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Introduction:

Antidepressants are one of the most commonly
prescribed psychotropic drugs. Six selective serotonin
reuptake inhibitors are approved for various disorders.
Selective serotonin reuptake inhibitors have fewer
side effects owing to their selective blocking of the
serotonin transporter. Nonetheless, selective seroto-
nin reuptake inhibitors have several troublesome side
effects, including nausea, diarrhea, headache,
dizziness, sexual side effects, tachycardia and weight
gain.

Methodology:

This cross-sectional comprised 200 participants who
were divided into two groups. Group one had partici-
pants who had received selective serotonin reuptake
inhibitors for less than six weeks duration and group
two had participants who had taken selective serotonin
reuptake inhibitors for more than six months. Side
effects of medications were recorded using Udvalg for
Kliniske Undersogelser side effect rating scale and
causality was ascertained using Naranjo adverse drug
reaction probability scale.

Results:

Among the early side effect group consisting of 100
participants, 40% of participants reported at least one
side effect. Tension/inner unrest, nausea and vomiting,
and orgasmic dysfunction was the most common side
effect reported. 30% of participants in the late side effect
group had at least one side effect. Orgasmic dysfunction,
decreased sexual desire and weight gain were the main
side effects reported. All the reported side effects were
probably associated due to the prescribed selective
serotonin reuptake inhibitors, as inferred from the Naran-
jo causality scoring system.

Conclusion:

Escitalopram was the most commonly prescribed selec-
tive serotonin reuptake inhibitor among all the selective
serotonin reuptake inhibitors. Paroxetine and fluvoxam-
ine were the least prescribed selective serotonin
reuptake inhibitors. Sertraline was found to cause
maximum side effects in the early group and fluoxetine
caused the most side effects in the late group. Tension/In-
ner unrest was the most commonly reported side effect
followed by sexual side effects.
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INTRODUCTION

Antidepressants are commonly prescribed psychotropic
drugs. Amongst these, Selective Serotonin Reuptake Inhibi-
tors (SSRIs) have rapidly emerged as well-tolerated, safe,
and efficacious treatment options for depression, anxiety
disorders, obsessive and compulsive disorders, and eating
disorders. (1) Currently, six SSRIs are approved and are
commonly used in routine clinical practice: citalopram,
sertraline, and

escitalopram, fluoxetine, fluvoxamine,

paroxetine.

SSRIs are better tolerated than earlier anti-depressants like
tri-cyclic anti-depressants (TCA). SSRIs have fewer side

effects due to the selective blocking of serotonin transport-
er (SERT) and sparing other neurotransmitter systems. (2)
SSRIs cause side effects, including nausea, diarrhea, head-
ache, dizziness, sexual side effects, tachycardia, and weight
gain. (3) Rarely, they may also cause potentially life-threat-
ening side effects, including gastrointestinal bleeding,
hyponatremia, and serotonin syndrome. (4) Most of these
side effects are a continuation of the serotonergic activity
of SSRIs at different sites in the body.

SSRI increases the extracellular level of the neurotransmit-
ter serotonin by limiting its reabsorption into the presynap-
tic cell, thus increasing the level of serotonin in the synaptic
cleft available to bind to the postsynaptic receptor. (5) (6)
An adverse effect may be termed as a side effect when
judged to be secondary to a main or therapeutic effect. (7)
These are also the inevitable accompaniments of the medi-
cations and result in the dropout of participants. (8) Assess-
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ment of side effects can be done by side effect checklists,
semi-structured questionnaires, interviews, and rating
scales. (9) Scales like General Assessment of Side Effects
(10), Toronto Side Effect Rating Scale (11), Udvalg for
Kliniske Undersogelser- Side Effect Rating Scale (UKU-SERS)
(12), Systematic Assessment for Treatment Emergent Side
Effects (13) can be used.

Current antidepressant drugs are effective and generally
well tolerated. A study illustrates (8), the discontinuation
rate as 25% owing to side effects. Another (14) study found
nausea, diarrhea, headache, and agitation as the earliest
side effect. Another noted gastrointestinal symptoms,
weight gain, and metabolic abnormalities (15). A 2017
meta-analysis(16) concluded SSRI treatment does not lead

to the development of autism spectrum disorder.

