precursor conditions
(e.g. substance misuse,
ADHD)

Schrédinger's cat

*Rapid rates of relapse/
recurrance post
discontinuation

* Robust efficacy in acute manic
and manic prophylaxispolarity
and treatment phases

¢ Treatment resistance for

subsequentrelzpses

¢ High ratesof relgpse/
recurrance despitetreatment

¢ Covertnon-adherenceto
treatment by patients

¢ Distortion of natural course
of illness?

Figure 3. Fuzzy logic: for a disorder that oscillates between two extremes of symptoms there is little surprise that decisions around
treatment be equally convoluted and may perhaps never balance and add up to 1. The figure summarises current understanding of

the rationale for each treatment approach.
ADHD, attention deficit hyperactivity disorder; AED, antiepileptic drugs; DA, dopamine antagonists.

journals.sagepub.com/home/tpp


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

Therapeutic Advances in Psychopharmacology 11

not recommended beyond the acute phase of treat-
ment. However, in reality, most BD patients tend
to be continued on a combination of Li/AED and
DA for long-term management, which is why we
have included all three under the somewhat out-
dated term of mood stabilisers in this review.>4-56

Discontinuation

Discontinuation may imply stopping one phar-
macological agent while still being on others (in
combination therapy regimens) or of switching
to others (in monotherapy regimens). It can also
imply complete cessation of all pharmacological
treatment (often in the maintenance phase but
it can happen in any treatment phase). For the
purpose of this review, we have considered and
tried to address all scenarios of treatment
cessation.

Current evidence on how to discontinue

Table 2 lists suggestions from recent clinical prac-
tice guidelines for discontinuing mood stabilisers.
In summary, they suggest: don’t; only if you must;
do it slowly; and keep following the patient up.

1. Considering treatment-emergent episodes,
TEAS and the long-term relapsing-remitting
course, maintenance treatment should be
indefinite (lifelong) after the diagnosis of BD
has been confirmed.!%57:58 There are no data
concerning the optimal duration of mainte-
nance treatment. Some practice guidelines
recommend ongoing treatment for a period
of between 2 and 6 months after the full res-
olution of symptoms of an acute phase of ill-
ness (i.e. remission of index affective state).
This is followed by a continuation phase that
is poorly differentiated from maintenance
phase except that, in the continuation phase
the regimen that achieved remission is con-
tinued and in maintenance phase it may be
switched to lithium as first line or further
simplified to one or two mood-stabilising
medications in combination. The mainte-
nance phase is then recommended to be life-
long, with a recommendation to carry out
6-monthly or annual clinical reviews, but
there is little concrete guidance on discon-
tinuation. All guidelines agree on lithium
being first line for long-term maintenance
because it is the gold standard, which is usu-
ally well tolerated. If needed, it may be com-
bined with other medications such as

valproate, lamotrigine, aripiprazole, quetia-
pine and olanzapine

. Most guidelines agree that the only consid-

eration for discontinuing long-term mood-
stabilising medication is as a risk versus
benefit decision. If the adverse effects out-
weigh the benefit of continuing medication,
then a switch to a different mood stabiliser
is recommended over complete discontinu-
ation. However, if the side-effects are intol-
erable or adherence poor, or there is a
gradual lack of efficacy, then there is rec-
ommendation for cautious discontinuation
in certain circumstances (Figures 4 and 5).
These include, extremely low-risk cases or
where risk is not clearly established (e.g.
first episode mania with no prior affective
episode, no family history of BD). If pre-
sent, then a trial of discontinuation might
be attempted. There is no consensus on the
duration of the continuation phase prior to
gradual discontinuation but suggestions
vary from 6months to 2years after symp-
tom remission.

. The current recommendation for slow dis-

continuation is to reduce slowly over (at
least) 4weeks with robust data for less risk
of severe manic relapse if lithium is tapered
very gradually.?5-0 This has also been dem-
onstrated for DAs and other psychotropics,
although less robustly than for lithium.6!
This has been explained variously in the lit-
erature to be a combination of long-term
individual pharmacodynamic adaptations to
the presence of the drug,®? leading to neu-
ropharmacological adaptations that include
changes in postsynaptic receptor and auto
receptor sensitivity, neurotransmitter syn-
thesis and release, and various downstream
molecular and genetic mechanisms in mul-
tiple brain systems.22:25:63:64 These neurobi-
ological adaptations then lead to physical
and sensory phenomenon that become
manifest when treatment 1is abruptly
removed, being less severe for treatments
with longer half-lives.®> This is shown to
resolve if the treatment is briefly reinsti-
tuted, even at much lower doses than were
previously therapeutic.3 This has led to the
widely accepted recommendation of slow
withdrawal to allow for neurobehavioral
readaptation to the psychotropic drug.63:65:66

