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INTRODUCTION

ABSTRACT

Background: Psychiatric disorders are one of the major causes of morbidity and
the burden of illness is enormous and remains grossly under represented.
Psychotropic drugs have had a remarkable impact in psychiatric practice.
Currently a large number of atypical antipsychotics available in the market are
endorsed as better options for treating schizophrenia than the typical
antipsychotics. The main objective of the study was to find the commonly
prescribed antipsychotics in schizophrenia patients in a tertiary care center.
Methods: After Institutional Ethics Committee approval, a retrospective cross-
sectional drug utilization study of 400 prescriptions was under taken from 1st July
2015 to 30" July 2016 in the outpatient department of psychiatry of a tertiary care
hospital. The prescribing pattern of antipsychotics in schizophrenia patients
(N=107) was measured.

Results: Out of 400 cases in the outpatient department, schizophrenia cases were
predominant (N=107 i.e. 27%) out of which 42.1% were females and 57.9% were
males. This was followed by mood disorders and neurotic & somatoform
disorders. The most common antipsychotic used was olanzapine followed by
risperidone. Least commonly used antipsychotic was haloperidol. Most of the
patients who received risperidone also received an anticholinergic
trihexyphenidyl (91.8%).

Conclusions: Olanzapine and risperidone are the most commonly used
antipsychotics. Anticholinergics should be used only in selected patients on
antipsychotics as tolerance develops to extrapyramidal side effects.
Anticholinergics are unnecessary after 3-6 months in all except 10% of patients.
Moreover, it has its own side effects and adversely interacts with antipsychotics.
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chlorpromazine, haloperidol use often leads to acute and
chronic extrapyramidal side effects (e.g. tremors, rigidity,

Schizophrenia is a severe psychiatric disorder that has
immense impact on the individual and the society.!
Schizophrenia affects 21 million people worldwide and its
prevalence in India is 4.3 to 8.7 million.?® Schizophrenia
is characterized by positive symptoms (delusions,
hallucinations), negative symptoms (amotivation, poverty
of speech, social withdrawal) and cognitive impairment.*

treatment  for
Conventional

Mainstay  of
antipsychotics.

schizophrenia  are
antipsychotics  like
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tardive dyskinesia). Second generation antipsychotics like
olanzapine, risperidone, aripiprazole, amisulpride are
commonly used now as they infrequently induce the
extrapyramidal side effects and are beneficial in improving
negative symptoms of schizophrenia.*

Drug utilization study has been defined by the World
Health Organization (WHO) as “The marketing,
distribution, prescription and uses of drugs in a society
with special emphasis on the resulting medical, social and
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economical consequences.” The principle aim of the drug
utilization research is to facilitate the rational use of the
drugs. Without the knowledge of how the drugs are being
prescribed, it is difficult to suggest the measures to
improve prescribing habits.®

Retrospective drug utilization review can be used to
identify problems in prescribing patterns through the
analysis and interpretation of aggregate archival data on
drug prescriptions. This process has no immediate effect
on patient care but can identify trends and prompt
interventions.® Therefore, the present study will be carried
out to understand and evaluate the prescription pattern of
medications in Department of Psychiatry of a tertiary care
hospital.

Obijectives of the study was to analyse the drug utilization
pattern and to determine the rationality of prescriptions in
outpatient department of Psychiatry.

METHODS

After obtaining Institutional Ethical Committee approval,
prescriptions of all the patients attending psychiatry
outpatient department are included in the study.
Demographic data such as subject’s initials, age, gender,
and also diagnosis, complete prescription is recorded in the
proforma from the computer data.

Inclusion criteria

Prescription of all the patients attending psychiatry
outpatient department.

Exclusion criteria

In-patients, referred patients, were excluded from the
study:

Analysis of rationality of prescription using WHO Core
prescribing indicators.”

e  Average number of the drugs per prescription.

e Average number of the antipsychotic drugs per
prescription.

e Percentage of the antipsychotic drugs prescribed by
generic name.

e Percentage of injectable drugs prescribed.

e Percentage of the antipsychotic drugs prescribed from
essential drug list.

Study design

An observational retrospective cross-sectional study was
conducted for one year duration i.e., from 1%t July 2015 to
30™ July 2016 in psychiatry outpatient department of K.R
hospital, Mysore.

Sample size

The number of patients attending outpatient department of
psychiatry over a month was approximately 1600. Based
on this, the estimated sample size is approximately 400 by
using the formula n = 4pg/d?

Statistical analysis

The data in this study will be analysed using descriptive
statistics, mean, standard deviation, frequency,
percentages, chi square test and Cramer’s V test.