SSRIs can cause gastrointestinal bleeding and microvascular
bleeding in the brain. Ischemic strokes are higher. (17)
Arterial and venous thromboembolism have also been
reported. (18) All SSRIs are associated with sexual side
effects. It is highest with TCA's and MAOI, followed by SSRIs
and venlafaxine, and lowest with bupropion and nefazo-
done. (19) SSRIs are frequently associated with delayed
ejaculation, inability to ejaculate, and absent or delayed
orgasm. Participants on SSRI have emotional blunting,
irritability, sadness, and reduced motivation. SSRI-induced
changes, including apathy, indifference, and reduced
motivation, in children, adolescents, adults, and older

adults are mentioned in the literature. (20)

The observation of a mildly increased risk of suicidal
ideation on antidepressants in large clinical trials has result-
ed in intense debate about the role of antidepressant medi-
cation-induced activation in the initiation or worsening of
suicidal ideation or behaviors. In 2003, the Medicines and
Healthcare Products Regulatory Agency, the British coun-
terpart of the FDA, banned the use of antidepressants,
except fluoxetine, in children and adolescents.

Methodology

The current study is a cross-sectional study involving 200
males and females who were receiving at least one SSRI.
The study was conducted in the out-participant department
of psychiatry at All India Institute of Medical Sciences
(AlIIMS), New Delhi. One hundred participants on SSRI for
less than 6 weeks (early side effects group or group 1 partic-
ipants) and 100 participants on SSRI for more than 6
months (late side effects group or group 2 participants)
were recruited for the study. This sample was taken on the
basis of literature review of similar contemporary studies.
Eligible participants were recruited between March 2017 to

March 2018. Purposive sampling method was employed to
recruit participants. Compliance to the SSRI’s was ensured
on the basis of information provided by the participants
and their accompanying family members. 80% compliance
to any SSRI was ensured using self-report and family-report.
Eligible participants who met both the inclusion and exclu-
sion criteria were enrolled in the study.

Inclusion criteria for group 1 were participants between
18-50 years, of either gender receiving a single SSRI for 6
weeks or less, with adequate compliance and willingness to
give written consent. Group 2 participants were 18-50
years, of either gender receiving a single SSRI for 6 months
or more, with adequate compliance and willing to give
written consent.

The exclusion criteria were diagnosis of seizure disorder,
bipolar disorder, or psychotic disorder, clinical history of
intellectual disability, history of co-morbid diabetes melli-
tus or hypertension, current or lifetime history of substance
use disorder as per MINI 7.0 (except nicotine dependence),
and participants who were on more than one antidepres-
sant medication.

Participants meeting both inclusion and exclusion criteria
were enrolled in the study. A socio-demographic proforma
was used to collect the socio-demographic profile followed
by a semi-structured clinical proforma for psychiatric histo-
ry and treatment details. All the participants were screened
using MINI (21) to confirm a diagnosis and rule out co-mor-
bidities. Side effects of SSRI were systematically studied
using the UKU side effects rating scale (22) and to ascertain
causality Naranjo adverse drug reaction probability scale
(23) was used.

The UKU side effect rating scale is a clinician rated scale
used to assess the side effects of psychotropic medications.
The UKU scale allows for a standardized evaluation of side
effects, providing a systematic approach to monitoring and
managing the adverse effects of psychotropic medications.
The interpretation of UKU scale involves evaluating the
severity and impact of side effects experienced by the
patient. The scale uses a 4-point or 5-point rating system to
assess each item, with the higher scores indicating greater
severity or frequency of side effects.

The Naranjo adverse drug reaction probability scale
consists of ten items that are used to assess the likelihood
of an adverse drug reaction being caused by a specific medi-
cation. It provides a structured approach to rating the
causality of adverse drug reactions, taking into account
factors such as temporal relationship and alternative
causes. Each item is scored on different point values

(-1,0,+1 or +2), and the total score is used to categorize the
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likelihood of the adverse drug reaction being caused by the
medication, ranging from definite, probable, possible, to
doubtful. Ethical clearance was sought from Institute Ethics
Committee.