. After discontinuation, the consensus is for

the patient to keep receiving regular follow
up, ideally by secondary mental health
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services rather than being discharged back
to primary care practitioners. If resources
do not allow for such, there should be a low
threshold for being seen promptly by sec-
ondary psychiatric services in event of
recurrence of illness signatures. Newer
reports suggest that discontinuation in the
absence of medical consultation/follow up
leads to more admissions.%°

5. Current practice guidelines for discontinua-
tion can be seen to have gone in reverse for
perinatal psychiatry, where previously both
pregnancy and breast feeding were considered
one of the few strong indications for discon-
tinuation due to both maternal and neonatal
physical health risks.®” However, there is
growing body of evidence that suggests mini-
mally increased to no increased risk of foetal
malformations or neonatal physical health
sequelae  with continued treatment,57-°
weighed against increased risk to both mother
and baby in case of untreated illness and
relapses.”®7!1 Therefore the current body of
evidence around mood stabiliser (in particular
lithium) and management of puerperal affec-
tive syndromes leans towards continued treat-
ment or transient antepartum discontinuation
with immediate reinstatement postpartum
rather than complete cessation of treatment.

The proposed plan

This should be based on a risk-versus-benefit eval-
uation of treatment for a chronic life-long illness
(Figures 6 and 7). This should also include a full
understanding of the BD specific to the individual
patient. For example, a patient with early onset
illness, predominantly depressive polarity with
subsyndromal symptoms, features of rapid cycling,
high risk of metabolic syndrome, concomitant
substance misuse, multiple compulsory hospital
admissions due to relapses and no first-degree
family history of BD have almost no factors in
their illness to recommend continued long-term
treatment (Figure 5). In such a case, there is more
to recommend a safe graduated discontinuation
regimen rather than abrupt discontinuation in
order to mitigate risks.

When there is a need to discontinue medication,
then current evidence suggests slow discontinua-
tion over a period of (at least) 4weeks or more —
in the case of lithium up to 3 months — and robust
monitoring of mental state for earliest signs of
relapse. This can be extended in the case of

lithium to not be more than a decrement of
0.2mmol/l in serum levels at any given time.
Monitoring should be every 1-2weeks by a men-
tal health professional with a robust formulation
of acute treatment plan in case of relapse.3 This
is particularly important because newer findings
suggest that having a medical follow up after dis-
continuation is very effective is reducing severe
deterioration and admissions.®® In a combination
regimen scenario, the discontinuation strategy
should be aimed towards stopping lithium only as
the last resort.

Discussions around prospective discontinuation
of treatment with patients should take place pro-
actively in clinical settings. This can help in short-
term compliance and negotiation of treatment
goals.” Many patients are more likely to consider
adherence if there is an ‘end in sight’ than to be
told that they must take the medication indefi-
nitely.”® This helps with building a therapeutic
alliance and prevents the covert and abrupt dis-
continuation, which is associated with more nega-
tive outcomes than a graduated and tapered
approach.80:81

The focus of discontinuation of treatment is a
clear understanding by both clinicians and
patients that withdrawal of treatment is not equal
to being left untreated. The reverse should be
true, i.e. that discontinuing treatment should
prompt even closer monitoring and follow up for
up to 12 months when the risk of relapse is high-
est.21:82:83 For, as proclaimed by one of the great-
est heroes in English literature: ‘Not a whit, we
defy augury. . . if it be not now, yet it will come
— the readiness is all’.

Future perspectives

In terms of future research, there is a clear need for
more naturalistic data and pragmatic trials with
non-enriched patient samples. There is also a clear
need to understand the natural course of illness in
untreated or treatment on as-need-basis patient
cohorts, which includes more understanding of
subsyndromal mood fluctuations, clear definitions
and structured diagnostic tools. Most current pre-
scribing guidelines lack any well-defined algo-
rithms to guide clinical practice about
discontinuation. Most clinical trials of BD take
remission as the end point rather than the starting
point to build a more in-depth understanding of
this complex illness. There have been recent devel-
opments and moves towards a Multistate Outcome
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Table 2. Discontinuation recommendations by major guidelines.

