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ABSTRACT

Background: Selective serotonin reuptake inhibitors ameliorate depression and anxiety slowly and in fact increase
anxiety or insomnia initially. Addition of clonazepam to escitalopram improves response: thereby improving
symptoms associated with depression, reducing side-effects and alleviating core depressive symptoms. The aim of
study was to assess the benefits of adding benzodiazepines in management of depression.

Methods: It was an open label prospective study of 8 weeks of escitalopram group versus escitalopram with
benzodiazepine group in moderate to severe depression. 51 subjects who gave written informed consent and were
fulfilling the inclusion and exclusion criteria were included in the study and grouped into escitalopram alone or
escitalopram with benzodiazepines.

Results: In the present study nearly 60% of the patients were prescribed clonazepam. Though combined group with
benzodiazepines had faster onset of action in controlling depressive symptoms than escitalopram group alone at 4
weeks of treatment, there was no significant difference in the pattern of reduction of MADRS score in both the groups
at 8 weeks of follow up.

Conclusions: Augmenting benzodiazepines to antidepressants are more effective in management of depression

associated anxiety and sleep disturbances initially till SSRIs start action.
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INTRODUCTION

Depression is the commonest mood disorder affecting
one’s mood, feelings, behavior, thoughts and physical
health.! Central to it, is depressed mood and/or loss of
pleasure in most activities. Severity of the disorder is
determined by the number and severity of symptoms, as
well as the degree of functional impairment. A formal
diagnosis using the ICD-10 classification system requires
at least four out of ten depressive symptoms, whereas the
DSM-IV system requires at least five out of nine for a
diagnosis of major depression. Symptoms should be
present for at least 2 weeks and each symptom should be
present at sufficient severity for most of every day. Both

diagnostic systems require at least one (DSM-1V) or two
(ICD-10) key symptoms (low mood, loss of interest and
pleasure or loss of energy to be present.?3

People with depressed mood are usually sad, anxious, or
empty; they may also feel notably hopeless, helpless,
dejected, or worthless. Other expressed symptoms may
include senses of guilt, irritability, or anger.* The
presence of an anxiety disorder also significantly
increases the risk for suicidal ideation and suicide
attempts.>® Expressed insomnia, excessive sleeping,
fatigue, and vocalizing general aches, pains, and digestive
problems and a reduced energy may also be present in
individuals experiencing depression.’

International Journal of Research in Medical Sciences | June 2018 | Vol 6 | Issue 6 Page 2081


https://en.wikipedia.org/wiki/Sad
https://en.wikipedia.org/wiki/Anxiety
https://en.wikipedia.org/wiki/Emptiness
https://en.wikipedia.org/wiki/Self-esteem#Low
https://en.wikipedia.org/wiki/Insomnia
https://en.wikipedia.org/wiki/Hypersomnia
https://en.wikipedia.org/wiki/Fatigue_(medical)

Dar SA et al. Int J Res Med Sci. 2018 Jun;6(6):2081-2085

Benzodiazepines are mostly used as add on with
antidepressants in the treatment of depression to improve
anxiety and disturbed sleep. Among SSRIs, escitalopram
is preferred drug because of its high efficacy, safety and
tolerability with least chances of mood fluctuations.?

SSRIs are the first-line medications in the management of
various anxiety and depressive disorders. Antidepressants
are effective for symptoms of depression and coexisting
anxiety in part because of their established efficacy, their
broad spectrum of activity, good tolerability profile,
efficacy for co morbid depression, and suitability for
long-term  use, in  Kkeeping  with treatment
recommendations for these generally chronic conditions.®
The primary limitations of SSRIs is the time to start
action, the risk of agitation and anxiety at the initiation of
treatment.®2® These factors may contribute to reduced
adherence to treatment and poorer outcomes.
Benzodiazepines are commonly prescribed for more
immediate symptom relief.** Although benzodiazepines
are used commonly; the benefits of combining
benzodiazepines to an antidepressant therapy in
depression are indistinct. Hence the present study was
taken up.

METHODS

This study was age matched 8 week, prospective, open
label of Escitalopram with or without benzodiazepine
group in patients of moderate to severe depression. It was
conducted from June 2015 through November 2015 after
seeking permission from the departmental ethical
committee. Patients both males and females between 18
to 60 years of age attending both in and outpatient unit of
Government Psychiatric Diseases Hospital, Srinagar,
Kashmir, India with diagnoses of moderate to severe
depression as per ICD 10 criteria, either first episode or
recurrent episodes with baseline score >18 and <40
according on Montgomery-Asberg Depression Rating
Scale (MADRS) and available for follow up were

enrolled in the study. A written informed consent was
taken from each patient in locally understandable
language and was given freedom of choice to accept or
refuse participation in the study. As a result of which 63
patients were included in the study. Detailed history,
physical examination and relevant investigations were
done before screening for any psychiatric diagnosis.
Physical illnesses like hypertension, diabeties millitus,
chronic obstructive pulmonary disease if any were well
controlled with appropriate medications.

Each participant was prescribed escitalopram10mg once
daily after food, which was further increased by 5mg if
necessary after 2 weeks with a maximum of 20mg daily,
or Escitalopram with benzodiazepines. Mouth dissolving
clonazepam 0.25mg was prescribed and increased to
0.5mg if necessary. The subjects were grouped into
escitalopram alone or escitalopram with benzodiazepines
groups. Clinical improvement was assessed by using
MADRS at baseline, after 4 weeks (visit 1), and 8 weeks
(visit 2). Reduction of MADRS score to <12, were
considered remitters and 50% reduction from baseline
scores were considered responders. The Montgomery-
Asberg Depression Rating Scale (MADRS) is a 10-item
clinician administered scale, designed to be particularly
sensitive to antidepressant treatment effects in patients
with major depression.’®> All of the cases were
interviewed for socio-demographic parameters like age,
gender, marital status and MADRS at baseline, visit 1
and 2.