Descriptive statistics like percentages, and central tenden-
cies were calculated and data were assessed for normal
distribution.
comparisons were done using Student's t-test, Mann Whit-

Inferential statistics in the form of group

ney U test, and Chi-Square test. The correlation was calcu-
lated using Pearson's correlation or Spearman's correlation
as appropriate. The level of significance was considered as
p < 0.05.

Results

Out of 293 participants, 93 (31.74%) participants were
excluded because they didn’t meet the inclusion/exclusion
criteria required for the participation of the study. Of these
ninety three patients, 13 patients were excluded as they
were on two different SSRI at the time of assessment. Eight
patients were excluded as they were on TCA along with a
SSRI. Thirty two patients were on mood stabilizer along
with a SSRI; hence they were also excluded from the study.
Thirty nine patients were excluded as they were on antipsy-
chotics along with SSRI. One patient did not give consent for
the study hence excluded from the study. The total number
of participants in Group 1 and Group 2 were 200, with 100
participants in each group. The details are provided in Table 1.

Clinical profile of participants

The mean duration of illness in group 1 was 3.09 + 1.793
years while in group 2 was 4.77 £ 0.79 years. In group 1,
51% had Escitalopram as their SSRI prescription, followed
by 22% Sertraline and 17% Fluoxetine. Also, 8% of the
participants were taking Paroxetine and 2% were taking
Fluvoxamine at the time of assessment. 78% of the partici-
pants who were taking one of the SSRIs had also benzodiaz-
epine prescriptions in various dose ranges. Similarly, 16% of
the participant had been prescribed beta-blocker. In group
2, 40% of participants had a prescription of Escitalopram,
25% had been using Sertraline, 26% Fluoxetine, 5% Paroxe-
tine, and 4% was using Fluvoxamine. 35% of the partici-
pants were also prescribed a benzodiazepine and 17% were
also on beta-blockers.

Overall, tab. Escitalopram was prescribed in the dose range
of 2.5mg-30mg, tab. Sertraline from 25mg till 200mg, tab.
Fluoxetine from 20mg-80mg, tab. Paroxetine from
12.5mg-37.5mg and tab. Fluvoxamine from 50mg-300mg.
For group 1, the mean duration of treatment was 3.64
weeks. For group 2, the mean duration of treatment with

SSRI medication was 16.74 months.

Socio-demographic co-relates

In order to assess if the two groups were comparable in
regards to socio-demographic and clinical variables, bivari-
ate analysis was conducted which are described in the table 2.

Table 2: Comparison of socio-demographic and clinical factors between
early vs. late effect group.

Table 1: Socio-demographic profile of participants of both groups Early Side Late Side
Effect Group Effect Group Statistics’
Early Side Late Side Socio-demographic variables (Group 1) (Group 1) (p value)
Effect Group Effect Group (N=100) (N=100)
o- icvari Group 1 (Group 2
Socio-demographic variables }N:;ll')’o)) EN::EO)) T NCR
N (%) N (%) Age (years); Mean (SD)' 30.04 (8.63) 32.04(8.70) (01 070,
Age (years); Mean (SD) 30.04 5’8.63) 32.04 5)8 .70) Gender | Male 64 (64%) 66 (66%) 0.087
Gender Male 64 (64%) 66 (66%) Female 36.36%) 34(34%) (0.766)
Female 36 (36%) 34 (34%) Marital | Unmarried 37 (37%) 31(31%) 0.802
Marital Status | Unmarried 35(35%) 29 (29%) Status | Married 63 (63%) 69 (69%) (0370)
Married 63 (63% 9% .| Upto 12th 67 (67%) 81(81%) 5.0936
: . (63w % 6%%) Education b ove 1ath 33(33%) 19(19%) | (0.024)
Divorced/Widowed/Separated | 2 (2%) 2(2%) Monthly | < 15,000 3030%) 12 (42%)
i i = 2 3.125
Education llliterate 4 (4%) 2(2%) Income | >15,000 70 (70%) 58 (58%) 007)
Upto12th 63 (63%) 79(79%) (INR)
Above 12th 3333%) 19 (19%) Religion | _Hindu 81(81%) 93 (93%) 6366
Occupation | Unemployed 1(11%) 12 (12%) Muslim 14 (14%) 7(7%) (0.011)
Housewife 23 (23%) 21(21%) Duration of illness 3.09(1.793) 477(0.79) -6.36625
Student 26 (26%) 18 (18%) Mean (SD) (0.003)
Business 2 (12%) 13 (13%) Duration of treatment 3.64(1.159) 16,74 (6.558)* 418919
Other 28 (28%) 36 (36%) l“)"ea“ (tS_D) S (0.002)
i ) roportion of patients reporting 0.5952
(Farmer/Professional/Retired) any side effects 0.18 0.14 (440001)
Monthly < 15,000 30 (30%) 42 (42%) Number of ide effect T
Income >15,000 70 (70%) 58 (58%) umber ofside eftects : 133 -4356
(INR) (0.008)
Religion Hindu 81 (81%) 93 (93%) 1 Mann-Whitney U, Rest all other statistics calculated by
Muslim 14 (14%) 7(7%) Fischer’s Exact test, *duration of treatment in months.
0 -
Others 5%l As per the Fischer Exact test, the distribution of data was
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statistically correlated in education (p=0.024) and religion
(p=0.011) among the socio-demographic profiles in the
early and late side effect group. Similarly the distribution of
data was also correlated in the duration of illness (p=
0.003), duration of time of treatment (p=0.002) and the
number of reported side effects (p= 0.008) among the early
and late side effect groups.

