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Abstract

Background—The National Institute for Health and Clinical Excellence clinical practice
guideline on the treatment of depressive disorder recommended that selective serotonin reuptake
inhibitors should be the first-line option when drug therapy is indicated for a depressive episode.
Preliminary evidence suggested that sertraline might be slightly superior in terms of effectiveness.

Objectives—To assess the evidence for the efficacy, acceptability and tolerability of sertraline in
comparison with tricyclics (TCAS), heterocyclics, other SSRIs and newer agents in the acute-
phase treatment of major depression.

Search methods—MEDLINE (1966 to 2008), EMBASE (1974 to 2008), the Cochrane
Collaboration Depression, Anxiety and Neurosis Controlled Trials Register and the Cochrane
Central Register of Controlled Trials up to July 2008. No language restriction was applied.
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Reference lists of relevant papers and previous systematic reviews were hand-searched.
Pharmaceutical companies and experts in this field were contacted for supplemental data.

Selection criteria—Randomised controlled trials allocating patients with major depression to
sertraline versus any other antidepressive agent.

Data collection and analysis—Two review authors independently extracted data.
Discrepancies were resolved with another member of the team. A double-entry procedure was
employed by two reviewers. Information extracted included study characteristics, participant
characteristics, intervention details and outcome measures in terms of efficacy (the number of
patients who responded or remitted), acceptability (the number of patients who failed to complete
the study) and tolerability (side-effects).

Main results—A total of 59 studies, mostly of low quality, were included in the review,
involving multiple treatment comparisons between sertraline and other antidepressant agents.
Evidence favouring sertraline over some other antidepressants for the acute phase treatment of
major depression was found, either in terms of efficacy (fluoxetine) or acceptability/tolerability
(amitriptyline, imipramine, paroxetine and mirtazapine). However, some differences favouring
newer antidepressants in terms of efficacy (mirtazapine) and acceptability (bupropion) were also
found. In terms of individual side effects, sertraline was generally associated with a higher rate of
participants experiencing diarrhoea.

Authors’ conclusions—This systematic review and meta-analysis highlighted a trend in favour
of sertraline over other antidepressive agents both in terms of efficacy and acceptability, using
95% confidence intervals and a conservative approach, with a random effects analysis. However,
the included studies did not report on all the outcomes that were pre-specified in the protocol of
this review. Outcomes of clear relevance to patients and clinicians were not reported in any of the
included studies.

Medical Subject Headings (MeSH)

Antidepressive Agents [adverse effects; *therapeutic use]; Depression [*drug therapy]; Diarrhea
[chemically induced]; Randomized Controlled Trials as Topic; Serotonin Uptake Inhibitors
[adverse effects; *therapeutic use]; Sertraline [adverse effects; *therapeutic use]; Treatment
Outcome

MeSH check words
Humans

BACKGROUND

Description of the condition

Depression is the fourth leading cause of disease burden worldwide and is expected to show
a rising trend over the next 20 years (WHO 2001). This condition is associated with a
marked personal, social and economic morbidity, loss of functioning and productivity and
creates significant demands on service providers in terms of workload (NICE 2004). Major
depression is generally diagnosed when a persistent and unreactive low mood and loss of all
interest and pleasure are accompanied by a range of symptoms including weight loss,
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insomnia, fatigue, loss of energy, inappropriate guilt, poor concentration and morbid
thoughts of death (APA 1994). However, a proportion of people sometimes show an atypical
presentation with reactive mood, increased appetite, weight gain and excessive sleepiness
(Quitkin 1991). Somatic complaints are also very frequent, and people with severe
depression may develop psychotic symptoms (APA 1994).

Description of the intervention

Although pharmacological and psychological interventions are both effective for major
depression (see below for references to the relevant evidence), in primary and secondary
care settings antidepressant (AD) drugs remain the mainstay of treatment (Goldman 1999;
Ellis 2004; NICE 2004). Amongst ADs many different agents are available, including
tricyclics (TCAs),heterocyclics, selective serotonin reuptake inhibitors (SSRIs), monoamine
oxidase inhibitors (MAOIs), and newer agents (venlafaxine, mirtazapine, reboxetine).
During the last 20 years, antidepressant consumption has risen dramatically in many
Western countries, mainly because of the increase in consumption of SSRIs and newer ADs,
which have progressively become the most commonly prescribed ADs (Lawrenson 2000;
Ciuna 2004).

