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uma clinica ambulatorial

Christopher Izehinosen Okpataku,! David Tawani?

Abstract

Introduction: There is an unpredictable pattern in the
prescription of antipsychotics and other psychotropic medications
for the treatment of schizophrenia, particularly in resource-
limited settings in developing countries.

Objective: To determine the psychotropic prescriptions given
to patients with schizophrenia in an outpatient clinic of a
tertiary hospital and to describe the choices and trends of these
prescriptions.

Methods: This was a cross-sectional descriptive study of
prescriptions for adults with schizophrenia. After clinical
consultation, patients’ case notes were randomly selected over a
period of 2 years. Using a structured form, data were extracted
from the case notes including biodemographic data, psychotropic
medications prescribed and changes made to these prescriptions.
Data were analyzed by means of descriptive statistics.

Results: A total of 103 patients were selected, with a mean
age of 35.96+9.78 years; 48.5% were males and 51.5% were
females; 33% were unemployed and 38% had been hospitalized
in the past. There were 231 initial prescriptions and 228
current prescriptions, with about 2.2 prescriptions per patient.
Haloperidol (mean dose 14.77+6.28mg and 11.44+5.55mg
for initial and current) and other old-generation antipsychotics
were the most commonly prescribed for new cases (98%). Mean
duration of psychotropic use was 7.78+5.6 years. All the patients
were prescribed trihexyphenidyl, and 56.3% of the patients had
their medications changed as a result of side effects.
Conclusion: There was a very high preference for the use of
first-generation antipsychotics for all treatment settings (in- and
outpatients), a pattern that is likely to persist.
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Resumo

Introdugdo: Existe um padrdo imprevisivel na prescrigdo de
antipsicéticos e outros medicamentos psicotrépicos para o
tratamento da esquizofrenia, especialmente em ambientes com
limitagéo de recursos em paises em desenvolvimento.
Objetivo: Determinar as prescrigdes psicotropicas dadas a
pacientes com esquizofrenia em uma clinica ambulatorial de um
hospital tercidrio e descrever as escolhas e tendéncias dessas
prescrigoes.

Métodos: Este foi um estudo descritivo transversal das prescriges
dadas a adultos com esquizofrenia. Apds consulta clinica, os
prontudrios dos pacientes foram selecionados aleatoriamente
ao longo de um periodo de 2 anos. Usando um formulério
estruturado, os dados foram extraidos dos prontuarios, incluindo
dados biodemograficos, medicamentos psicotrdopicos prescritos e
mudangas feitas a essas prescrigdes. Os dados foram analisados
por meio de estatistica descritiva.

Resultados: Um total de 103 pacientes foram selecionados, com
idade média de 35,96+9,78 anos; 48,5% eram do sexo masculino
e 51,5% do sexo feminino; 33% estavam desempregados e 38%
haviam sido hospitalizados no passado. Houve 231 prescriges
iniciais e 228 prescrigdes atuais, com aproximadamente
2,2 prescricdes por paciente. O haloperidol (dose média de
14,77+6,28mg e 11,44+5,55mg para prescrigoes inicial e atual) e
outros antipsicéticos de primeira geragdo foram os mais comumente
prescritos para casos novos (98%). A duracdo média do uso de
psicotrépicos foi de 7,78+5,6 anos. Todos os pacientes receberam
prescricdo de triexifenidil, e 56,3% dos pacientes tiveram seus
medicamentos alterados como resultado de efeitos colaterais.
Conclusdo: Houve uma alta preferéncia pelo uso de antipsicoticos
de primeira geragdo para todos os regimes de tratamento (internagédo
e ambulatorial), um padrdo que provavelmente persistira.
Descritores: Psicotrdpico, prescricdo, esquizofrenia, clinica.
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Introduction

Schizophrenia is one of the most disabling and
economically catastrophic disorders. According to the
World Health Organization, it is one of the top ten
illness contributing to the global burden of disease.!
It is a chronic and debilitating condition where prompt
and effective management is crucial in determining
and mitigating the diverse and potentially profound
consequences of the disorder.