Among group 1 participants 40% reported at least one side
effect. The most frequently reported side effects along
with causality of the mentioned side effects as devised
from Naranjo probability scale are shown in below Table 3.

Table 3: Side effects reported by participants in the early side effect
group (Group 1)

decreased sexual desire were the most common reported
side effects. The commonly reported side effects by the
participants who were taking medication for the short term
(<6 weeks) and those taking SSRIs for the long term (>6
months) are tabulated in Table 5. In order to assess if the
two groups were comparable in regards to side effect
profile, bivariate analysis was conducted which is also
described in the table 5. Only the five most common symp-
toms were considered for statistical analysis as the sample
size for other side effects were less for subgroup analysis.
Out of the five reported symptoms only nausea/vomiting
was significantly different between the early and late side
effects group (p=0.0446).

Table 5: Comparison of reported side effects between the Early group (N=100)
and Late group (N=100)

Causality (Acc. To Naranjo Early Side Effect Late Side Effect Statisti
Side Effects (Acc. To UKU side dverse d ti i arly Side Eite ate Slde Liec atistics™
effect rating scale) Freauency (%) :r::;;eilitr: sgc;eI:)( o Sideefect Group (Group 1), N(%) [ Group (Group 2), N (%) (pValue)
Tension/inner unrest 18 (18%) 7 (probable causality) Tension/inner unrest 18 (18%) 14 (14%) (%33%)
Orgasmic dysfunction 9 6 (probable causalit
g y“ 11{1%) fr usalty) Orgastic dysfunction 11(11%) 13 (13%) 0.189
Nausea/vomiting 10(10%) | 8 (probable causality) (0.663)
Decreased sexual desire 9(9%) 8 (probable causality) Nausea/vomiting 10(10%) 3(3%) (6‘ boﬂﬁ)
Asthenia/lassitude] fatigabil i '
sthenia/lassitude/Increased fatigability | 8 (8%) 7 (probable causality) Decreased sexual desire 9(9%) 13.(13%) 8%1676
Increased duration of sleep 8(8%) 8 (probable causality) (0.366)
Erectile dysfunction 8 (8%) 8 (probable causality) Weight gain 5(5%) 11(11%) (31%)
Ejaculatory dysfunction 8(8% 8 (probable causality) L . .
- (&%) P .y Similarly, the side effects reported were also different for
Tension headache 8 (8%) 7 (probable causality) . . L
Concentration Gfculties 0% & (probable causality) different SSRIs in both groups. Table 6 highlights the most

Among group 2 participants of 100 participants, 30% of
participants reported at least one side effect. The side
effects reported by the participants along with causality of
the mentioned side effects as devised from Naranjo proba-
bility scale are tabulated and shown in below Table 4.

commonly reported side effects by SSRI prescription
pattern in both the early and late side effect groups.

