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Abstract: Bipolar mood disorder (BD) is a severe debilitating mental disorder, and a number of patients are resistant to
standard treatment. We report two clinical cases of treatment resistant mania (TRM) responsive to clozapine. Mrs. A and Mrs.
B are two BD patients aged 30-year-old and 34-year-old respectively. They had a similar age of BD onset at 16 years old. They
both had five manic episodes at least before they had the TRM. Mrs. A had a history of allergy to haloperidol. She presented a
manic episode that was unresponsive to olanzapine 20 mg daily, risperidone 4 mg daily and lithium 1,250 mg daily. Mrs. B had
a history of a mania non-responsive to the association of lithium and olanzapine 20 mg daily and a history of severe depression
under lithium and haloperidol 30 mg daily. She presented a manic episode resisting the association of lithium 1000 mg daily,
carbamazepine 600 mg daily, quetiapine 100 mg daily and chlorpromazine 150 mg daily. They both eventually received
clozapine uptitrated gradually to 300 mg daily with lithium (1,000-1,250 mg daily) with satisfactory clinical response within
three weeks of starting clozapine. Clozapine seems to be efficacious in TRM. Further randomized clinical trials are needed to
strengthen its evidence based indication in TRM.
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1. Introduction

Bipolar Disorder (BD) is a chronic, severe mental disorder Clozapine, an atypical antipsychotic (AA), remains

[1].

Aggregate estimates of the prevalence of BD indicate that
approximately 1.0% of the general population meet lifetime
criteria for BD type I (BD-I) [2].

BD is often associated with high levels of unfavorable
outcomes or treatment resistance [3].

A working definition of Treatment Resistant Mania (TRM)
is a manic BD phase non-responsive to at least two trials of
dissimilar treatments of adequate dose and duration [4].

Very few treatment guidelines for this complex and severe
illness were published [5, 6].

underused in TRM of resistant mania, despite increasing case
reports, retrospective studies and randomised controlled trials
suggesting that it may be particularly effective in TRM [3, 4,
6-10].

2. Methodology

The case reports of the patients were retrieved and
reviewed together with relevant literatures.
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3. Case Reports
3.1. Case Report 1

Mrs. A is a 34-year-old single woman with an 18-year
history of BD 1.

Her family history revealed chronic psychosis among her
maternal uncle and BD I among her two maternal aunts.

She had a history of two manic episodes with psychotic
features.

She had an allergy to the following psychotropic drugs:
haloperidol, chlorpromazine, prazepam, biperiden.

She had four manic episodes with mixed features, with a
history of non-compliance to therapy.

The last manic episode responded to a combination of
lithium 1250 mg/day, olanzapine 20 mg/day, risperidone 4
mg/day and clonazepam 10 mg/day.

She was eventually admitted into our department for a
manic episode with mixed features that lasted for two months
despite good therapeutic adherence.

Her complete blood count, electrocardiogram and
electroencephalogram did not reveal any abnormality.

She was prescribed a combination of lithium 1250 mg/day
and clozapine.

Clozapine was gradually uptitrated to 300 mg/day (at
night), with close monitoring of white blood cell count and
absolute neutrophil count.

She was able to be discharged from our department after
23 days.

She had her check-ups regularly after her discharge.

3.2. Case Report 2

Mrs. B is a 30-year-old married woman with a 14-year
history of BD I.

Her family history revealed BD I in her maternal uncle and
her maternal aunt.

She has a history of eight depressive episodes alternating
with hypomanic episodes, with seasonal features, followed
by five severe manic episodes with psychotic features.

The last manic episode occurred despite good therapeutic
compliance to lithium 1,000 mg daily and olanzapine 20 mg
daily. She was then prescribed lithium 1,000 mg and
haloperidol 30 mg daily.

With this combination, the patient developed a severe
depressive episode, which was handled by lithium and quetiapine.

She later presented a manic episode with psychotic
features that lasted for two months and was unresponsive to
lithium 1,000 mg/day, quetiapine 100 mg/day, carbamazepine
600 mg daily and chlorpromazine 150 mg daily.