RESULTS
Demographic background of schizophrenia patients

Out of 400 cases in the outpatient department,
Schizophrenia patients were 107. Schizophrenia was more
found in patients <40 years of age accounting for 70%;
30% schizophrenic patients were >40 years of age. The
average age of schizophrenics was 35.6 years. The
percentage of male and female patients was 57.9% and
42.1% respectively (Figure 1, Figure 2).
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Figure 1: Age distribution of schizophrenia patients.
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Figure 2: Gender distribution of
schizophrenia patients.
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Schizophrenia and antipsychotic drugs

Olanzapine was the commonest antipsychotic drug
prescribed - 43.55%, followed by risperidone 37.4%,
fluphenazine 9.9%, amisulpride 3.05%, chlorpromazine
and penfluridol 2.29%, flupentixol 1.53% and the least
used was haloperidol 0.76% (Figure 3, Figure 4).

ATYPICAL 829%
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CONVENTIONAL 18%
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Figure 3: Conventional and atypical
antipsychotics use.
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Figure 4: Percent utilization of antipsychotics in
schizophrenia patients.

Fixed dose combinations used were olanzapine +
fluoxetine 5.6% and risperidone + trihexyphenidyl 3.7%.

Analysis of prescription pattern according to WHO drug
use indicators

The N=107 prescriptions contained 287 drugs. Out of these
131 were antipsychotic drugs. Average number of drugs
per prescription was 2.68. Average number of

antipsychotics per prescription was 1.2. 47.33% patients
received antipsychotics which were in the National list of
medicines 2015. Data indicated that 56.45% schizophrenic
patients received antipsychotics by generic name and
43.55% received antipsychotics by trade name. 47.33%
patients received antipsychotics which were in the National
list of essential medicines 2015 (Table 1).

Table 1: WHO Prescribing indicators.

Who prescribing indicators

Average number of drugs per prescription 2.7
Average number of antipsychotics 12
/prescription in schizophrenic patients '
Percentage of drugs prescribed by generic
name

Percentage of drugs prescribed from
National list of essential medicines 2015
Percentage of encounters with the
prescribed injection

56.4%

21.6%

8.4%

Other drugs used in schizophrenia

ANTIPSYCHOTICS
® ANTICHOLINERGICS
u SEDATIVE

HYPNOTICS

[¢)
5 ANTIDEPRESSANTS 50%

uMOOD STABILIZERS

®OTHERS

Figure 5: Frequency of use of different class of drugs.

The other drugs commonly co-prescribed were
multivitamins, benzodiazepines like lorazepam and
antidepressants like fluoxetine, anticholinergics like
trihexyphenidyl and mood stabilizers like lithium (Figure
5).

Pattern of antipsychotic drug use as per ATC/DDD
classification (Table 2).

Table 2: ATC/DDD classification of more frequently
used antipsychotics in schizophrenia.

Drug ATC DDD PDD PDD/DDD
(mg) _(mg)
Olanzapine NO5AH03 10 947 0.95

Risperidone NO5AX08 8 4,18 0.52
Amisulpride NO5SALO5 400 875 0.21
Chlorpromazine NO5AA01 300 66.67 0.22

Penfluridol NO5AG03 3.3 3.3 1
Aripiprazole NO5AX12 15 6.25 041
Trifluperazine  NO5AB06 20 5 0.25
Pimozide NO5AG02 4 2 0.5
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DDDs mentioned in the table are of oral route. The
ATC/DDD classification is obtained from WHO
ATC/DDD website 2017.

DISCUSSION

The burden of illness resulting from psychiatric and
behavioural disorders is enormous.” Several observational
studies nationally and internationally have analysed the
pattern of psychotropic drugs prescribed in hospital
inpatient or outpatient settings. Trends towards prescribing
multiple, new costly drugs, prescribing in children,
women, old (low dose) and off label use are increasing.®

Drug utilization studies seek to monitor, evaluate and if
necessary, suggest modifications in prescribing patterns so
as to make medical care rational and cost-effective. It is
important to realize that inappropriate use of drugs
represent a potential hazard to patients and an unnecessary
expense. This necessitates a periodic review of pattern of
drug utilization to ensure safe and effective treatment.”

Demographic details and schizophrenia

In the course of research, it was noticed that out of 107
cases of schizophrenia, 57.9% were males and 42.1% were
females. Our result was similar to the study conducted by
Banerjee et.al where 58.76% of males and 41.24% of
females suffered from schizophrenia.® Our results were
also similar to a multicentric study, conducted by MY
Chong et.al where male predominance was consistent
accounting for 55.9% of cases.®

Most of the schizophrenics were <4Qyears (70%) and the
average age was 35.6 years. Similar results were seen with
a study conducted by Banerjee et.al where 78.6% were
<40years and 21.4% were >40years.® But different results
were observed by the study conducted in Japan by S
Cheung et.al, where the average age of patients suffering
with schizophrenia was 61.9 years.