Pharmacotherapy has been the primary treatment
for schizophrenia, and antipsychotics are the first-line
drugs used. They have been shown in clinical trials to be
effective in treating symptoms and behaviors associated
with the disorder.23 The introduction of chlorpromazine
in the mid-20th century*> for the treatment of psychosis
was a landmark in the management of schizophrenia and
other related psychoses. Today, first-generation (FGA)
and second-generation antipsychotics (SGA) are the
groups of psychotropics used to treat schizophrenia.®’”

An unpredictable pattern has been observed in the
prescription of antipsychotics and other psychotropic
medications to patients with schizophrenia in clinical
practice. In some parts of the world, there is a higher
percentage of prescriptions of SGAs,®'° while in others,
FGAs are preferably prescribed.'®'? In Nigeria, old-
generation antipsychotics were reported as the most
commonly prescribed medications for the treatment
of schizophrenia, both decades ago!* and recently.*4
FGAs were also mostly used for the treatment of other
psychotic disorders,*> but olanzapine, an SGA, was
found to be the most frequently prescribed antipsychotic
in monotherapy in a recent study.!® Antiparkinsonian
drugs were often prescribed at the onset of treatment,*”
against side effects, without evidence that the latter
would occur in the course of treatment.

The choice of antipsychotics prescribed to a patient
with schizophrenia has a significant relationship with the
long-term outcome of the disorder.’®1° In this sense, it
is extremely important to evaluate how accumulating
knowledge and the emerging use of SGAs in some parts
of the world influence prescriptions for schizophrenia in
clinical practice over time in our setting. We speculate
that in a teaching hospital, where future psychiatrists
are trained, the pattern of prescriptions established for
patients will ultimately influence the choices of medications
that these physicians will prescribe post-training.

Therefore, this study sought to determine the
psychotropic prescriptions given to patients with
schizophrenia at the outpatient clinic of a tertiary
teaching hospital in Nigeria. It describes choices and
trends, and how they relate to other factors that may
influence treatment outcomes.
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Materials and methods

This was a retrospective (patient chart-based),
descriptive, cross-sectional study carried out over a
2-year period in the Zaria Federal Teaching Hospital, a
major tertiary service center in North West Nigeria that
has been providing medical services to Zaria plus at
least nine other neighboring states and other parts of
the country. The study was conducted in the psychiatric
outpatient clinic of the hospital. The clinic is run by
psychiatrists and resident (trainee) psychiatrists. There
were three psychiatrists and 18 residents running the
clinic at the time of the study. All patients diagnosed
with schizophrenia who had been attending the clinic
for at least the preceding 12 months were considered
eligible for inclusion in the study.

After consulting their physicians during the routine
monthly psychiatric clinical visits at the outpatient
department, the case records of eligible patients were
identified and retrieved.

An average of six case notes were randomly selected
from the physicians who saw patients at the psychiatry
clinic over the period lasting from May 2014 to April 2016.
The hospital’s clinic visits are held twice a week. On each
clinic visit day, the first three patients to consult the first
three psychiatrists to arrive at the clinic were selected. At
the next visit day, the last three patients who consulted
the last three physicians to arrive at the clinic were
selected. Case notes were assigned a number and marked
to prevent repetition of data extraction. Although all the
data originated from the outpatient clinic, patients were
grouped into hospitalized vs. non-hospitalized patients.
All hospitalized patients were moved to the outpatient
clinic after discharge from inpatient care. The outpatient
clinic therefore consists of never-hospitalized clinical
attendees (non-hospitalized patients) and those who
have been discharged from in-patient care (hospitalized
patients). Data were not collected for 2 months during
the study period as a result of industrial strike action at
the hospital, which interrupted hospital services.

Using a structured form, information on the patients’
basic biodemographic data, diagnosis, duration of iliness
and psychotropic use, initial and current medications,
and changes in medications were recorded. Initial
medication was defined as the first drug prescribed to the
patient during his/her first contact with a psychiatrist.
Current medication was defined as the drug that the
patient had been receiving up to the time of data
extraction from his/her case notes. Inquiries as to the
availability of treatment guidelines and how physicians
adhered to these guidelines were also made.

Ethical clearance for the study was given by the
Health Research Ethics Committee of the Ahmadu Bello



University Teaching Hospital. The data obtained were
entered and analyzed by means of descriptive statistics
using the Statistical Package for the Social Sciences
(SPSS) for Windows version 20.

