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ABSTRACT

Beckground: Depression is a major cause of disability worldwide and third leading cause of global disease burden.
Antidepressants medications remain a mainstay of treatment for major depressive disorder (MDD). Antidepressant side effects
included insomnia, sleepiness during the day, restlessness, muscle spasm, dry mouth, profuse sweating, sexual disorders, nausea,
constipation, diarrhoea, weight gain and dizziness. After obtaining the approval from the institutional ethics committee, this
open label, observational and comparative study was conducted in patients of depressive disorder visiting OPD (Out Patient
Department) of psychiatric department of [LN Medical College & Associate group of Hospitals, Ajmer (Rajasthan). Study
subjects (total- 810, sample size was calculated by ANOVA test) meeting the inclusion/exclusion criteria were randomly assigned
into three groups containing, 270 patients in each group were treated with imipramine, sertraline and escitalopram respectively
as per scheduled. Tolerability was assessed and analysed by observing the side effects in above study patients at 4 weeks, 8 weeks,
and 12 weeks.

We observed that imipramine and sertraline had relatively and significantly higher side effects as compared to escitalopram.
Dropout cases were maximum seen with imipramine therapy while it was seen minimum with escitalopram.

Conclusion: Escitalopram appears to be the best tolerated SSRI because of its additional mechanism (allosterically modulate the
affinity of ligand at the primary site) which makes it unique among SSRI antidepressants. Overall it is concluded from present
study that escitalopram is more tolerable in comparision to imipramine and sertraline.

Key words: Depression, imipramine, sertraline and escitalopram.

Beckground: Depression is a mojor cause of disobility
worldwide and third leading couse of global diseose
burden [1]. Antidepressonts medications remain «
mainstay of treotment for mojor depressive disorder
(MDD). Various closs of ontidepressonts posses some
degree of adverse events. Antidepressont side effects
included insomnia, sleepiness during the day,
restlessness, muscle spasm, dry mouth, profuse
sweating, sexual Oisorders, noauseq, constipation,
diarrhoea, weight gain and 0dizziness [2].
Gostrointestinal disturbonce ore the most frequently
reported side effects [3]. The efficacy of selective
serotonin reuptoke inhibitors (SSRIs) is comparable to

thot of tricycle ontidepressonts (TCA) but having fewer
side effects [4]. This wos confirmed by finding that
potients taking SSRIs therapy discontinued becouse of
odverse effects fewer thon 0id those toking TCAs [5].
Bosed on tolerobility profile, SSRIs are « significont
odvoncement over the TCAs for the treatment of
depression [6]. In present study we analysis the ad verse
effects profile in study patients toking ontid epressonts
i.e.imipramine, sertraline ond escitoloprom.

Methodology: After obtaining the approval from the
institutional ethics committee, this open label,
observational cnd comporative study wos conducted in
potients of depressive disorder visiting OPD (Out
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Patient Department) of psychiotric department of JLN
Medical College & Associate group of Hospitals, Ajmer
(Rojosthon).

Inclusion/exclusion criteria:

Patients of either sex aged between 18-65 years suffering
from mild to moderate depressive disorder who gave
their written consent for this study were enrolled since
August 2016. Patients being treated with more thom one
ontidepressont, having ony other medical conditions /
disorder, pregnont ond lactating ond ony other patients
who 0o not fulfil the inclusion criteria were excluded
from presentstudy.

Study subjects (total- 810, sample size was calculoted by
ANOVA test) meeting the inclusion/exclusion criteriot
were rondomly assigned into three groups containing,
270 patients in each group were treated os follows:

Group I: Study subjects were treated with imipramine
orallyin a dose of 75 mg BD.

Group II: Study subjects were treated with sertraline
orally in a dose of 150 mg daily (i.e. 50 mg in morning
and 100 mgin night)

Group III: Study subjects were treated with
escitalopram orally in a dose of 10 mg BD.

Tolerability wos ossessed ond analysed by observing
the side effects in aobove study patients ot 4 weeks, 8
weeks, ond 12 weeks.

Results: Atotal of 1026 ADRs were noted which were of
13 different types. 506 ADRs were noted in imipramine
group, 401 in sertraline group and 119 in escitoloprom
group. At 4 ond 8 weeks maximum proportion of
patients with side effects wos seen in Group I followed
by Group I ond then Group III. At 12 weeks, side effects
were moximum in Group 1I (81.1%) followed by Group I
(77.8%) ond then in Group III (28.3%). Statistically, the
difference omong groups wos significont ot all the three
follow up intervals (p<0.001) (Toble-1). However, os
compared to Group III, Groups I oand II had relatively
ond significontly higher side effects.

A total of 158 patients were dropout from our study. 83
potients in group I, 42 in Group II ond 33 in group III
were dropout from present study. 105 potients were
doropout due to ADRs whereos 53 patients were d ropout
due to unknown reasons (Toble-2).

