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Case report

A young patient with treatment-resistant schizophrenia: a case study
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Abstract

Schizophrenia is considered as one of the major psychiatric illnesses characterized by a tuft of positive, negative
and cognitive symptoms. With the introduction of chlorpromazine in the 1950s and subsequently other antipsy-
chotic drugs, the treatment of schizophrenia was revolutionized. However, soon it was seen that some patients
had little or no clinical response to treatment with multiple different antipsychotic drugs. Treatment-resistant
schizophrenia is a nightmare for not only the suffering patient, but also for the treating physician. A young patient
diagnosed with schizophrenia showed no clinical response to three second-generation antipsychotic drugs at
optimum doses. With the administration of clozapine, dramatic improvement was seen at standard dose. The
patient was successfully treated with no relapse or recurrence. This academic case is presented to create aware-
ness and insight about treatment-resistant schizophrenia cases, so that they can be assessed properly and

treated efficiently without unnecessary delay.
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Introduction

Schizophrenia is a serious mental iliness that affects a
person’s thoughts, feelings, and behaviors. Patients
suffering from schizophrenia often lose insight, which
means they are not in touch with the outside reality. It
causes significant disturbances and distress for the
individual, their near and dear ones. It hampers the
personal, academic, occupational, familial, social and
financial aspects of the individual. Effective treatments
are available with a good number of antipsychotic
drugs. Some patients do not show the expected
response with treatment. Treatment-resistant schizo-
phrenia is a severe mental health burden as it
prolongs the sufferings of the patient and course of the
disease. It affects around 34% of thepatients with
diagnosis of schizophrenia. Till today only clozapine
has shown its efficacy in treating the resistant cases.
We documented this interesting and academic case of
a young patient from Rangpur who had treatment-re-
sistant schizophrenia and was successfully treated
with clozapine.

Case Report
This 18-year old young male, a student of class Xl,
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was brought to emergency and casualty department
with the complaints of violent and aggressive behav-
ior, undue suspiciousness, irrelevant talk, self-mutter-
ing, sleep disturbance, and belief of being followed
and observed. He was immediately assessed by a
psychiatrist and was tranquilized with intra-muscular
haloperidol. He was admitted in the psychiatry ward
for further assessment and treatment.

Detailed history of the patient was obtained, which
showed that he developed the aforementioned symp-
toms within a short span of 3-4 days. Before the onset
of symptoms, he was living an apparently normal life
of a young adult. Suddenly he developed some abnor-
mal behaviors like undue suspicion of being harmed
by others and claimed that some people were observ-
ing him and his entire family. Those unknown persons
were plotting to kidnap and kill his family. He confined
himself within his home and also insisted his family
members not to go outside. He strongly believed that
he was under constant video surveillance. He devel-
oped irritability which in turn lead to violent and
aggressive behavior. He used to remain very restless,
moved to and fro within his house. He heard voices
and conversations, talking about him and his family
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members. Those voices and conversations were
derogatory and persecutory in nature. Some of the
voices he could recognize as his friends and others as
unknown. Later he developed self-muttering as he
tried to communicate with those voices.

On mental status examination, he was found aloof,
isolated and restless. Constant self-muttering was
present. Prominent delusions of persecution and
reference were found. He had third-person auditory
hallucinations and his insight was impaired. He was
diagnosed as a case of schizophrenia. Pharmacother-
apy was initiated with oral second-generation antipsy-
chotic, risperidone. Initial dose given was 4mg/day
which was increased gradually. After 4 weeks at a
dose of 12mg/day, the patient developed extra-pyra-
midal side effects (EPSE) in the form of tremor and
dysphasia. As no improvement was seen, antipsychot-
ic was shifted from risperidone to quetiapine. As per
guidelines, the dose of quetiapine was increased
gradually to 750mg/day to obtain expected response.
As there was no responseafter 3 weeks of treatment
withquetiapine, oral olanzapine was prescribed. With
the maximum dose of olanzapine (20mg/day), no
improvement of psychotic symptoms was gained in
another 2 weeks. Patient was still having florid halluci-
nations and delusions.