Results

A total of 103 patients with schizophrenia were
selected, of which 48.5% were male, and 51.5%
female. Mean age of the patients was 35.96+9.78; 32%
of them were employed, while 68% were not gainfully
employed. Also, 38% (39) were hospitalized in the past,
while 62% (64) were not (Table 1).

There was a total of 234 initial prescriptions and 228
current prescriptions, with an average of 2.2 prescriptions
per patient, consisting of two antipsychotics and an
anticholinergic agent. All patients received trihexyphenidy!
tablets. All the medications were taken orally (tablets),
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with the exception of fluphenazine and flupentixol, which
were administered via parenteral route (injection).

Haloperidol was the most commonly prescribed
drug to patients who had been admitted to hospital in
the past (67.9%). Other FGAs (28.3%) were mostly
prescribed for these groups of patients, rather than
SGAs (3.8%) (Figure 1).

Haloperidol (35.8%) and other FGAs (39.6%) were
also the most commonly prescribed current medications
to patients who had been admitted in the past, but there
was an increase in the proportion of those who received
SGAs (24.5%) (Figure 2).

Similarly, haloperidol (52%) and other FGAs (46%)
were the most commonly prescribed initial drugs for the
treatment of schizophrenia in non-hospitalized patients
at their first presentation at the outpatient clinic, upon
initiation of treatment (Figure 3).

Haloperidol (30%) and other FGAs (50%) were the most
commonly prescribed medications for the continuation of

Table 1 - Sociodemographic characteristics of the patients

Variable Frequency Percentage
Age (years)
> 20 3 2.9
20-39 64 62.1
40-59 35 34.0
> 60 1 1.0
Sex
Male 50 48.5
Female 53 51.5
Employment status
Employed 33 32.0
Unemployed 70 68.0
36
>
)
c
9]
=]
o
9}
—
I
6
3
1 1 l 2 1 1 1 1
— — || — - — — -
H/A H/FIuX/A  H/Flu/A Trp/A Trp/Flu/A  CPZ/A CPZ/Trp/A Tz/A Ol/A Rs/A
Prescriptions

Figure 1 - Initial psychotropics prescribed at first hospitalization. H = haloperidol; FluX = flupentixol; Flu = fluphenazine; Trp =
trifluoperazine; CPZ = chlorpromazine; Tz = thioridazine; Ol = olanzapine; Rs = risperidone; A = artane.
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treatment in outpatients who had never been hospitalized.
SGAs were prescribed to a few patients (18%) (Figure 4).
Upon treatment initiation, considering both
hospitalized and non-hospitalized patients, 98-99%
of the antipsychotics used were FGAs. For treatment
continuation, about 10.6-12.6% of the prescriptions
were changed to SGAs (olanzapine and risperidone).
Mean duration of psychotropic use was 7.78+5.6
years. Mean dose per day of the most commonly
prescribed medication upon treatment initiation
was 14.77+£6.28mg of haloperidol, compared to

11.44+5.55mg haloperidol for current medications
used for treatment continuation.

After the initial psychotropics prescribed, changes
were made to the prescriptions over time. About 56.3%
of the patients had their medications changed at least
once since the beginning of treatment. The reasons for
changing the medication were not documented in 33%
of the patients. For those who had a note indicating why
their drug type or class was changed, the main reasons
included the presence of extrapyramidal side effects
(51.3%). Other reasons were also given (Figure 5).
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Figure 2 - Current psychotropics prescribed to patients attending the outpatient clinic who had been hospitalized in the past.
H = haloperidol; FluX = flupentixol; Flu = fluphenazine; Trp = trifluoperazine; CPZ = chlorpromazine; Tz = thioridazine; Ol =
olanzapine; Rs = risperidone; A = artane.
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Figure 3 - Initial psychotropics prescribed to outpatients who had never been hospitalized. H = haloperidol; FluX = flupentixol;
Flu = fluphenazine; Trp = trifluoperazine; CPZ = chlorpromazine; Tz = thioridazine; Ol = olanzapine; Cz = carbamazepine.
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Over the preceding 12 months, 73% of the patients
had no drug-related complaints documented in their
case notes. About 27% indicated complaints such as
generalized body weakness, forgetfulness, excessive
salivation, excessive sleep and tremors.

