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Lurasidone is an atypical antipsychotic approved for the treatment of schizophrenia and bipolar depression. It seems
to have a favorable metabolic profile and low risk of causing adverse interactions. Here we present a case of a 25-year
old female patient with treatment-resistant ultra-rapid cycling bipolar disorder, obesity, hypothyroidism, and epilepsy.
Because of predominant depressive symptoms, occasional occurrence of brief psychotic symptoms and patient’s somatic
comorbidities, treatment with lurasidone was initiated. Clinical improvement was observed 3 weeks and cessation of
ultra-rapid cycling course of the disease 8 weeks after the beginning of lurasidone treatment. The patient’s level of
functioning improved and body mass significantly decreased, with good tolerance of the pharmacotherapy. Lurasidone
seems to be a promising treatment option in patients with treatment-resistant rapid cycling bipolar disorder.
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INTRODUCTION

Lurasidone is an atypical antipsychotic approved by the
Food and Drug Administration for the treatment of schizo-
phrenia and bipolar | depression [1]. Its mechanism of ac-
tion is based on antagonism of D,, 5-HT2s, 5-HT7, and
o2A-adrenergic receptors and partial agonism of 5-HTa.
It has low affinity for the muscarinic M1, histamine HT,
5-HT2C, and o1A-adrenergic receptors [2]. Data from
randomized placebo-controlled studies in schizophrenia
and bipolar depression indicate that lurasidone was not
associated with clinically significant metabolic changes
(when compared to placebo) in weight, lipid profile or
glycemic control [3-5].

Here we present the case of a female patient with treat-
ment-resistant ultra-rapid cycling (ultra-RC) bipolar dis-
order (BD) and somatic comorbidities successfully treated
with lurasidone. Informed consent was provided by the
patient.
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CASE

A 25-year-old white Caucasian female patient was ad-
mitted to the outpatient psychiatric clinic in September
2018 in order to optimize pharmacotherapy. The patient
reported frequent mood changes occurring since she was
8-year-old—she had been experiencing periods of lowered
mood, lack of energy, social withdrawal as well as periods
of elevated mood and energy level, racing thoughts. The
phases sometimes lasted only hours but were intense,
with distinct clinical symptoms of depression or hypomania.
Usually mood switches were occurring during one day,
but periods of altered mood lasting for days or several weeks
were also present. The patient had never had any depres-
sive or hypomanic phases lasting longer than 4 —5 weeks.

She started psychiatric treatment and individual psy-
chotherapy in 2016 after suicide attempt by overdose of
painkillers.

In autumn 2017 the patient was admitted to the out-
patient hospital unit for the treatment of mood disorders to
verify the diagnosis and modify pharmacotherapy. During
the hospitalization she was presenting frequent mental
state changes from depressive to hypomanic phases which
lasted up to a few days. Euthymic days were sporadic.
Magnetic resonance imaging of the head was normal.
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Treatment of hypothyroidism was optimized after endo-
crinological consultation (at admission thyroid stimulating
hormone level was around 17 ulU/ml). Neuropsychological
assessment did not demonstrate any marked cognitive
dysfunctions. The hospitalization did not cause long-term
and significant stabilization of the patient's mental state
but confirmed the diagnosis of ultra-RC BD.

The patient’s medical record included somatic co-
morbidities: obesity (body mass index [BMI] on admission
to the outpatient clinic: 44.6 kg/m®), hypothyroidism, epi-
lepsy with absence seizures (diagnosed in 2017), history
of neonatal sepsis, pancreatitis and hepatitis type B
(treated with interferon) in early childhood. The patient
denied use of alcohol or illegal psychoactive substances.