SSRIs are generally better tolerated than TCAs (Barbui 2000), and there is evidence of
similar efficacy (Anderson 2000; Geddes 2000; Williams 2000; Geddes 2004). However,
head-to-head comparison provided contrasting findings. Amitriptyline, for example, may
have the edge over SSRIs in terms of efficacy (Anderson 2000; Barbui 2004), and individual
SSRIs may differ in terms of efficacy and tolerability (Smith 2002; Feiger 2003; Cipriani
2005). In a systematic review of 132 randomised controlled trials (RTCs) comparing
fluoxetine with all other ADs, sertraline and venlafaxine were found to be slightly more
effective than fluoxetine, both on dichotomous and continuous outcomes (Cipriani 2005). In
terms of the number of patients who dropped out during the trial for any reason, a non-
significant advantage favouring sertraline, but not venlafaxine, was observed. Interesting
findings were also showed by Feiger and colleagues, who did not carry out a systematic
review, but combined findings from five published or unpublished RCTs owned by the
sertraline manufacturer (Feiger 2003). All RCTs compared sertraline with fluoxetine.
Statistically significant differences in favour of sertraline were observed in the high severity
subgroup only when a dichotomous outcome measure was used. Finally, indirect evidence
of differences between SSRIs have been suggested by Smith and colleagues, who conducted
a meta-analysis of 32 RCTs comparing venlafaxine with other ADs (Smith 2002). In spite of
an overall efficacy estimate significantly favouring venlafaxine over SSRIs as a group
(-0.17, 95% confidence interval (Cl) —0.27 to —0.08), among SSRIs only sertraline was not
significantly less effective than venlafaxine (-0.31, 95% CI —0.67 to 0.06).

How the intervention might work

Compared with other SSRIs, sertraline is a potent and specific inhibitor of serotonin uptake
into the presynaptic terminal, with a modest activity as inhibitor of dopamine uptake (Heym
1988). Sertraline has minimal inhibitory effects on the major cytochrome P450 (CYP450)
enzymes, mildly inhibiting the CYP2D6 iso-form, and with little effect on CYP1AZ2,
CYP3A3/4, CYP2C9 and CYP2C19 (MacQueen 2001). Sertraline inhibits neither
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norepinephrine uptake nor monoamine oxidase activity and possesses no significant
anticholinergic activity. For these reasons, since its discovery, sertraline has been thought to
lack a number of biochemical actions that may sustain some of the undesirable effects of
other ADs (Koe 1983).

Why it is important to do this review

To shed light on the field of antidepressant trials and treatment of major depressive disorder,
a group of researchers agreed to join forces under the rubric of the Meta-Analyses of New
Generation Antidepressants Study Group (MANGA Study Group) to systematically review
all available evidence for each specific newer antidepressant. As of October 2008, we have
completed an individual review for fluoxetine (Cipriani 2005) and published the protocols
for venlafaxine (Cipriani 2007a), escitalopram (Cipriani 2007), fluvoxamine (Omaori 2006),
citalopram (Imperadore 2007), duloxetine (Nose 2007), milnacipran (Nakagawa 2007),
paroxetine (Cipriani 2007b) and mirtazapine (Watanabe 2007). Thus, the aim of the present
review is to assess the evidence for the efficacy and tolerability of sertraline in comparison
with TCAs, heterocyclics, other SSRIs and newer agents, including non-conventional agents
such as herbal products like hypericum (Linde 2008), in the acute-phase treatment of major
depression.

OBJECTIVES

1) To determine the efficacy of sertraline in comparison with other antidepressive agents in
alleviating the acute symptoms of major depressive disorder

2) To investigate the acceptability of treatment with sertraline in comparison with other
antidepressive agents

3) To investigate the adverse effects of sertraline in comparison with other antidepressive
agents.

METHODS

Criteria for considering studies for this review

Types of studies—Only randomised controlled trials were included. Quasi-randomised
trials, such as those allocating by using alternate days of the week, were excluded. For trials
which had a crossover design only results from the first randomisation period were
considered.

Types of participants—~Patients aged 18 or older, of both sexes with a primary diagnosis
of major depression. Studies adopting any standardised criteria to define patients suffering
from unipolar major depression were included. Studies from the 1990s onwards were likely
to have used DSM-IV (APA 1994) or ICD-10 (WHO 1992) criteria. Earlier studies may had
used ICD-9 (WHO 1978), DSM-I11 (APA 1980) / DSM- I11-R (APA 1987) or other
diagnostic systems. ICD-9 is not based on operationalised criteria, because it has only
disease names and no diagnostic criteria, so studies using ICD-9 were excluded. However,
studies using Feighner criteria or Research Diagnostic Criteria were included. Studies in
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which less than 20% of the participants might be suffering from bipolar depression were
included, but the validity of this decision was examined in a sensitivity analysis. A
concurrent secondary diagnosis of another psychiatric disorder was not considered as
exclusion criteria.