Year Acute to maintenance Maintenance to Discontinuation
phase discontinuation
Specific to type of Core guidelines/
mood stabilizer recommendations
National Institute 2014, (MHRA 4months post Partially discussed Antipsychotics (not  If stopping an
for Health and Care updates re remission mania/ duration of maintenance  specified for longer antipsychotic drug,

Excellence (NICE)72 Valproate 2020)

British Association of 2016
Psychopharmacology

(BAP)7

Royal Australianand 2015
New Zealand College
of Psychiatrists

(RANZCP)7475

Canadian Network 2018
for Mood and Anxiety
Disorder Treatments
(CANMAT) and

International Society

for Bipolar disorders

(ISBDJe

hypomania/bipolar
depression: if the
person decides to
continue treatment
for mania, offer it for
a further 3-6 months,
and then review On
review: switch to
maintenance: lithium
as first line

Medication used

only for the acute
treatment of mania
may be reduced in
dose and discontinued
(tapering over 4 weeks
or more) after full
remission of symptoms
has been achieved.
Remission will often
occur within 3months
but mood stability
may require 6 months
or more to achieve.
Depressive episodes
that remit in BD tend
to be shorter than in
unipolar disorder; in
the absence of strong
data for maintenance
efficacy, consider
discontinuation of
antidepressants after
as little as 12weeks in
remission

Once remission
achieved in either poles
of illness, continue the
same treatment for
6months. Then review
and on a case-basis
decide transition to
maintenance phase

treatment per mood
episode not defined
clearly. If stopping long-
term pharmacological
treatment: discuss

with the person how to
recognise early signs of
relapse and what to do
if symptoms recur stop
treatment gradually and
monitor the person for
signs of relapse.

When a patient has
accepted treatment
for several years and
remains well, they
should be advised to
continue indefinitely,
because the risk of
relapse remains high

Goal of maintenance
phase is ideally
monotherapy with
lithium. Once initiated,
then to be reviewed
every 12months

phase treatment
but acute treatment
guidelines state
haloperidol,
olanzapine,
quetiapine or
risperidone as

first line options).
Lithium Valproate
Lamotrigine

Unless patients
are adherent to
lithium therapy
fora minimum

of 2years, the
withdrawal
effects will nullify
any potential
prophylactic effect

valproate or lamotrigine
reduce the dose gradually
over at least 4weeks

to minimise the risk

of relapse. If stopping
lithium, reduce the dose
gradually over at least
4weeks, and preferably
up to 3months. Continue
monitoring symptoms,
mood and mental state for
2years after medication
has stopped entirely. This
may be undertaken in
primary care

Discontinuation of any
medicine should normally
be tapered over at least
4weeks and preferably
longer. It will be most
propitious when they have
made a full recovery from
their last episode, have
had no bipolar episodes
in the preceding 4years,
have no history of severe
consequences from mania
or bipolar depression and
no previous history of
cycling with many bipolar
episodes.

Drug tapering
recommended in yearly
reviews following
maintenance phase;
however, no specific
guidance on tapering
regimen

Discontinuation strategy
not specifically touched
upon. Risk of relapse
cautioned, and patient-
tailored approach
recommended

[Continued)
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Table 2. (Continued)

Year Acute to maintenance Maintenance to Discontinuation
phase discontinuation
Specific to type of Core guidelines/
mood stabilizer recommendations
American Psychiatric 2002 High risk of relapse Antipsychotics should It is preferable to slowly

Association (APA)76

World Federation

of Societies for
Biological Psychiatry
(WFSBP)877.78

Maudsley Prescribing
Guidelines (MPGJ4

The International
College of Neuro-
Psychopharmacology
Treatment Guidelines
for Bipolar disorder
in Adults (CINP-
BD-2017)19.57.58

Acute mania
(2009) Acute
bipolar
depression
(2010)

Maintenance
treatment (2013)

2018

2017

for a period of up to
6months; this phase of
treatment, sometimes
referred to as

continuation treatment,

is considered in this
guideline to be part of
the maintenance phase

Acute phase to be
continued with the

same medication for up

to 2months

be discontinued unless
they are required for
control of persistent
psychosis or prophylaxis
against recurrence.
While maintenance
therapy with atypical
antipsychotics may be
considered, there is as
yet no definitive evidence
that their efficacy in
maintenance treatment
is comparable with that
of agents such as lithium
or valproate

Given the high
disposition for
recurrences in bipolar
disorder, it appears to be
common clinical sense
that maintenance
treatment should be
continued

lifelong whenever
possible. Discontinuation
studies, for example,
after 2years of
successful prophylaxis,
targeting this question
are non-existent

Limited data suggest
continuation of
antipsychotic drug
beyond 24 months to be
unproductive

Lithium: treatment
should not be
started unless it
can be continued
for 3years, risk

of relapse lower
if reduced over 1
month or plasma
level decrement
not >0.2mmol/l
Valproate,
Carbamazepine:
discontinue slowly
over a month

- insufficient
evidence to
comment

on relapse
following abrupt
discontinuation

taper the medication to be
discontinued rather than
discontinuing it abruptly

Discontinuation strategy
not specifically touched
upon.