With no response after administration of three antipsy-
chotic drugs at optimum doses for adequate time
period, the diagnosis was labeled as “Treatment-resis-
tant schizophrenia”. Oral clozapine was considered as
the next medication according to treatment guidelines
for resistant schizophrenia. Initial dose given was
12.5mg on first day, 25mg in divided doses on the
following day and then gradually doses were
increased.After 16 days of clozapine treatment at
300mg/day in divided doses improvementwas
observed. Hearing of voices, suspiciousness and
self-muttering started to reduce. In the following 5
weeks, psychotic symptoms subsided completely. No
hallucination or delusion was present. Patient was
observed with the same dose (300mg/day) for the next
two weeks before discharge. During that time the
patient was completely stable. At present the patient is
continuing medication and is on regular follow up. No
relapse of any symptoms has been noted yet.

Discussion

Schizophrenia is a severe and chronic psychiatric
disorder characterized by disturbances in thought,
perception and behavior. It involves a range of cogni-
tive, behavioral and emotional symptoms. There is no
simple physical or laboratory investigation available
for schizophrenia and diagnosis involves the recogni-
tion of a constellation of symptoms negatively impact-
ing personal, social or occupational functioning.

The median lifetime prevalence of schizophrenia is
approximately 4.0 per 1000 population.The features of
the disorder typically emerge between mid-teens and
mid-thirties, with peak age of onset of first psychotic
episode in the early to mid-twenties for males and late
twenties for females.? Gradual changes in thinking,
mood and social functioning often begin before the
first episode of psychosis, usually starting in mid-ado-
lescence. Schizophrenia can be seen in younger
children, but it is usually rare before adolescence.

The DSM-5 outlines the criteria to make a diagnosis of
schizophrenia. The key criteria are presence of two or
more of the symptoms 1. delusions 2. hallucinations 3.
disorganized speech (e.g. frequent derailment or
incoherence) 4. grossly disorganized or catatonic
behavior 5. negative symptoms (i.e., diminished emo-
tional expression or avolition) for at least a one-month
(or longer) period of time and at least one of them
must be 1, 2 or 3.

Treatment-resistant schizophrenia is defined as the
persistence of symptoms despite =2 trials of antipsy-
chotic medications at adequate dose and duration with
documented adherence.®* It occurs in up to 34% of
patients with schizophrenia.">” Although persistent
symptoms may be negative or cognitive,® persistence
of positive symptoms is generally one of the defining
features of treatment-resistance.® Epidemiological
data have revealed that male gender,®" early age of
onset of symptoms,'>'* positive family history of
schizophrenia,'®'® obstetric complications, lack of
mood symptoms,'® severe and prolonged premorbid
manifestations, %8192 |onger period of untreated
psychosis,?'??2 prominent negative and cognitive
symptoms,?2* presence of neurological soft signs,
abnormal involuntary movements?® and low level of
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social functioning®® are associated with treatment
resistance.

Many of the adverse effects of clozapine are dose
dependent and associated with the speed of titration.
These tend to be more common and severe at the
beginning of treatment. Very rarely, even standard
maintenance doses could prove fatal in clozap-
ine-naive subjects.?” For minimizing the problems, it is
important to start at a very low dose and increase
slowly. Table 1 shows the dose titration schedule of
clozapine used in the management of the patient.

Table 1: Dose titration schedule for clozapine

Day Morning dose (mg) Evening dose (mg)
1 - 12,5
2 12.5 12.5
3 25 25
4 25 25
5 25 50
6 25 50
7 50 50
8 50 75
9 75 75
10 75 100
15 150 150
20 200 200
28 200 250

Conclusions

Clozapine is a unique antipsychotic medication as it is
the only evidence-based treatment for treatment-resis-
tant schizophrenia?3® with 60-70% of those treated
showing a response.®' Although its unique efficacy is
well recognized, clozapine is still under-prescribed in
most part of the world. A good number of studies clear-
ly show that many a time it is only used after a long
delay of several years.?? The reasons for this may be
the fear of side effects, and the inconvenience of thera-
peutic blood monitoring. This means that many
patients who could get benefit from clozapine early in
the course of iliness are not prescribed in due time.33%
This causes lengthening of suffering of patients and it
worsens the future prognosis. Moreover, patients with
treatment-resistant schizophrenia are often treated
with non-evidence based, highly toxic, high-dose
antipsychotics and polypharmacy.®? When clozapine is
prescribed, it renders a significant transformation of
the disease, improving psychotic symptoms and over-

all functioning of the patient within a short span of time.
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