A concurrent primary diagnosis of Axis | or Il disorders was an exclusion criterion.
Antidepressant trials in depressive patients with a serious concomitant medical illness were
also excluded.

Types of interventions

Experimental intervention: Sertraline (as monotherapy). No restrictions on dose,
frequency, intensity and duration were applied.

Comparator interventions: All other antidepressive agents in the treatment of acute
depression, including:

1) conventional tricyclic ADs (TCAS)
2) heterocyclic ADs (e.g. mapraotiline)
3) SSRIs (fluoxetine, fluvoxamine, citalopram, paroxetine, escitalopram)

4) newer antidepressants (SNRIs such as venlafaxine, duloxetine, milnacipran; MAOIs or
newer agents such as mirtazapine, bupro-pion, reboxetine; and non-conventional ADs, such
as herbal products - e.g. hypericum).

No restrictions on dose, frequency, intensity and duration were applied.

Other types of psychopharmacological agent such as anxiolytics, anticonvulsants,
antipsychotics or mood-stabilizers were excluded.Trials in which sertraline was used as an
augmentation strategy were also excluded.

Types of outcome measures

Primary outcomes: 1) Number of patients who responded to treatment, showing a
reduction of at least 50% on the HAM-D (Hamilton 1960) or MADRS (Montgomery 1979),
or any other depression scale, or “much or very much improved” (score 1 or 2) on CGI-
Improvement. Where more than one criterion was provided, we preferred the MHAM-D for
judging response. We used the first criterion whenever possible, even when we needed to
impute SDs or response rates according to the procedures described in the Methods section
below.

When studies reported response rates at various time points of the trial, we decided a priori
to subdivide the treatment indices as follows:

a) Early response: between 1 and 4 weeks, the time point closest to 2 weeks was given
preference
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b) Acute phase treatment response: between 6 and 12 weeks, the time point given in the
original study as the study endpoint was given preference

c) Follow-up response: between 4 and 6 months, the time point closest to 24 weeks was
given preference

The acute phase treatment response, i.e. between 6 and 12 weeks, was our primary outcome
of interest.

Secondary outcomes: 1) Number of patients who achieved remission, showing 7 or less on
17-item HAM-D (or any other similar value on the depression scale, depending on the study
authors’ definition). The cutoff point was set a priori at seven for the 17-item HAM-D and at
eight for all the other longer versions of HAM-D) or “not ill or borderline mentally ill”
(score 1 or 2) on CGI-Severity (Guy 1970) out of the total number of randomised patients.
Where both were provided, we preferred the HAM-D for judging remission.

2) Group mean scores at the end of the trial on Hamilton Depression Scale (Hamilton 1960),
or Montgomery-Asberg Depression Scale (Montgomery 1979), or any other depression
scale.We applied the looser form of ITT analysis, whereby all patients with at least one post-
baseline measurement were represented by their last observations carried forward.

3) Social adjustment, social functioning including the Global Assessment of Function
(Luborsky 1962) scores

4) Health-related quality of life: We limited ourselves to SF-12/SF-36 (Ware1993), HONOS
(Wing 1994) and WHOQOL (WHOQOL Group 1998)

5) Costs to health care services.
6) Acceptability
Acceptability was evaluated using the following outcome measures:

a) Number of patients who dropped out during the trial as a proportion of the total number of
randomised patients - Total drop out rate.

b) Number of patients who dropped out due to inefficacy during the trial as a proportion of
the total number of randomised patients

-Drop out rates due to inefficacy.

¢) Number of patients who dropped out due to side effects during the trial as a proportion of
the total number of randomised patients

- Drop out rates due to side effects.
7) Tolerability

Tolerability was evaluated using the following outcome measures:
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1. Total number of patients experiencing at least some side effects
2. Total number of patients experiencing the following specific side effects was sought for:
a) Agitation/anxiety
b) Constipation
c) Diarrhoea
d) Dry mouth
e) Hypotension
f) Insomnia
g) Nausea
h) Sleepiness/drowsiness
i) Urinary problems
j) Vomiting/nausea
k) Death, suicide and suicidality

In order not to miss any relatively rare or unexpected yet important side effects, in the data
extraction phase, we collected all side effects data reported in the literature and discussed
ways to summarise them post hoc.

Search methods for identification of studies

Electronic searches—See: Depression, Anxiety and Neurosis Group (CCDAN) methods
used in reviews.

