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ABSTRACT

Background: Schizophrenia is one of the most commonly encountered
psychiatric disorders. It is characterized by impairment in perception or
expression of reality, leading to occupational and social dysfunction. Now a day’s
mainstay of treatment of schizophrenia is by using atypical antipsychotics.
Amisulpride and olanzapine are atypical antipsychotics which are commonly
used in treatment of schizophrenia. The current study is undertaken to assess the
efficacy of amisulpride which is a relatively newer antipsychotics against existing
antipsychotic olanzapine.

Methods: This was designed as a single-blind, prospective, parallel-group,
observational study. Eighty adult patients of either sex were randomized to
receive standard doses of the two drugs orally for 12 weeks, with follow up at 4
and 8 weeks. Effectiveness was assessed by change in the score of Brief
Psychiatric Rating Scale (BPRS) and Clinical Global Impression (CGI) score
during the treatment period. Data were entered in Microsoft excel and statistical
analysis were done using graph pad and p value <0.05 considered to be
statistically significant.

Results: Out of 80 adults patients 76 patients were evaluated by dividing into
two groups, 38 patients were included in each group. Final BPRS score was less
for olanzapine as compared to amisulpride (p<0.001). Improvement in CGI score
is more in olanzapine group than amisulpride group which became statistically
significant from 8" weeks onwards.

Conclusions: Both amisulpride and olanzapine are very effective in controlling
the symptoms of schizophrenia which is evident by significant decrease in BPRS,
CGI-S and CGl-I score, but efficacy of amisulpride is still inferior to olanzapine.
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characterized by impairment in perception or expression of

INTRODUCTION

Psychiatric disorders are characterized by disturbances in
emotion, cognition, motivation and also socialization. In
today’s world there is a very high prevalence of mental
disorders which increases the burden of illness worldwide.
Diagnosis of psychiatric disorders are made exclusively
from clinical observation using criteria in the Diagnostic
and Statistical Manual of Mental Disorders of the
American Psychiatric Association (2000), 4™ edition, text
revision (DSM-IVTR).! Schizophrenia is among one of the
most commonly encountered psychiatric disorders. It is

www.ijbcp.com

reality, leading to occupational and social dysfunction.?
Worldwide prevalence of schizophrenia is 1% with almost
equal gender distribution.® Schizophrenia is a chronic
recurring psychotic illness that characteristically begins in
young adult years and lasts for lifetime.*® In India there are
an estimated four million people living with schizophrenia
who are imposing different of impact on some 25 million
family members. Schizophrenia exposes those afflicted
individuals to higher degree of morbidity and mortality
than in seen in general population.®” The use of
antipsychotic medication is now universal first-line
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treatment of schizophrenia. The newer atypical
antipsychotic drugs are increasingly being preferred over
older typical antipsychotic medication for treatment of
schizophrenia due to their favourable adverse drug
reaction (ADR) profile.?

Amisulpride is a substituted benzamide derivative with
dopamine receptor antagonist properties in vitro and in
vivo. Although in clinical studies its efficacy in the
treatment of schizophrenia has been clearly demonstrated,
its most notable characteristic is its atypical profile.®
Amisulpride was approved for marketing in India on 1%
August 2006.%°

Olanzapine is an atypical antipsychotic introduced in 1996
is now commonly used as first line drug in the treatment
of acute symptoms and also for long term maintenance
therapy.'! Recent studies have shown that olanzapine is
likely to induce weight gain and also increase risk for
obesity related diseases.’? Indeed in USA, olanzapine
comes with a specific warning for increased risk of
diabetes mellitus.® Studies regarding the efficacy of
amisulpride are still very less in India. So, the current study
is undertaken to compare the efficacy of amisulpride with
olanzapine in patients with schizophrenia.