Table 6: Most commonly reported side effects (Early vs. Late) by
different SSRIs

Early Side Effect Group (Group 1) Late Side Effect Group (Group 2)
X . X ) Frequency | Percentage (%) | Reported the Frequency | Percentage (%) | Reported the
Table 4: Side effects reported by participants in the late side effect ssRl | (o) of side effects | commonest %) ofside effects | commonest
group (G roup 2) of amo‘ngst the side effect of amopgst the side effect
Prescription | participants Prescription | participants
prescribed the prescribed the
ide Effects (Acc. To UKU side Causality (Acc. To N.aranjo particular drug* particular drug*
3 Frequency (%) adverse drug reaction .
effect rating scale) - £ Tension/inner unrest Decreased sexual
probability scale) & Frect . ! :
s rectile dysfunction desire Orgasmic
Tension/inner unrest 14 (14%) 7 (probable causality) R 4117% | Ejaculatory 40% 25.0% dysfunction Erectile
Decreased sexual desire 13 (13%) 8 (probable causality) “ defuncion ysfncton
P y Orgasmic dysfunction Tension/inner unrest
Orgasmic dysfunction 13 (13%) 7 (probable causality) Nausea/vomiting
N X N Tension/inner unrest Orgasmic dysfunction
9 @
Weight gain 11(11%) 7 (probable causality) £ - i~ Palpitations/ 25 20 Decreased sexual desire
Asthenia/lassitude/Increased fatigability | 7 (7%) 6 (probable causality) < 0 tachycardia 0 Weight gain
- - - o Nausea/vomiting Tension/inner unrest
Erectile dysfunction (6%) 7 (probable causality) Orgasmic dysfunction
Concentration difficulties 5(5%) 8 (probable causality) Concentration Decreased sexual desire
: n difficulties Tension/ Orgasmic dysfunction
Weight loss 5(5%) 8 (probable causality) 17% 47.05% |innerunrestincreased | 26% 34.61% | Tension/inner unrest
= duration of sleep Asthenia/lassitude/
Orgasmic dysfunction Increased fatigability
Weight gain Tension/
) . . X a% 506 60% inner unrest Orgasmic
In both groups’ participants receiving SSRIs reported side 0 - - dysfunction
. . = Ejaculatory dysfunction
effects. In group 1 tension/inner unrest was the most iy ek
Tension/inner unrest
commonly reported side effect followed by orgasmic % _ _ % 50% Orgasmicdysfunction
Decreased sexual desire
dysfunction. In group 2 orgasmic dysfunction and = Weight gain
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Discussion

The present study aimed at assessing the early and late side
effects of SSRIs using a standardized scale and also assesses
the causality of that side effect with the prescribed SSRI.
Escitalopram was the most commonly prescribed SSRI
among all the SSRIs. Sertraline was found to cause the
maximum number of side effects in the early group. Fluoxe-
tine caused the most side effects in the late group.
Tension/Inner unrest was the most commonly reported
side effect followed by sexual side effects in both the early
and late side effect group. All the reported side effects were
probably associated due to the prescribed SSRI, as inferred
from the Naranjo causality scoring system.

Early Side Effect Group

Among the early side effect group consisting of 100 partici-
pants, 40% reported at least one side effect. The most
common reported side effect was tension/inner followed
by orgasmic dysfunction and nausea/vomiting. Similar side
effects were seen in contemporary Indian studies where
the SSRIs showed more psychiatric adverse drug reactions
like agitation, nervousness, and anxiety. (24)

Sertraline has been seen in studies to cause more gastroin-
testinal side effects during the initial weeks of the start of
treatment. It has also been shown to cause withdrawals
after abrupt cessation. (25) Participants receiving paroxe-
tine in the early side effect group did not report any side
effects. Although it has been shown from the literature that
paroxetine causes more sedation as compared to other
SSRIs and is also responsible for withdrawal symptoms after
abrupt cessation. (25)