Risk of relapse cautioned,
and patient-tailored
approach recommended

It is preferable to slowly
taper the medication to be
discontinued rather than
discontinuing it abruptly

The only medical

reasons for stopping
maintenance treatment
are poor tolerability, safety
reasons, and continuous
nonadherence. Regimen
and discontinuation
guidelines not discussed
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Number of previous episodes

Second episode

Third (or more) episode
of which at least one
(hypo)mania

First episode (mania)

of which at least one
mania

yes o
Positive 1st degree Positive 1st degree ye —"
family history family history Indication for
and/or and/or maintenance treatment
Severe episode Severe episode
no yes

Consider maintenance
treatment

No maintenance

treatment

Figure 4. Algorithm for indication for maintenance treatment (Dutch guidelines (Nolen et al. 2008 (Nolen,
Kupka and Schulte, 2008]) from Grunze et al. (2013)(Grunze, Vieta and Goodwin, 2013)%*

Pattern of illness (MDI favours Li), age of illness
onset, few number of previous hospitalizations
prior to initiation of treatment

Figure 5. Predictors of lithium response from Tighe et al.'® and Kleindienst et al.'? If the patient fits this
particular cohort perhaps there is great value in advocating and continuing on lithium in the long term, even
indefinitely. For all other combinations of patient and disease factors, discontinuation of pharmacologic
treatment should be approached with an open mind due to lack of robust evidence supporting continued
treatment. The green tier corresponds to weak evidence, the blue tier with moderate and the orange tier
with strong evidence. MDI pattern is a positive predictor of response, while the DMI pattern was negatively
correlated with lithium response.

AMPA, alpha-amino-3-hydroxy-5-methyl-4-isoxazole propionate; DMI, depression-mania-free interval; EEG,
electroencephalogram; GWAS, genome-wide association studies; Li, lithium; MDI, mania, depression and euthymia.
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NO

Side effects intolerable

g i Continue
or life threatening b

YES

Is an

or prescribing adjuvant treatment

alternative like reducing dosq YES

)

Continue with

e modifications
available

NO

A 4

P

What phase of treatment?

A 4 A

Acute

) |

Continuous Maintainence

Inpatient Outpatient

Slow cross titration with
alternative

Rapid cross titration with
alternative

Stable < 2 years Stable > 2 years

v

Gradual discontinuation
over 4 weeks with alternate
prescribe

Gradual reduction over 4
weeks with alternate
prescribe

Gradual reduction over 4
weeks and then STOP

Close monitoring (1-2 weekly) for deterioration in mood

~

symptoms relapse

-

Figure 6. Discontinuation due to side-effects algorithm, where complete cessation of all treatment is not anticipated.

Analysis of Treatments in Bipolar disorder
(MOAT-BD),8* which allows for completion of
survival analyses at various points of illness rather
than a single end point as in Kaplan—Meier sur-
vival curves.885 This, along with the development

of transition matrices, has been used in recent tri-
als to estimate long-term treatment response, and
prognosis can be invaluable in future research in
order to further understand the course of illness
and the overall therapeutic effect of treatment.8>

journals.sagepub.com/home/tpp


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

Therapeutic Advances in Psychopharmacology 11

Patient requesting
discontinuation (not due to
side effects or inadequate

response)

Assess insight and
capacity. Treat in best

interest considering risk vs| Yes
benifit

Continuation

(™ oot rom )

Phase of treatment

Maintenance

aim to stop
within 12 months
of initiation

taper over 4
weeks and stop

index episctie Mania, or
more than 2 severe mood
taper AED over

episodes in the past or taper DA over 4

DA DA

taper DA over 4

index episode Mania, or more
than 2 severe mood episodes in

the past or positive 1st degree
No [|family history or history of rapid|  es
J cycling

Aim to gradBally taper
AED &DAover 408
weeks followed by
Lithium 4 weeks - 3
months

Aim to gradually taper &
taper DA over 4 stop DA-> AED -> Li,

every 4 weeks

positive st degree family 4 weeks weeks weeks weeks
history or history of rapid
cygling
Yes

negotitate continuing
No treatment for full 2
months

Yes
years

review weekly. Monitor Li levels if applicable continue with
& maintain theraputic serum levels. Do No— remaining

patient still want to discontinue.

regimen

gradual taper for 4 weeks upto 3 months with decrement of 0.2
mmol/L in Li plasma level and close followup, every 1-2 week for 1st
3-6 months

i i ion in the same order

{

DA -> AED -> Li

Figure 7. Proposed discontinuation algorithm for complete cessation of all treatments.
Li, lithium; AED, antiepileptic drugs; DA, dopamine antagonists.
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