She was eventually hospitalized in our department. After
routine tests and an unremarkable electroencephalogram,
clozapine was uptitrated to 300 mg daily with lithium 1,000
mg daily. We got a favorable response after 28 days.

4. Discussion

Multiple studies have established that clozapine may be

efficacious and relatively safe in TRM [3, 6-10]. In China,
for instance, clozapine is a treatment of choice for TRM [3,
11]; while it remains uncommon in Western nations
psychiatric practices [3].

We reported two clinical cases of TRM responsive to
clozapine. Both patients had family history of BD and they
both had a similar illness onset age of 16 years old. They had
a history of at least five manic episodes before the TRM.

In the first case report, Mrs. A presented a manic episode
that was resistant to two AA (olanzapine 20 mg daily and
risperidone 4 mg daily) associated with lithium 1,250 mg
daily. She had otherwise a history of allergy to haloperidol.

Regarding the second case, Mrs. B had a history of mania
unresponsive to the association of lithium and olanzapine 20
mg/day and a history of severe depression under lithium and
haloperidol 30 mg/day. Her current manic episode was
unresponsive to the association of lithium 1000 mg/day,
carbamazepine 600 mg/day, quetiapine 100 mg/day and
chlorpromazine 150 mg/day.

Both patients received clozapine uptitrated to 300 mg/day
prescribed at night and lithium (1,000-1,250 mg daily).
Remission was obtained after 3 weeks in both cases.
Clozapine monitoring guidelines were applied and no
reported side effects warranted its discontinuation.

A similar case of TRM responsive to clozapine was
published in 2016 [13]. A 17-year-old male patient with a 2-
year diagnosis of BP I presented a fourth manic episode that
was unresponsive to risperidone 12 mg daily for 4 weeks,
olanzapine 30mg daily for 3 weeks, and haloperidol 30mg
daily for 3 weeks, along with valproate preparation 1500mg
daily. [13]. Remission was obtained with valproate 1,500
mg/day and clozapine 100 mg/day in divided doses [13].

Another case report of TRM responsive to clozapine was
published in 2020 [14]. A 22 year-old woman, with a 3-year
history of BD I, presented eight days post-partum an
unresponsive mania to olanzapine 20 mg/day and to
haloperidol 30 mg/day both prescribed during three weeks
each along with valproate preparation 1500mg daily.
Clozapine was then introduced and uptitrated gradually to
150 mg at night with valproate 1,500 mg daily with a
satisfactory clinical response.

Masi et al published in 2002 a study evaluating the
effectiveness of clozapine in 10 adolescent inpatients with
BD 1 (manic and mixed episodes) [15]. Significant
improvement with clozapine in resistant cases was noted [14,
15]. The mean dose administered of clozapine was
142.5¢73.6 mg daily with an extreme range of [75-300].
Some of the frequent side effects noted were an elevation of
appetite, sedation, enuresis, sialorrhea [14, 15]. But none was
severe enough to warrant decreasing clozapine’s doses [14,
15].

Degner and colleagues published in 2000 an analysis of 117
retrospectively investigated patients suffering from acute mania
who were treated with clozapine given as monotherapy with a
mean dosage of 353.4 + 76.4 mg daily [16]. Clozapine proved to
have excellent antimanic properties [14, 16].

Li and colleagues published in 2014 a systematic review of
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clozapine for treatment resistant BD summarizing its efficacy
and safety. This review included 15 studies with a total of
1,044 patients and suggests that clozapine may be an
effective therapy, safe and well tolerated [3]. Long-term use
of clozapine appeared to be associated with improvement in
clinical symptoms, measurable social and functional gains,
and decreased hospitalization [3].

5. Conclusion

Resistant mania is often the cause of significant
professional and social repercussions in addition to somatic
complications. Despite increasing evidence of efficacy of
clozapine in the treatment of resistant bipolar disorder,
including resistant mania, clinical reality shows that the
initiation of clozapine is often delayed, which reduces the
chances of a good therapeutic response. We reported two
cases of TRM responsive to clozapine. Further randomized
clinical trials remain needed to strengthen its evidence-based
indication in TRM and its potential inclusion in international
guideline.
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