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INTRODUCTION

Anxiety is a state of apprehension and fear that can be felt 
both episodically or incessantly, depending on the nature of 
disorder. The cause of anxiety can be both psychological and 
physiological, therefore, it is important to make this 
distinction for the sake of management. Anxiety arises from 
the over-stimulation of sympathetic nervous system which 
also accounts for the wide range of somatic manifestations of 
anxiety states, such as palpitation, tachycardia, excessive 
sweating, fainting, nausea, feeling of urinary urgency, 
muscular tension etc. As a consequence of these physical 
complaints patients also experience a wide array of 
psychological complaints such as fear, apprehension, feeling 
of choking, heart attack and impending doom [1, 2]. Patients 
with anxiety frequently find the performance of daily 
activities and tasks much more cumbersome and tedious than 
they normally would and also experience or perceive mild 
stresses in an exaggerated way [2].

Anxiety symptoms can be associated with many psychiatric 
disorders. Mild, moderate and even severe anxiety states can 
be associated with as many as 90 percent patient with a 
primary DSM 5 diagnosis of Major Depressive Disorder [1]. 
Anxiety symptoms are also imperative with a primary 
diagnosis of Obsessive Compulsive Disorder along with 
depression and depersonalization, which are also commonly 
associated [3]. The content of obsessions in OCD, let alone, 
generates a lot of fear, guilt and anxiety, at times, the 
resistance of a compulsive act might increase the level of 
anxiety in the patient and performance of the compulsive act 
may also increase the level of anxiety [1]. Patients with 
Generalized Anxiety Disorder experience anxiety on a 
relentless basis [3].

Psychiatrist, all over the world, use various method in treating 
the co-morbid anxiety symptoms associated with the primary 
DSM diagnosis of Major Depressive Disorder, Generalized 
Anxiety Disorders and Obsessive Compulsive Disorder. 
Some common strategies include the use of Benzodiazepines, 
buspirone and various classes of anti-depressants [4].
 

Clonazepam is a widely used benzodiazepines for anxiolysis 
and has been selected for use in this study.  It binds to 
GABAA receptors and increases the effect of the 
neurotransmitter GABA.  It begins having an effect within an 
hour and lasts between six and 12 hours. Common side effects 
include sleepiness, poor coordination, and agitation. 
Long-term use may result in tolerance, dependence, and 
withdrawal symptoms if stopped abruptly.

Recently, the use of anti-psychotics in treatment of anxiety 
disorders has also exhibited an upward trend, mostly as 
augmentation therapy with drugs from other classes [5].

Risperidone, a second generation anti-psychotic, has been 
chosen for treatment of moderate to severe anxiety states in 
this clinical trial. Risperidone is widely used anti-psychotic 
and is used in the treatment of various psychotic disorders [6]. 
Risperidone is administered both in the form of oral tablets or 
in solution form. It is a D2 antagonist possessing 
anti-serotonergic, anti-adrenergic and anti-histaminergic 
properties. Adverse effects of risperidone include significant 
weight gain and metabolic problems such as diabetes mellitus 
type 2 as well as Extra-Pyramidal Symptoms (EPS) and 
neuroleptic malignant syndrome [6].
 
Risperidone acts as antagonist at D1 and D2 family [7]. This 
antagonism may account for its anti-psychotic actions as well 
as the various extra-pyramidal signs and symptoms that it 
causes [7]. Its action on serotonergic receptors especially 
5HT2a and 5HT3c as antagonist may also account for its 
propensity to cause lower EPS than other neuroleptics and 
increase in metabolic syndrome and resultant weight gain7. 
Risperidone also acts on a variety of other receptors like 
Alpha α1 adrenergic receptors, Alpha α2 adrenergic receptors 
and Histamine H1 receptor [7]. Effects on these receptors may 
account for its sedation and reduction in alertness and 
agitation thereby reducing anxiety levels.

There has been a significant increase in the use of second 
generation anti-psychotics in anxiety disorder in the U.K over 
a period spanning from 1996 t0 2007 [5]. Using an extensive 
database of 4,166 office visits from 1996 to 2007, Comer et al. 
found that the proportion of visits for anxiety disorders in 
which an antipsychotic was prescribed increased from 10.6% 
to 21.3% over the 12-year observation period [5]. This trend 
was paralleled by the introduction of several 
second-generation antipsychotics and the widespread 
adoption of this class of agents for psychotic and mood 
disorders [5]. The second-generation antipsychotics have 
fewer or less severe motor side effects than first-generation 
agents, which may account for their increased use for anxiety 
disorders despite the high rate of weight gain and metabolic 
side effects associated with some of the second-generation 
agents and the risk of cerebrovascular events in the elderly.

Moreover the use of anti-psychotics in anxiety disorders has 

also been suggested in various psychopharmacological 
algorithms and guidelines. 