At the point of case note examination, 43.7% of the
patients on medication were judged to be “clinically
stable” as indicated by “doing well; no complaints
today” recorded in their last clinical notes. Conversely,
44.7% were considered “clinically unstable” as noted
by minor complaints such as occasional poor sleep,
fleeting irritability and some oddities of behavior,
indicating the presence of complaints, worrying or
unresolved symptoms. About 11.6% were considered
to be significantly sick, with prominent psychotic
symptoms documented in their notes. There were no
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treatment guidelines (formal or informal) available for
the management of schizophrenia.

Discussion

The choice and pattern of psychotropic utilization
in patients with schizophrenia is essential to the
understanding and determination of those crucial factors
in drug treatment that mitigate or aggravate patients’
suffering and positively or negatively affect the outcome
of the disease. This may partly account for the ongoing
effort from several studies to document and describe
the prescriptions and use of antipsychotics and other
related medications in patients who are receiving drug
treatment for schizophrenia.
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Figure 4 - Current psychotropics prescribed to patients who had never been hospitalized. H = haloperidol; FluX = flupentixol; Flu
= fluphenazine; Trp = trifluoperazine; CPZ = chlorpromazine; Tz = thioridazine; Ol = olanzapine; Rs = risperidone; A = artane.

Frequency

7
: .

2
1
.,-,—

Systemic Extrapyramidal Unremitting Poor Cost of drugs Pregnancy
side effects side effects psychotic compliance
symptoms
Reasons

Figure 5 - Reasons documented for changing psychotropic prescriptions.
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The age and sex of the respondents in this study were
comparable to those reported by similar studies.8°:20:2

About 70% of the patients were unemployed in this
study. Some studies that determined the employment
status of patients with schizophrenia who were on
antipsychotics found that the majority of them were
unemployed.®® Employment rates among patients with
schizophrenia are low, with an estimate from a European
study ranging from 8 to 35%.22 Individual factors (such
as job histories), illness-related factors (such as illness
severity) and societal conditions (such as discrimination
and social welfare policy) are all potential contributors
to variations in employment rates.??

Haloperidol, an FGA, was found to be the most
commonly prescribed medication across all categories,
while olanzapine was the preferred SGA. The choice
of which drug to prescribe is generally influenced by
several factors, such as cost of the drug, side effects,
actual or perceived efficacy, familiarity with the drug
and “new” versus “old” drug. Studies have documented
several factors that directly or indirectly influence
prescribers, including issues of safety, patient’s
socioeconomic status, efficacy, formulary status,
patients’ acceptability/tolerability, clinical symptoms
and prescription restrictions.2:24:25

The efficacy of FGAs in reducing positive symptoms
is not in doubt,?¢?” but their action is quite limited in
other outcomes,?® notably, their effect on negative
symptoms. The side effects of haloperidol and other FGAs
constitutes a major problem in the pharmacotherapy
of schizophrenia.?® This has largely contributed to the
search and emergence of SGAs - over the years, these
drugs have been increasingly preferred over FGAs. In
clinical practice, there has been a growing pattern of
prescription of SGAs to patients with schizophrenia.3° It
was first believed that they were far superior to FGAs.
However, that optimism was short-lived, as new findings
suggest that SGAs may not have clear superior efficacy
or better tolerability compared with FGAs.53133 Still,
SGAs have been more favorably explored and utilized in
recent times than FGAs. Lewis et al. have suggested that
FGAs, which are substantially cheaper, still have a place
in the treatment of patients unresponsive or intolerant
to the newer medications.3* In addition, another report
has noted that there is no clear evidence that SGAs are
more effective or better tolerated than FGAs.3* Those
authors concluded that FGAs should be used in the
initial treatment of an episode of schizophrenia, unless
the patient has not previously responded to these drugs
or has unacceptable extrapyramidal side effects.3*