METHODS

This was designed as a single-blind, prospective, parallel-
group, observational study carried out in the outpatient
department of psychiatry in Silchar Medical College and
Hospital. The study protocol conformed to the Declaration
of Helsinki (as revised in Edinburgh 2000) and was
approved by the ethics committee of Silchar Medical
College & Hospital. Written informed consent was taken
from each participant. llliterate patients gave their
fingerprint (left thumb impression) instead of signature in
presence of appropriate witness. Total duration of study
was 12 months (From June 2017 to June 2018).

Sample size involved 40 evaluable patients in each group
or total 80 patients. This was estimated to detect a
difference, between groups, of 6 in Brief Psychiatric
Rating Scale (BPRS) score, with 80% power and 5%
probability of Type I error.

Inclusion criteria

e All patients diagnosed with schizophrenia according
to ICD-10 criteria between 18-50years age group of
either sex,

e Patients with normal blood haemogram, normal blood
sugar level, normal lipid profile, normal ECG,

e Patients already on any other antipsychotic
medications but with a history of drug free period of 6
weeks.

e Exclusion criteria

e Pregnant and lactating woman,

e Patients with severe psychosis and violent behaviour,

e Patients having immunosuppression due to drug or
disease,

e Patients with significant disease of vital organs,
adrenal or pituitary gland.,

e Those receiving medication which prolong QT
interval on ECG or capable of otherwise interacting
with study medications and,

e Patient unable or not willing to give consent.

Randomization was done in blocks of 10 by computer-
generated random number list. The treatment duration was
12 weeks following randomization, with follow-up visits
were scheduled at 4 weeks and 8 weeks. Each recruited
subject received either amisulpride (400mg total daily
dose) administered as a single oral daily dose or olanzapine
(10mg total daily dose) administered once daily orally.
The starting dose was decided by the concerned clinician,
depending on the severity of illness. Up titration, if needed,
was permitted only once during the course of the study.
The medications were supplied by hospital and were
dispensed free-of-cost to the patients.

Primary effectiveness was assessed by decrease in
BPRS14 score over 12 weeks period. Secondary
effectiveness was assessed by Clinical global Impression
(CGI) score by physician.*>7

Statistical analysis

Collected data were entered in computer database with the
help of Microsoft excel-2007 and analysis was done in the
department of pharmacology, Silchar Medical College and
Hospital, Silchar. Statistical analysis was done using
parametric and non-parametric test. ‘p’ value <0.05 was
considered to be significant.

RESULTS

A total 85 patients were screened for the study who
attended the outpatient Department of Psychiatry of Silchar
Medical College and Hospital and diagnosed as case of
schizophrenia. Among them 80 (94%) patients were
recruited for the study and 5 patients were excluded since
they did not meet the inclusion criteria. Those 80 patients
were divided randomly into 2 groups: 40 each. Of these 4
patients were lost to follow up, 2 from each group.
Remaining 76 patients were analysed for different
parameters as mentioned in the methodology, 38 patients
in amisulpride group and 38 in olanzapine group.

Socio-demographic profile

Out of 76 patients, 46 (60.5%) were male and 30 (39.5%)
were female. The most commonly involved age group was
41 -50years (27 patients). A gender wise and age wise
distribution of patients in two drug groups are summarized
in Figure 1.
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Figure 1: Distribution of cases according to sex
and age.

Clinical efficacy of drugs under study

Table 1: Change in BPRS score over 12 weeks.

. . . VEE
Amisulpride Olanzapine P
(n=38) (n=38) (between
Baseline 62.89+3.35  61.74+3.73  0.158
4" week 52.03+4.16  53.07+4.16  0.299
8" week 41.58+2.71  40+3.88 0.043
th
12 3021+217  28.00+2.13  <0.001
week
p value
(within ~ <0.001 <0.001 -
groups)

Values are mean+SD; p value between the groups is by unpaired
t test whereas within group is by repeated measure ANNOVA
with Bonferroni multiple comparison test.