AIM

The aim of the study was to determine the efficacy of the 
usage of low dose Risperidone as compared to relatively 
higher dosage of Clonazepam in treating the associated 
anxiety symptoms in patients with DSM 5 established primary 
diagnosis of Major Depressive Disorder, Obsessive 
Compulsive Disorder and Generalized Anxiety Disorder. 

The null-hypothesis devised for this study is:

“Risperidone use, in low dose, is not as effective in treating 
moderate to severe anxiety states associated with MDD, OCD 
and GAD as is Clonazepam in high dosage when used in 
combination with an SSRI”.

METHOD

The sample for this study was taken from outdoor department 
of Punjab Institute of Mental Health, Lahore. A group of 60 
patients was selected. There was no binding of sex, age and 
ethnicity. 24 patients had a primary DSM 5 diagnosis of 
Generalized Anxiety Disorder; 24 patients had a primary 
DSM 5 diagnosis of Major Depressive Disorder and the rest of 
the 12 patients had a primary DSM 5 diagnosis of Obsessive 
Compulsive Disorder. There was no binding on the number 
past episodes/relapses of the primary diagnosis that were 
assigned to the patients. Hamilton Anxiety Rating Scale 
(HARS) was used to determine the severity of associated 
anxiety symptoms of the patient and according to the scale 
used, all the selected patients had a moderate to severe anxiety 
level. Half  of the patients were prescribed a dose of 1mg/day 
of Risperidone, which is a fairly low dosage considering that 
Risperidone can be given up to 8mg according to the FDA 
dosage limits, and the other half of given 3mg/day of 
clonazepam. Both drugs were used in combination with 
50mg/day dosage of Sertraline which was given to all the 
patients in the group The Patients were followed up after 10 
days of and their anxiety levels were re-evaluated on the 
Hamilton Anxiety Rating Scale. Moreover, the Side Effect 
profiling of Risperidone was also done in all the Patients by 
using the Glasgow Anti-psychotic Side-effect Scale (GASS)’. 

RESULTS

The first group receiving sertraline and risperidone showed a 
significant decrease in the level of anxiety as measured by 
HARS with a mean score of 29.16 on day 0 to a mean score of 
9.60 on day 10. The second group receiving sertraline and 
clonazepam also showed a significant decrease in the anxiety 
levels with a mean HARS score of 31.12 on day 0 to 12.36 on 
day 10.

The side effect profiling of 30 patients receiving risperidone 
was done using GASS. Two patients experienced mild side 
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Abstract: Background: The unprecedented and unaccounted use of benzodiazepines is running havoc in many countries in terms of substance 
abuse problems and is exponentially increasing. The prescription of benzodiazepines should be minimized and the search for and use of better 
alternatives be incorporated into clinical practice of Psychiatry. 

Aim: The aim of this study is to compare the efficacy of low dose risperidone and relatively higher dosage of clonazepam in moderate to severe 
anxiety states when used in combination with an SSRI. 

Method: A group of 60 patients having moderate to severe anxiety level, as measured by Hamilton Anxiety Rating Scale (HARS) were 
randomly divided into two groups. First group was given 1 mg risperidone with 50 mg Sertraline and the second group was given 3 mg of 
clonazepam with 50 mg Sertraline. The anxiety levels of patients in both groups were again calculated on the 10th post treatment day and 
compared to each other. Moreover, the Side Effect profiling of Risperidone was also done in all the Patients by using the Glasgow 
Anti-psychotic Side-effect Scale (GASS)’. 

Result: The first group had a decrease in the HARS scores having a value of 19.56 between day 0 and day 10. The second group also showed 
a decrease in the anxiety levels with a mean HARS score of 31.12 on day 0 to 12.36 on day 10. The mean value of decrease in HARS score was 
comparable.

Conclusion: The efficacy of low dose risperidone is comparable to that of relatively high dose of clonazepam in treating moderate to severe 
anxiety states. Use of risperidone for symptomatic relief from anxiety is a viable alternative to benzodiazepines.

effect with a GASS score of 5 and 8 respectively.

CONCLUSION/DISCUSSION

The above mentioned results of the study provide evidence 
that the use of a dosage, as low as 1 mg of Risperidone, not 
only showed significant decrease in the level of anxiety 
experienced by patients having MDD, OCD and GAD but 
also caused none or minimal/mild side effects in terms of 
EPS, drowsiness and weight-gain. These findings suggest that 
Low-dose administration of Risperidone in treatment of 
moderate to severe anxiety states associated with MDD, GAD 
and OCD can be considered over the use of high dose of 
benzodiazepines which have a high addictive potential among 
other side effects. Moreover, the reduction in the anxiety level 
of patients, as calibrated on the 10th day, has to be attributed 
predominately to Risperidone or Clonazepam, as the SSRI 
shows its full effect only after two to three weeks.
 