Drug utilization of Schizophrenia
Drug therapy

Average number of drugs per prescription was 2.68 which
was similar to study conducted by Paul et.al and Rode SB
et.al with average drug per prescription being 2.2 and 2.1
respectively.! 12 Our average drug per prescription was
slightly higher than study conducted by Karan B Thakkar
et.al which showed 1.7 drugs per prescription.'® Drugs per
prescription in our study is slightly higher than the optimal
value according to Atif et.al. i.e. 1.6-1.8.%4

Maximum drugs prescribed per patient was 5 and was
prescribed to only 2 patients which indicates that
polypharmacy was less seen in our observational study.
Similar observation was made by Karan B Thakkar et.al.*?

Observed drug use pattern of antipsychotics

Average number of antipsychotics per prescription was 1.2
and maximum antipsychotics prescribed was 3 in just one
patient.

The common antipsychotics used was olanzapine 48.6%
followed by risperidone 45.8%. Atypical antipsychotics
(82%) were more used than conventional antipsychotics
(18%). This pattern of drug use may be because,
olanzapine and risperidone are supplied free of cost and
atypical antipsychotics are known to have less
extrapyramidal side effects plus they improve the negative
symptoms better when compared to conventional
antipsychotics. Similar observations were made by Rode
SB etal, where 65.34% patients received atypical
antipsychotics and olanzapine (45.13%) was the most
common antipsychotic prescribed.*? Paul et.al study also
showed that olanzapine (51.04%) was most commonly
prescribed followed by risperidone (17.14%).*

47.33% patients received antipsychotics which were in the
National list of essential medicines (NLEM) 2015 which
is better than Banerjee et.al. study which used only drugs
from NLEM list in only 28.6% schizophrenia patients.®
Though olanzapine was used more in our study, it is not
included in the NLEM 2015 of India.

Fixed dose combinations (FDC) were used less,
contributing to only 27%. This may be because fixed dose
combinations are not freely available in our hospital. The
most common FDC used was olanzapine + fluoxetine
followed by risperidone + trihexyphenidyl accounting for
5.6% and 3.7% respectively. Rode SB et.al. study also
showed only 20% use of FDCs.*? Fluoxetine might have
been prescribed in combination with olanzapine in order to
counteract the co-morbid depression. Trihexyphenidyl in
combination with risperidone prevents extrapyramidal
side effects.

Depot injections of flupentixol and fluphenazine were
used which contributed to 8.4%. Parenteral use of drugs
was only 5.01% in a study by Paul et.al.’* Depot
preparations help to manage the non-adherence of the
patients.

Schizophrenia patients in our study received drugs other
than antipsychotics, which included anticholinergics like
trihexyphenidyl, antidepressants like fluoxetine, sedative
hypnotics like lorazepam and others like multivitamins.
Sedative hypnotics might have been used to control the
agitation or anxiety of the patient and fluoxetine in
schizophrenic patients with co-morbid depression.® In our
study, co-prescription of trihexyphenidyl (anticholinergic)
with  risperidone was 92%. Anticholinergics in
schizophrenia is usually prescribed to treat antipsychotic
induced extra pyramidal side effects (EPSEs). On
development of EPSE, the dose of antipsychotic is
reduced, or the antipsychotic is switched to another
antipsychotic.®

International Journal of Basic & Clinical Pharmacology | January 2018 | Vol 7 | Issue 1  Page 170



Patted UH et al. Int J Basic Clin Pharmacol. 2018 Jan;7(1):167-172

Current treatment guidelines do not recommend
prophylactic and long-term use of anticholinergics in
schizophrenia patients who are on antipsychotics.'
Anticholinergics should be used only in selected patients
who are on high potency antipsychotics like haloperidol or
have a history of EPSE or has developed EPSE and there
is no improvement even after switching the antipsychatic.
Anticholinergics should be administered for short duration
like 3-6 months.'® Anti-cholinergic have their own side
effects like dry mouth, urinary disturbances, constipation,
cognitive impairment, worsening of tardive dyskinesia and
adversely interact with antipsychotics.!®

Our study limits us to comment on the rationality of co-
prescription of trihexyphenidyl, as ours was a retrospective
study and could not speculate whether trihexyphenidyl
was prescribed during first contact of the patient or after
the appearance of extrapyramidal side effects, nor can we
comment on the duration of trihexyphenidyl being
consumed.

Since ours was a retrospective study, we could not evaluate
factors such as patient compliance and adverse drug
reactions. Our study provides the baseline data and would
help build data for carrying out further drug utilization
studies.
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