The change in BPRS score are depicted in Table 1. It was
seen that there was a gradual decrease in of BPRS score in
both the groups over the study period. When this was
compared within the groups the decrease in BPRS score
was found to be statistically significant (p<0.001) in both
the treatment arms. When change in BPRS was compared
in between the groups, there were no statistically
significant difference seen in baseline and 4th week, but
BPRS score became statistically significant at 8th week
and at the end of study (p<0.05).

Change in the Clinical Global Impression score for
severity of illness (CGI-S)

The change in CGI-S score are shown in Table 2. From the
table and figure it was obvious that CGI-S score was
decreasing in both the treatment groups over 12 weeks
periods. The decrease is statistically significant (p <0.001)
when compared between the visits in both study groups.
When between group comparison was done, both the
groups were comparable till 4" week but from 8™ week
onwards statistically significant difference (p <0.05) were
noted between both the study groups.

Table 2: Change in CGI-S score over 12 weeks.

p value

Amisulpride Olanzapine (between

(n=38)

(n=38)

Baseline 5.29+0.46 5.2610.45 0.804
41 week 4.24+0.43 4.18+0.39 0.581
8™ week 3.16+0.36 2.97+0.37 0.036
12 week  2.26+0.04 1.89+0.56 0.003
p value <0.001 <0.001 -

Values are mean£SD; p value between the groups is by unpaired
t test whereas within group is by repeated measure ANNOVA
with Bonferroni multiple comparison test.

Change in the Clinical Global Impression score for
global improvement (CGI-I)

The CGI-I score was not assessed at baseline visit. Change
in CGI-I score over the treatment period was depicted in
Table 3. CGI-I score decreased gradually during the study
period in both the treatment groups. When compared
between different visits, the decrease of CGI-1 score was
found to be statistically significant in both groups. When
intergroup comparison was done, both the groups were
comparable at 4" and 8" week but statistically significant
difference (p<0.001) was seen at 121" week.

Table 3: Change in CGI-I score over 12 weeks.

Amisulpride Olanzapine ?b\é?\:\tjezn
(=) (n=38)
Baseline 0 0 0
4" week 4.29+0.46 4.21+0.41 0.433
8" week 2.96+0.23 2.92+0.27 0.654
12" week  2.11+0.39 1.66+0.49 <0.001
p value <0.001 <0.001 -

Values are meanSD; p value between the groups is by unpaired
t test whereas within group is by repeated measure ANNOVA
with Bonferroni multiple comparison test.

DISCUSSION

Present study showed that most of the patients were in the
age group of 40-50years with greater incidence in male
than female. However, the study conducted by Bhowmik S
et al, Martin et al, and Power et al, showed that incidence
of schizophrenia was more in thirties which was in contrast
to present study.!®2° This difference could be due small
sample size of our study, which did not reflect actual
disease burden in the population. In present study it was
found that schizophrenic illness is more common in males
46 (60.5%) compared to females 30 (39.5%). Similar type
of studies done by Bhowmik S et al, and Pawar et al,
showed male patients were 40 (52%) and 35 (54.7%) and
female were 38 (48%) and 27 (45.3%) respectively.'820

In present study the primary effectiveness variable used
was Brief Psychiatric Rating Scale (BPRS) scale.'* This
scale describes the patient condition by evaluating different
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positive and negative symptoms. This BPRS scale is
actually a shorter version of Positive and Negative
Syndrome Scale (PANSS).? Present study showed that
there was improvement in BPRS score both in amisulpride
group and olanzapine group, but this improvement became
significant from 2" follow up onwards. Overall
improvement was more in olanzapine than amisulpride.
Also, the scores decreased significantly from baseline to
the end follow up visit in both the study groups. This
showed that both the drugs were quite effective in treating
the symptoms of schizophrenia. But olanzapine seemed to
be more effective than amisulpride in our study. It was
observed that there were rapid decrease in BPRS after 4"
week in both the groups favouring the use of both the drugs
in treating schizophrenia.