In developing countries such as Nigeria, or in
resource-scarce settings, there is likely going to be an
increasing use of FGAs and a slow transition to SGAs,
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largely as a result of the relatively higher cost of SGAs.
These drugs are often not within the reach of patients in
our setting in a sustainable manner. The socioeconomic
status of patients influences clinical management
decisions.3* Physicians may have considered affordability
over and above other important clinical factors while
choosing medications in our study. This may likely be a
major reason why our clinic patient population is mainly
treated with haloperidol (a relatively cheaper drug), at
both initiation and continuation. Although our study did
not specifically determine the socioeconomic status of
patients, most of them were unemployed. In this regard,
we are aware that just as the employment of a patient
does not attest to their capability to afford medications,
there are unemployed patients who get adequate family
and other caregivers support for their treatment. There
is also perhaps the effect of trainer-trainee influence on
prescription choices that occurs at a teaching hospital
setting. Trainee physicians’ prescription choices, among
other factors, are also likely to be influenced by the
pattern established by their supervising physicians.
From empirical evidence, trainee physicians tend to
“follow” the prescription pattern and choices of their
trainers. Therefore, what was observed in this study is
likely to have been partly determined by these factors. It
is important to note, however, that prescription choices
are determined by a complex interaction of multiple
factors, considerations and circumstances.

Changes in psychotropic prescriptions in this study
were usually from an FGA to an SGA, because the
former was often the first drug prescribed to most of the
patients. Cost does not seem to have been an important
reason for change of medication, as the physicians
generally prescribed the cheaper types based on their
understanding of the prevailing socioeconomic status of
their patients.

Side effects were a major problem associated with
the use of FGAs.3¢ This was the major reason for change
of the type of drug prescribed in this study. There was
an apparent preference for the use of SGAs in clinical
situations where FGA-related intolerable side effects
were present. Side effects themselves may cause or
worsen schizophrenia symptoms, including negative,
positive and cognitive symptoms.3” In addition, they
may increase the risk for other medical disorders3® and
can affect the patients’ quality of life and willingness
to take the medication.3%3° Whether SGAs have fewer
and more tolerable side effects than FGAs is still
contentious. Studies have reported that there are no
significant differences between SGAs and perphenazine,
a representative FGA.3240

Following recent advances on what is known about
both classes of antipsychotics, the role of SGAs in the



management of schizophrenia is a pressing clinical
uncertainty.3* Most patients with schizophrenia are
currently receiving SGAs, particularly olanzapine, as the
primary treatment. There has been a growing pattern
in their use,*® even for off-label purposes,*! supported
by research evidence,*? national policies and marketing
campaigns.®® There are also treatment guidelines in
some countries which recommend SGAs over FGAs.%#4
To what extent SGAs have a clear advantage over FGAs
is still a subject of debate.

It is interesting to note that no prescription of
clozapine was found in this study. At present, clozapine,
an SGA, is reserved for the management of difficult-to
treat schizophrenia. This may be a conservative approach
by physicians to avoid the plethora of adverse effects
and routine investigations associated with the use of that
drug, or may result from the fact that patients clearly
cannot afford the drug. Of note, also, is the record that
all patients were on anticholinergic drugs, apparently
to treat or prevent some side effects of antipsychotics.
This included patients who were admitted to hospital,
i.e., who could be watched and managed for such
side effects if and when they occurred. Certainly not
all patients require this additional pill burden, which
is often given perpetually. This practice of prescribing
anticholinergics to all patients on antipsychotics may be
regarded as polypharmacy.

Limitations

This study relied on data recorded on patient charts.
Additional interviews with the physicians and patients to
inquire about their perspectives on prescription choices
and treatment outcomes, respectively, would have
enriched the quality of results. Secondly, the study was
conducted at one center only, so the findings may not
be applicable to other tertiary psychiatric facilities.

Conclusion

The prescription and use of safe, affordable and
available antipsychotics in patients with schizophrenia
will continue to be a major factor in determining
the outcome of the disorder. While there are
treatment guidelines to follow in some countries, no
recommendations are available in others - including
Nigeria. If this study is a modest reflection of the
practice of clinics operating in other socioeconomically
comparable nations, we do not see predictable changes
in the pattern of psychotropic prescriptions to patients
with schizophrenia occurring soon. Therefore, it is likely
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that the decisions on what medications prescribers give
to these patients will continue to be highly determined
by the individual physicians’ experience, personal
choices and whatever factors he/she has judged to be
clinically relevant.
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