An additional benefit in the use of low dose risperidone is that, 
risperidone will also augment the action of any 
anti-depressant that the physician may be using as a primary 
drug for the treatment of the Major Depressive Disorder, 
Obsessive Compulsive Disorder and Generalized Anxiety 
Disorder and render the treatment with an anti-depressant for 
these disorder a “push” or “head-start”, so to speak.

Anxiety levels in patients with OCD showed maximum 
amelioration with risperidone. This could be attributed to a 
possible anti-obsessional effect of risperidone. There is some 
evidence that adding quetiapine or risperidone to 
antidepressants increases its efficacy, but this must be 
weighed against less tolerability and limited data [8].

The unprecedented and unaccounted use of benzodiazepines 
is running havoc in many countries in terms of substance 
abuse problems and is exponentially increasing as more and 
more people are getting introduced to this class of drugs. The 
prescription of benzodiazepine should be minimized as much 
as possible to counter the related addiction problems and the 
search for and use of better alternatives should be 
incorporated into clinical practice of Psychiatry.
 
The challenge in this suggested usage of risperidone remains 
the social stigma attached with the usage of antipsychotics, 
personal biases of treating physicians and lack of scientific 

documentations in favor of this algorithm at a larger scale.
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past episodes/relapses of the primary diagnosis that were 
assigned to the patients. Hamilton Anxiety Rating Scale 
(HARS) was used to determine the severity of associated 
anxiety symptoms of the patient and according to the scale 
used, all the selected patients had a moderate to severe anxiety 
level. Half  of the patients were prescribed a dose of 1mg/day 
of Risperidone, which is a fairly low dosage considering that 
Risperidone can be given up to 8mg according to the FDA 
dosage limits, and the other half of given 3mg/day of 
clonazepam. Both drugs were used in combination with 
50mg/day dosage of Sertraline which was given to all the 
patients in the group The Patients were followed up after 10 
days of and their anxiety levels were re-evaluated on the 
Hamilton Anxiety Rating Scale. Moreover, the Side Effect 
profiling of Risperidone was also done in all the Patients by 
using the Glasgow Anti-psychotic Side-effect Scale (GASS)’. 

RESULTS

The first group receiving sertraline and risperidone showed a 
significant decrease in the level of anxiety as measured by 
HARS with a mean score of 29.16 on day 0 to a mean score of 
9.60 on day 10. The second group receiving sertraline and 
clonazepam also showed a significant decrease in the anxiety 
levels with a mean HARS score of 31.12 on day 0 to 12.36 on 
day 10.

The side effect profiling of 30 patients receiving risperidone 
was done using GASS. Two patients experienced mild side 

 

effect with a GASS score of 5 and 8 respectively.

CONCLUSION/DISCUSSION

The above mentioned results of the study provide evidence 
that the use of a dosage, as low as 1 mg of Risperidone, not 
only showed significant decrease in the level of anxiety 
experienced by patients having MDD, OCD and GAD but 
also caused none or minimal/mild side effects in terms of 
EPS, drowsiness and weight-gain. These findings suggest that 
Low-dose administration of Risperidone in treatment of 
moderate to severe anxiety states associated with MDD, GAD 
and OCD can be considered over the use of high dose of 
benzodiazepines which have a high addictive potential among 
other side effects. Moreover, the reduction in the anxiety level 
of patients, as calibrated on the 10th day, has to be attributed 
predominately to Risperidone or Clonazepam, as the SSRI 
shows its full effect only after two to three weeks.
 
An additional benefit in the use of low dose risperidone is that, 
risperidone will also augment the action of any 
anti-depressant that the physician may be using as a primary 
drug for the treatment of the Major Depressive Disorder, 
Obsessive Compulsive Disorder and Generalized Anxiety 
Disorder and render the treatment with an anti-depressant for 
these disorder a “push” or “head-start”, so to speak.

Anxiety levels in patients with OCD showed maximum 
amelioration with risperidone. This could be attributed to a 
possible anti-obsessional effect of risperidone. There is some 
evidence that adding quetiapine or risperidone to 
antidepressants increases its efficacy, but this must be 
weighed against less tolerability and limited data [8].

The unprecedented and unaccounted use of benzodiazepines 
is running havoc in many countries in terms of substance 
abuse problems and is exponentially increasing as more and 
more people are getting introduced to this class of drugs. The 
prescription of benzodiazepine should be minimized as much 
as possible to counter the related addiction problems and the 
search for and use of better alternatives should be 
incorporated into clinical practice of Psychiatry.
 
The challenge in this suggested usage of risperidone remains 
the social stigma attached with the usage of antipsychotics, 
personal biases of treating physicians and lack of scientific 

documentations in favor of this algorithm at a larger scale.
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