When secondary effectiveness variables were considered,
in the present study it was seen that there were significant
(p <0.001) decrease in the Clinical Global Impression
severity scale (CGI-S) and Clinical Global Impression
Improvement scale (CGI-1), from baseline till end follow
up in both the study groups and this decrease was more in
case of olanzapine than amisulpride when both groups
were compared to each other and became statistically
significant at 8" and 12" week in case of CGI-S whereas
statistical significance was seen only in end follow up visit
in case of CGI-1.1517

A randomized control trial was conducted by Martin et al*®
in 2002 known as ‘SOLIANOL’ study, where they
compared the efficacy and tolerability of amisulpride and
olanzapine at 2 months.*® Mortimer A et al, compared the
same results at 6months.?? The 2 months result showed that
that amisulpride was at least as effective as olanzapine at
improving psychotic symptoms; the total BPRS score fell
by 17.6 (S.D.=13.9) points in the amisulpride group and by
16.3 (S.D.=13.4) points in the olanzapine group. After six
months the improvement of BPRS score was 32.7% in the
amisulpride group and 33.0% in the olanzapine group;
thus, the efficacy of amisulpride is equal to that of
olanzapine. All other secondary efficacy outcome variables
evolved to a similar extent in both groups. The authors
concluded that the efficacy of amisulpride is not inferior to
that of olanzapine in the treatment of acute schizophrenia.
Our present study also reflected that change in BPRS score
were not statistically significant between two treatment
arms at 2 months, but at the end of 3" month the decrease
in BPRS is more for olanzapine than amisulpride which
was in agreement with the result obtained by Mortimer A.
et al, Lecrubier Y et al, conducted a study in France that
compared amisulpride with olanzapine in controlling the
negative symptoms of schizophrenia.?>?3 Here, olanzapine
showed significantly greater improvement than placebo
and amisulpride in the positive and negative symptom
scales total scores. Similiar results were obtained by Haro
JM et al, where they conducted a study on more than10 970
patients from 10 European countries, who were initiating
or changing antipsychotic medication for the treatment of
schizophrenia, were studied for 3years.?* The patients
treated with olanzapine and clozapine tended to have

somewhat better outcomes than patients treated with other
atypical or typical antipsychotics. That study also showed
that olanzapine reduced the positive and negative
symptoms of schizophrenia better than amisulpride. Pawar
GR et al, conducted an 8 weeks double blind trial between
efficacy and safety of amisulpride and olanzapine.® 81
patients were recruited in the study in a single blind manner
and allotted either of the study medication. Efficacy was
assessed by BPRS score and PANSS scale. During the
study period change observed in BPRS score in
amisulpride group was 16.80 (SD: 3.61) and in olanzapine
group was 15.30 (SD: 2.69). This improvement was similar
in both groups and was not statistically significant (P =
0.38). The results of these studies were similar to that of
our one.

Limitations of the present study includes; sample size was
small. It was also not possible to get a larger amount of
newly diagnosed schizophrenic patients in a year; so it
needs a longer duration of time to get a large amount of
sample. A larger sample size may have shown clear
statistical difference. The treatment period in this study was
relatively short (12 weeks), and hence provided no scope
for assessing comparative effectiveness of long-term
therapy. Another limitation, common to all clinical studies
in countries like India is socio-economic status as well as
low education of the patients. Improper hygiene, lower
nutritional status, and social discriminating factors
specially in psychiatric patients along with poor
communications with the patients leads to missed follow
up and increase amount of non-adherence cases with the
treatment protocol. All these factors eventually lead not
only to decrease the therapeutic response but also increase
the susceptibility of exaggeration of illness and broader
spectrum of adverse drug reactions

CONCLUSION

In conclusion, from our study we can say that amisulpride
is very effective in controlling the symptoms of
schizophrenia which is evident by significant decrease in
BPRS, CGI-S and CGI-I score, but it’s efficacy is still
inferior to olanzapine.
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