After admission she was initially treated with valproate
(1,200 mg daily, blood levels were in the therapeutic
range), lamotrigine (100 mg daily) and omega-3 fatty
acids. The treatment with lamotrigine and valproate was
recommended by neurologist as it provided good seizure
control and included antiepileptic medications which do
not tend to cause deterioration of mental state. Basic labo-
ratory tests were normal. Although adherence to treat-
ment and tolerance of pharmacotherapy were good, the
patient complained of frequent mood changes (up to a
few switches per week), generalized and social anxiety,
anhedonia, insomnia (duration of nighttime sleep was
around 4 hours). Treatment with sleep-promoting anti-
depressant medications (agomelatine 25 mg per day or
trazodone controlled release daily dose up to 75 mg) was
not associated with any symptomatic improvement. The
patient experienced even a two-week period of worsen-
ing of mental state—she had suicidal thoughts and brief
auditory hallucinations. Because of the treatment-resistance
(previous therapy with different agents [quetiapine, aripi-
prazole, vortioxetine, lamotrigine, valproate, selective se-
rotonin reuptake inhibitor, olanzapine, risperidone, sero-
tonin norepinephrine reuptake inhibitor, agomelatine,
trazodone controlled release] was either unsuccessful or
only temporarily effective, with rapid loss of therapeutic
action), somatic comorbidities and illness course with
predominant depressive symptoms, it was decided to be-
gin treatment with lurasidone (with continuation of phar-
macotherapy with valproate and lamotrigine—this anti-
epileptic treatment was recommended by neurologist due
to optimal seizure control acquired with the therapy). The
daily dose was gradually increased, starting from 18.5 mg

per day. After approximately 3 weeks response to treat-
ment was observed—the patient noticed that mood changes
were less frequent and less prominent than before. After 8
weeks (37 mg of lurasidone daily) definite symptomatic
improvement was present: the patient reported having
whole days of euthymia, auditory hallucinations were oc-
curring rarely.

In the forthcoming months, due to persistent symptoms:
inner tension, anxiety, low stress tolerance, auto-ag-
gressive impulses, periodic ideas of reference and sleep
problems, treatment was gradually modified—the attend-
ing psychiatrist added trazodone in extended release for-
mula up to 300 mg per day, increased the dose of lur-
asidone to 111 mg (0-0-111 mg). Opipramol and di-
phenhydramine (100 mg and 50 mg respectively, taken at
night only occasionally) were added as sleep promoting
agents (previous treatment with zopiclone was un-
successful). Tolerance of the pharmacotherapy was good.
The patient's body mass gradually decreased—her final
BMI, at the end of the observation period, was 38.7 kg/m’
(nearly 20 kg of weight reduction). During the next
months after pharmacotherapy modifications the patient
reported significant improvement—her mood was much
more stable and reactive, depressive or hypomanic phas-
es were absent, she had no perceptual disturbances or de-
lusional thoughts, she denied suicidal ideations or plans,
her general level of functioning was improved. Changes
in the results of symptom scales measuring depressive, hy-
pomanic and psychotic symptoms were also observable
when comparing patient’s assessments before and after a
few months of treatment with lurasidone: Quick Inventory
of Depressive Symptomatology—Self Report change from
16 to 5 points, Young Mania Rating Scale from 8 to 2
points, and Brief Psychiatric Rating Scale from 35 to 20
points.

After 20 months of observation since the initiation of
lurasidone treatment, mood stabilization, clinical and
functional improvement and cessation of ultra-RC course
of the disease were maintained.