Late Side Effect Group

Among 100 participants, 30% reported at least one side
effect. The most common side effect reported was
tension/inner unrest followed by decreased sexual desire
and orgasmic dysfunction. This was followed by weight
gain. Some studies also mention weight gain and sexual
side effects as the most common side effects after
prolonged treatment from SSRI. (25) The higher reporting
of sexual side effects in participants prescribed SSRI for a
long duration has been well documented in the literature.
(26) (27)

Chronic fluoxetine treatment (26) was associated with
symptoms of restlessness, tension, agitation, and sleep
disturbances. Weight gain was reported as a major side
effect of paroxetine. (25) Paroxetine can also cause
sedation, constipation, sexual dysfunction, discontinuation
syndrome, and weight gain. (28)

Comparison of side effects of SSRI

In both groups’ participants receiving SSRIs reported side
effects. Although tension/inner unrest remained the most
commonly reported side effect, the frequency of other side
effects varied. In the early side effect group, orgasmic
dysfunction was the second most commonly reported side
effect followed by nausea and vomiting. In the late side
effect group, orgasmic dysfunction and decreased sexual
desire were the two second most common reported side
effects followed by weight gain.

In both the group frequency of sexual side effect was more
than tension/inner unrest as both orgasmic dysfunction
and decreased sexual desire are the components of sexual
side effects. Overall, escitalopram appears to be the
best-tolerated SSRI, followed by fluoxetine, sertraline,
paroxetine, and fluvoxamine. The latter two drugs are
associated with the most side effects and the highest
discontinuation rates because of side effects in clinical
trials. (29) During long-term SSRI therapy, the most
troubling adverse effects are sexual dysfunction, weight
gain, and sleep disturbance.

Contemporary study also lists common side effects of SSRI
as was highlighted in our study including nausea/vomiting,
decreased sexual drive and agitation. The same study also
lists some rare side effects like extrapyramidal symptoms,
serotonin syndrome, rash and birth defects which was not
noted in any of our participants. This may be because of the
mean age of our participants being 30 years. (30)

In a different large scale study the commonly noted side
effects were related to sleep, eating pattern, weight gain
and sexual desires. Our participants had uneasiness/unrest
and sexual side effects on both the groups. There were a
minor group of participants who was found to have difficul-
ties with sleeping but none had reported any difficulty with
eating patterns.(31)

Strengths of the study

The following study, to the best of our knowledge, is one its
kind in the Indian population to systematically study the
early and late side effects of SSRI using a standardized scale
along with the assessment of causality using the Naranjo
Adverse Drug Reaction Probability Scale. Large sample size
in both the study groups which is representative of North
Indian population. Inclusion criteria were made robust so
that the participant included were only taking one SSRI at
the time of assessment.
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Limitations of the study

The study was cross-sectional and hence follow-up was not
done to monitor the persistence of the side effects. Partici-
pants who were prescribed benzodiazepine and beta-block-
ers were included in the study. The perceived side effects
could also be the manifestations of the above medications.
However, these side effects have been tried to eliminate
using the adverse drug reaction probability scale. Only the
side effects mentioned in the UKU Side Effect Rating Scale
were taken into consideration. Off-label side effects were
not reported by the participants and hence were not includ-
ed in the study group. Participants receiving paroxetine and
fluvoxamine were fewer in our study hence; the reported
side effects cannot be generalized to these participants.

Conclusion

The groups were comparable on socio-demographic
parameters like age, gender, marital status, education,
occupation, monthly income, and religion. They also were
comparable in their total duration of iliness. In both groups,
escitalopram was the most prescribed SSRI. In the late side
effect group, fluoxetine had a slightly higher prescription
pattern.

Escitalopram was the most commonly prescribed SSRI
among all the SSRIs. The frequency of prescription of fluox-
etine and sertraline was similar. Paroxetine and fluvoxam-
ine were the least prescribed SSRIs. Comparatively,
sertraline was found to cause the maximum number of side
effects in the early group and fluoxetine caused the most
side effects in the late group. Sexual side effects was the
most commonly reported side effect followed by
tension/inner unrest in both the early and late side effect
group. All the reported side effects were probably associat-
ed due to the prescribed SSRI, as inferred from the Naranjo

causality scoring system.