RESULTS

During the 6 months study period, a total of 63 patients
who were diagnosed with moderate to severe depression
from the department of psychiatry were enrolled as per
our inclusion and exclusion criteria. However out of these
enrolled patients 05 patient lost the follow up at visit
land 7 patients lost the follow up on visit 2 hence were
excluded from the study (Table 1).

Table 1: Socio-demographic characteristics of escitalopram group and combined group with benzodiazepines.

Socio-demographic characteristics Escitalopram group

Combined group with benzodiazepines

Age 36.7 6+10.36
Male:Female 7:14
Rural:Urban 3:18
Married:Unmarried 16:05

At week 4 that’s visit 1, patients receiving combined
group with benzodiazepines achieved a clinical response
(i.e., > 50% reduction from baseline in MADRS score). A
total of 85% of these Responders also achieved remission
(i.e., a MADRS score <12). Rates of response and
remission associated with combined group with
benzodiazepines was significantly higher than those in

36.48+10.28
10:20

4:26

22:08

Escitalopram group and the difference was statistically
significant (p value <0.0001) (T able 2).

DISCUSSION

The main widely accepted reason for wuse of
benzodiazepines in the treatment of anxiety and
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depression is for short-term use to improve symptom
relief at the beginning of therapy, with subsequent
tapering on follow up, when the SSRI begins to exert an
effect.1617 Both anxiety and depression appear to have
distinct as well as shared patho-physiologic

mechanisms.'® Since, there are high rates of
discontinuation with initial SSRI therapy, rapid symptom
relief may improve adherence to antidepressant
medication, which may ultimately improve overall
outcomes.*®

Table 2: Number of responders and remitters in escitalopram group and combined group with benzodiazepines
and individual MADRS score in each group.

Baseline Escitalpram Cgmbined group MADRS score MADRS_ score com_bineq P value
with benzodiazepines Escitalopram group group with benzodiazepines
n=21 n=30 30.44+5.36 30.7445.40 0.85
Outcome Visit 1
G . Combined group MADRS score MADRS score combined
roups Escitalpram - . . . . . : P value
with benzodiazepines escitalopram group group with benzodiazepines
Responders 10 26 .
Remitters 04 08 18.26+2.66 14.72+2.36 <0.0001
Visit 2
Responders 18 28
Remitiers 16 26 13.66+2.42 13.86+2.32 0.77

Adding of a benzodiazepine to an SSRI can provide more
rapid symptom relief in depression and more rapid
stabilization of panic or social phobia symptoms than the
SSRI alone.?>% Benzodiazepines are not recommended
as monotherapy in depression, as they primarily improve
the symptoms of insomnia and restlessness, rather than
the core depressive symptoms of sadness, anhedonia, and
low energy.?*

In our study the mean age was 36 years, majority of
participants were between 26-35 years, indicating a peak
occurrence in 2" and 3" decades of life. The female:
male ratio was 2:1 which is in concordance with the fact
that the prevalence of major depression is higher in
women than in men. one explanation of the rise and fall
of the female/male ratio over the life cycle could be that
female sex hormones might contribute to the higher
female rates. However, social roles-especially marital and
employment status-are also changing over the life cycle.?®
Urban preponderance can be explained with an influence
of lifestyle and increased awareness of the illness in
urban areas.

In the study around 60% of the subjects were prescribed
benzodiazepines, for various reasons like early symptom
relief, to relieve anxiety and to improve sleep and it was
slowly tapered off. Based on the observations in the study
escitalopram with clonazepam has faster onset of action
with better control of depressive symptoms than
escitalopram alone but at visit 2 there was no significant
difference in the pattern of reduction of MADRS score
between the groups. Similar study results have been seen
by Pollack et al, done on Paroxetine in panic disorder.?®

Few studies suggested that Clonazepam has
antidepressant effect when used for short term, although
this benefit is unclear on long term.?” A meta-analysis

showed that premature discontinuation of treatment was
less in subjects receiving combination therapy when
compared to subjects on antidepressants alone, and also
subjects  receiving  combination  therapy  had
improvements in symptoms faster.?® Depression often
presents with anxiety. The rate of anxiety comorbidity
among patients with depression varies between 33% to
85%.%

Combination prescriptions appear to be common in many
parts of the world. For example, a multi-centre study in
Japan found that approximately 60% of the first visit
psychiatric patients with major depression were
prescribed benzodiazepines in addition to
antidepressants.?®In France, a general population survey
revealed that slightly less than two thirds of anti
depressant users were also prescribed benzodiazepines
(anxiolytic or hypnotic) concomitantly.*® Gradual taper of
long-half life benzodiazepines appear to increase the rate
of successful discontinuation.®! Difficulty in tapering,
with more pronounced withdrawal symptoms, does not
seem to predict inability to successfully complete the
taper. Psychological support, appears to be a critical
factor in this process.®?

Most, information indicates that treatment with
benzodiazepines for at least, a few weeks is needed
before withdrawal is generally a serious concern, and
that, withdrawal is most, likely to occur when shorter-
acting agents are stopped abruptly. Taper regimens have
been described to lessen the difficulty in discontinuing
benzodiazepine therapy.*

CONCLUSION

We conclude with the message that Benzodiazepines as
add on therapy to antidepressants are more effective in
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management of depression associated anxiety and sleep
disturbances initially till SSRIs start action.
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