Discussion: In present study tolerability wos assessed
by compoaring the number ond severity of ADRs and
orop-outs dOue to ADRsin study groups.

A total of 1026 ADRs were noted which were of 13
different types. 506 ADRs were noted in imipramine
group, 401 in sertraline group and 119 in escitoloprom
group. Moderate ADRs were noted in 43 potients in
group I, 36 in group II ond 26 in group III. Rest of the
ADRs were belonging to mild category.

Dry mouth was most common ADR observed in group |
& Il whereos in group Il it wos flatulonce.

Common side effects noted were dry mouth,
constipation, heod ache, nause, onorexiot which were
similar to other studies. These side effects due to
onticholinergic properties in TCA. Divyashree et ol olso
found that TCAs hod higher ADR rates compared to
SSRIs, MAOIs ond other newer ones [7].

A total of 158 patients were dropout from our study. 83
patients in group I, 42 in Group II ond 33 in group III
were dropout from present study. 105 patients were
dropout due to ADRs whereos 53 patients were dropout
due to unknown reasons (Toble-2).

QT prolongation, tachycardia, sexual side effects ond
diarrhoeat were most common causes for dropout in
group III ond group II patients. Tachycardig,
constipation ond dry mouth were most common couses
for dropout in group I. ECG chonges were within
normal limits in rest of the patients.Severity of ADRs
wos ossessed using Hartwig's severity assessment scale
[8]. According to it, on ADR is termed mild if it 0id not
require chonge in the treatment or required withdrowal
of suspected Orug however no ontidote or specific
treatment wos given or 0id not prolong the hospital
stay. Mod erate ADRs required withdrawal of suspected
drug ond specific treatment, ond led to admission or
prolonged hospital stay by one day. Severe ADRs
required intensive medical care or coused permonent
harm to the patient or led to death of the patient.

In present study oll reported ADRs were of mild
cotegory except ADRs found in dropout coses which

were of moderate type.
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Moximum dropouts due to ADRs ond unknown reason
were in Group I whereos it wos minimum in group III.
These results are in accord once with Divya Shree et ol
2014 ond Esmoeil Shohsovond Anonloo et ol 2013 (7, 9].

Above observed side effect occurs due to interaction of
ontidepressonts (mainly TCA -Imipromine) on multiple
receptors such as histamine, cholinergic, dopominergic
ond norodrenergic. SSRIs show improved tolerobility
due to absence of interaction with these receptors [10].
SSRIs causes inhibition of serotonin reuptoke therefore

Overall
escitoloproam oppeors to be the best toleroted SSRI

attributed to serotonergic effects [3].

because of its odditional mechonism (allostericolly
modulate the offinity of ligond ot the primory site)
which mokes it unique among SSRI ontidepressonts
[11]. Overdl It is concluded from present study that
escitolopram is more toleroble in comporision to
imipromine ond sertraline.

We suggest that major Oepressive patients on
ontidepressonts should be watch for ony side effect

most SSRIs side effects are dose related and con be corefully.
Toble 1: Group wise analysis of various side effects
Sr. Side effects Group-I Group-II Group-III
No. (Imipramine group) (Sertraline group) (Escitalopram group)
No. Percentage No. Percentage No. Percentage
1 Anorexia 22 8.14 14 5.18 0.74
2 Anxiety 21 7.77 20 7.4 2.22
3 Constipation 60 22.22 27 10 1.11
4 Diarrhoea 19 7.03 47 17.4 0 0
5 Dry mouth 162 60 70 25.92 17 6.29
6 ECG Chonges-
(QT Prolongation) 0 0 0 0 13 4.81
7 Flatulonce 11 4.07 22 8.14 28 10.37
Heod ache 81 30 68 25.18 24 8.88
Insomnia 33 12.22 64 23.7 8 2.96
10 Nousea 48 17.77 37 13.7 3 1.11
11 Sexual side effects 0 0 2.96 5 1.85
12 Tochycordia 22 8.14 2.59 4 1.48
13 Urinary retention 27 10 17 6.29 6 222
Total 506 49.32 401 39.08 119 11.59
Toble 2: VISITWISE DROP OUT CASES
Visits Group - I Group - II Group - III Grand
(Imipramine group) (Sertraline group) (Escitalopram group) total
Due to [Dueto Dueto |Dueto Dueto |Dueto
adverse |unknown adverse |unknown adverse |unknown
effects |reason Total | effects |reason Total | effects [reason Total
ot 4 weeks | 17 7 24 19 0 19 13 0 13 56
ot 8 weeks | 26 13 39 17 0 17 13 0 13 69
at 12 weeks | 0 20 20 0 6 6 0 7 7 33
Total 43 40 83 36 6 42 26 7 33 158
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