It would be advisable to conduct studies with larger sample
sizes and possibly multicentric to look for increased gener-
alizability of the results. The prospective design needs to be
implemented to establish the side effect profile. Awareness
should be created among the physicians as well as the
paramedical staff regarding the various adverse drug
reactions which are caused by antidepressants so that
morbidity can be reduced.

Acknowledgments

The authors extend their acknowledgment to all the partici-
pants who participated in the study. They are also thankful
to all the staff members of the Department of Psychiatry for
their assistance during the process of research.

Declaration of Conflict of Interests

The author declares no potential conflicts of interest for the
research, authorship, and/or publication of this article.

Funding

Nil

References

Menting JE, Honig A, Verhey FR, Hartmans M, Rozendaal N, de
Vet HC, et al. Selective serotonin reuptake inhibitors (SSRIs) in the
treatment of elderly depressed patients: a qualitative analysis of
the literature on their efficacy and side-effects. Int Clin Psychop
harmacol. 1996 Sep;11(3):165-75.

Dardennes R, Berdeaux G, Lafuma A, Fagnani F. Comparison of
the cost-effectiveness of milnacipran (a SNRI) with TCAs and
SSRIs: a modeling approach. Eur Psychiatry. 1999
Jun;14(3):152-62.

Kusturica J, Zuli¢ |, Loga-Zec S, Mulabegovi¢ N, Loga S, Kapic E.
Frequency and characteristics of side effects associated with
antidepressant drugs. Bosn J Basic Med Sci. 2002
Dec;2(1-2):5-11.

Konig F, Loble M, Wolfersdorf M. [Depressive stupor--malignant
neuroleptic syndrome--serotonin syndrome. A case contribution
to a difficult differential diagnosis]. Nervenarzt. 1996
May;67(5):407-12.

Feighner JP. Mechanism of action of antidepressant medications.
J Clin Psychiatry. 1999;60 Suppl 4:4—-11; discussion 12-13.

Stahl SM. Mechanism of action of serotonin selective reuptake
inhibitors. Serotonin receptors and pathways mediate therapeu
tic effects and side effects. J Affect Disord. 1998
Dec;51(3):215-35.

Brunton L, Lazo J, Parker K. Goodman & Gilman’s The Pharmaco
logical Basis of Therapeutics, Eleventh Edition. McGraw Hill
Professional; 2005. 2047 p.

Goethe JW, Woolley SB, Cardoni AA, Woznicki BA, Piez DA.
Selective serotonin reuptake inhibitor discontinuation: side
effects and other factors that influence medication adherence. J
Clin Psychopharmacol. 2007 Oct;27(5):451-8.

Mago R. Adverse Effects of Psychotropic Medications: A Call to
Action. Psychiatr Clin North Am. 2016;39(3):361-73.

Rief W, Barsky AJ, Glombiewski JA, Nestoriuc Y, Glaesmer H,
Braehler E. Assessing general side effects in clinical trials:
reference data from the general population. Pharmacoepidemiol
Drug Saf. 2011 Apr;20(4):405-15.

Vanderkooy J, Kennedy S, Bagby R. Antidepressant side effects in
depression patients treated in a naturalistic setting: a study of
bupropion, moclobemide, paroxetine, sertraline, and venlafaxine.
Can J Psychiatry. 2002 2002;47(2):174-80.

Demyttenaere K, Albert A, Mesters P, Dewé W, De Bruyckere K,
Sangeleer M. What happens with adverse events during 6 months
of treatment with selective serotonin reuptake inhibitors? J Clin
Psychiatry. 2005 Jul;66(7):859-63.

Levine J, Schooler NR. SAFTEE: a technique for the systematic
assessment of side effects in clinical trials. Psychopharmacol Bull.
1986;22(2):343-81.

Moret C, Isaac M, Briley M. Problems associated with long-term
treatment with selective serotonin reuptake inhibitors. J
Psychopharmacol (Oxford). 2009 Nov;23(8):967-74.

Carvalho AF, Sharma MS, Brunoni AR, Vieta E, Fava GA. The
Safety, Tolerability and Risks Associated with the Use of Newer
Generation Antidepressant Drugs: A Critical Review of the
Literature. Psychother Psychosom. 2016;85(5):270-88.