DISCUSSION

The term “rapid cycling” is one of the specifiers used for
BD in the Diagnostic and Statistical Manual of Mental
Disorders, 5th edition. It is defined as a course of the illness
with at least four affective episodes during a 12-month
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period. Episodes are demarcated by a remission period of
at least 2 months (for episodes of the same polarity) or by
a switch to an episode of opposite polarity [6]. Some pa-
tients experience very short cycles lasting for days (ul-
tra-RC). RC pattern seems to be a transitory phenomenon,
for which the lifetime prevalence ranges from 26 to 43%
[7]. The RC course of BD has been associated with earlier
age at onset, higher level of disability, female sex, bipolar
type Il, more severe depressive symptoms, more anxiety,
increased suicide risk, atypical depressive symptoms,
higher treatment resistance, more frequent use of psycho-
active substances (compared to non-RC bipolar patients)
[8-11]. It is hypothesized that RC can be triggered by use
of antidepressants or hypothyroidism (including sub-
clinical) [7]. The literature on the pharmacological treat-
ment of RC (both acute and maintenance) is still sparse
and of generally poor quality—most of the published data
comes from post hoc analysis [12,13]. According to Canadian
Network for Mood and Anxiety Treatments guidelines,
there is no clear evidence for the superiority of any specif-
ic agent to treat manic or depressive symptoms in RC pa-
tients—pharmacotherapy should be chosen based on
available general recommendations for acute and main-
tenance treatment in BD [14]. However, data indicate that
aripiprazole and olanzapine can be efficacious in the
treatment of acute manic symptoms, while quetiapine re-
duce intensity of depressive symptoms in RC patients.
Aripiprazole and olanzapine also seem to be effective in
the relapse prevention [12,13]. Lithium, divalproex, olan-
zapine, and quetiapine have been observed to have anti-
depressive maintenance efficacy. It is possible that for RC
patients polytherapy with mood stabilizers, rather than
monotherapy, might be necessary [14]. There is currently
scarcity of data regarding pharmacotherapy in treat-
ment-resistant RC BD [15].

Patients with RC were permitted in some of the clinical
trials on lurasidone treatment in BD [16-18]. However,
data on lurasidone efficacy exclusively in the subgroup of
RC patients are missing. To the best of our knowledge,
there are no published reports of successful treatment with
lurasidone as add-on therapy in patients with ultra-RC.

Lurasidone has a favorable metabolic profile [19,20]—
the medication did not differ from placebo in terms of
weight gain in recent meta-analyses on efficacy and toler-
ability of antipsychotics in schizophrenia [5,21]. Lurasidone
also seems to cause no clinically significant weight or

metabolic changes (compared to placebo) in the pop-
ulation of bipolar patients [3]. Moreover, weight loss was
observed in patients switched from prior second-gen-
eration antipsychotics (with known propensity to cause
weigh gain) to lurasidone treatment [22]. Data from clin-
ical trials do not indicate that lurasidone separates from
placebo in terms of seizure incidence [23].

Taking into consideration the above mentioned data, in
case of our patient lurasidone was the optimal choice due
to afew clinical features. Firstly, depressive symptoms were
predominant in the course of disease. Secondly, patient’s
somatic comorbidities (obesity, epilepsy) greatly reduced
a number of available, safe treatment options. In the aspect
of polytherapy, lurasidone was preferred as it does not affect
cytochromes activity and its receptor profile did not cause
adverse pharmacodynamic interactions. We assume that
lurasidone can be effective in the therapy of treatment-re-
sistant RC BD due to its multimodal profile of receptor ac-
tivity which can contribute to the wide spectrum of clin-
ical properties: antipsychotic, antidepressive, mood sta-
bilising and potential (but still not well-proven) antimanic.

Although the patient had received different medi-
cations with proven efficacy in the treatment of RC BD (for
an adequate period of time and in adequate doses), none
of them were effective in the longer term. Moreover, the
patient was occasionally experiencing brief psychotic or
pre-psychotic symptoms like auditory hallucinations or
ideas of reference, which made it rational to introduce a
medication with both mood stabilizing and antipsychotic
action. It is worth noticing that we observed clinical im-
provement as soon as 3 weeks and cessation of ultra-RC
course 8 weeks after the initiation of lurasidone treatment.

Apart from symptomatic and functional improvement,
the patient’s weight significantly decreased and the treat-
ment tolerance was good (no epileptic seizures were ob-
served during lurasidone treatment).

In conclusion, lurasidone can be a promising treatment
option in patients with treatment-resistant RC BD, also
with concomitant metabolic diseases and epilepsy.
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