Andalib S, Emamhadi MR, Yousefzadeh-Chabok S, Shakouri SK,
Hgilund-Carlsen PF, Vafaee MS, et al. Maternal SSRI exposure
increases the risk of autistic offspring: A meta-analysis and
systematic review. Eur Psychiatry. 2017;45:161-6.

10.

11.

12.

13.

14.

15.

16.

Jha A et al. A naturalistic study on side effects of selective

27



I J Psychiatrists’ Association of Nepal Vol. 11 No. 2 2022

Original Research Article

17.

18.

18,

20.

21,

22.

23.

24,

25.

26.

2/

28.

%),

30.

S,

Chan CH, Huang HH, Lin CH, Kuan YC, Loh EW, Lan TH. Risk of
First Onset Stroke in SSRI-Exposed Adult Subjects: Survival
Analysis and Examination of Age and Time Effects. J Clin
Psychiatry. 2017 Oct;78(8):e1006—12.

Adelborg K, Sundbgll J, Videbech P, Grove EL. The Risk of
Thromboembolism in Users of Antidepressants and Antipsychot-
ics. Adv Exp Med Biol. 2017;906:351-61.

Davidson JRT. Sexual dysfunction and antidepressants. Depres-
sion. 1994 Jan 1;2(5):233-40.

Price JS, Waller PC, Wood SM, MacKay AV. A comparison of the
post-marketing safety of four selective serotonin re-uptake
inhibitors including the investigation of symptoms occurring on
withdrawal. Br J Clin Pharmacol. 1996 Dec;42(6):757-63.
Sheehan DV, Lecrubier Y, Sheehan KH, Amorim P, Janavs J,
Weiller E, et al. The Mini-International Neuropsychiatric Interview
(M.I.N.1.): the development and validation of a structured
diagnostic psychiatric interview for DSM-IV and ICD-10. J Clin
Psychiatry. 1998;59 Suppl 20:22-33;quiz 34-57.

Lingjaerde O, Ahlfors UG, Bech P, Dencker SJ, Elgen K. The UKU
side effect rating scale. A new comprehensive rating scale for
psychotropic drugs and a cross-sectional study of side effects in
neuroleptic-treated patients. Acta Psychiatr Scand Suppl.
1987;334:1-100.

Naranjo CA, Busto U, Sellers EM, Sandor P, Ruiz |, Roberts EA, et
al. A method for estimating the probability of adverse drug
reactions. Clinical Pharmacology & Therapeutics. 1981
Aug;30(2):239-45.

Mishra S, Swain TR, Mohanty M. Adverse drug reaction
monitoring of antidepressants in the psychiatry outpatients
department of a tertiary care teaching hospital. J Clin Diagn Res.
2013 Jun;7(6):1131-4.

Santarsieri D, Schwartz TL. Antidepressant efficacy and side-effect
burden: a quick guide for clinicians. Drugs Context.
2015;4:212290.

Buchman N, Strous RD, Baruch Y. Side effects of long-term
treatment with fluoxetine. Clin Neuropharmacol. 2002
Feb;25(1):55-7.

Sramek JJ, Murphy MF, Cutler NR. Sex differences in the
psychopharmacological treatment of depression. Dialogues Clin
Neurosci. 2016 Dec;18(4):447-57.

Sanchez C, Reines EH, Montgomery SA. A comparative review of
escitalopram, paroxetine, and sertraline: are they all alike? Int
Clin Psychopharmacol. 2014 Jul;29(4):185-96.

Dewan MJ, Anand VS. Evaluating the tolerability of the newer
antidepressants. J Nerv Ment Dis. 1999 Feb;187(2):96-101.
Edinoff AN, Akuly HA, Hanna TA, Ochoa CO, Patti SJ, Ghaffar YA,
et al. Selective Serotonin Reuptake Inhibitors and Adverse Effects:
A Narrative Review. Neurol Int. 2021 Aug 5;13(3):387-401.

Saha K, Torous J, Kiciman E, De Choudhury M. Understanding Side
Effects of Antidepressants: Large-scale Longitudinal Study on
Social Media Data. JMIR Ment Health. 2021 Mar 19;8(3):e26589.

Shakya DR et al. Psychiatric morbidities among old people of a city

28