CCDANCTR-Studies were searched using the following search strategy:

Diagnosis = Depress* or Dysthymi* or “Adjustment Disorder*” or “Mood Disorder*” or
“Affective Disorder” or “Affective Symptoms” and Intervention = Sertraline

CCDANCTR-References were searched using the following search strategy:

Keyword = Depress* or Dysthymi* or “Adjustment Disorder*” or “Mood Disorder*” or
“Affective Disorder” or “Affective Symptoms” and Free-Text = Sertraline

An additional Medline search was carried out (update: July 2008). Trial databases of the
following drug-approving agencies - the Food and Drug Administration (FDA) in the USA,
the Medicines and Healthcare products Regulatory Agency (MHRA) in the UK, the
European Medicines Agency (EMEA) in the EU, the Pharmaceuticals and Medical Devices
Agency (PMDA) in Japan, the Therapeutic Goods Administration (TGA) in Australia) and
ongoing trial registers (clinicaltrials.gov in the USA, ISRCTN and National Research
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Register in the UK, Nederlands Trial Register in the Netherlands, EUDRACT in the EU,
UMIN-CTR in Japan and the Australian Clinical Trials Registry in Australia) were hand-
searched for published, unpublished and ongoing controlled trials (update: July 2008).

Searching other resources

1) Handsearches: Appropriate journals and conference proceedings relating to sertraline
treatment for depression were hand-searched and incorporated into the CCDANCTR
databases.

2) Personal communication: Pharmaceutical companies and experts in this field were
asked if they knew of any study which met the inclusion criteria of this review.

3) Reference checking: Reference lists of the included studies, previous systematic reviews
and major textbooks of affective disorder written in English were checked for published
reports and citations of unpublished research. The references of all included studies were
checked via Science Citation Index for articles that had cited the included study.

Data collection and analysis

Selection of studies—Studies relating to sertraline generated by the electronic search of
CCDANCTR-Studies were scanned by one review author (HMG). Those studies which met
the following criteria constituted the preliminary list and their full texts were retrieved:

The rough inclusion criteria were:

1) Randomised trial

2) Comparing sertraline against any other antidepressant

3) Patients with major depression, regardless of the diagnostic criteria used.

Studies relating to sertraline generated by the search strategies of CCDANCTR-References
and the other complementary searches were checked independently by the CCDAN Trials
Search Coordinator (HMG), who is an author of this review, and another review author (AC,
TL or AS) to see if they met the rough inclusion criteria, firstly based on the title and
abstracts. All the studies rated as possible candidates by either of the two reviewers were
added to the preliminary list and their full texts were retrieved. All the full text articles in
this preliminary list were then assessed by two review authors (AC, TL or AS)
independently to see if they met the strict inclusion criteria. If the raters disagreed the final
rating were made by consensus with the involvement (if necessary) of another member of
the review group. Non-congruence in selection of trials was reported as percentage
disagreement. Considerable care was taken to exclude duplicate publications.

Data extraction and management—One review author (TL) first extracted data
concerning participant characteristics (age, sex, depression diagnosis, comorbidity,
depression severity, antidepressant treatment history for the index episode, study setting),
intervention details (intended dosage range, mean daily dosage actually prescribed, co-
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intervention if any, sertraline as investigational drug or as comparator drug, sponsorship)
and outcome measures of interest from the included studies. The results were compared with
those in the completed reviews of individual antidepressants in the Cochrane Library. If
there were any discrepancies, a second review author (AC) intervened and the agreed-upon
results were used in the review as well as fed back to the authors of the completed reviews.

Assessment of risk of bias in included studies—We used the version of the
Cochrane risk of bias tool as recommended in RevMan 5.0.0. This instrument consists of six
items. Two of the items assess the strength of the randomisation process in preventing
selection bias in the assignment of participants to interventions: adequacy of sequence
generation and allocation concealment. The third item (blinding) assesses the influence of
performance bias on the study results. The fourth item assesses the likelihood of incomplete
outcome data, which raise the possibility of bias in effect estimates. The fifth item assesses
selective reporting, the tendency to preferentially report statistically significant outcomes. It
requires a comparison of published data with trial protocols, when such are available. The
final item refers to other sources of bias that are relevant in certain circumstances, for
example, in relation to trial design (methodologic issues such as those related to crossover
designs and early trial termination) or setting.

Two review authors (AC, AS) assessed trial quality independently in accordance with the
Cochrane Handbook (Higgins 2008). Where inadequate details of allocation concealment
and other characteristics of trials were provided, the trial authors were contacted in order to
obtain further information. If the raters disagreed, the final rating was made by consensus
with the involvement (if necessary) of another member of the review group. The ratings
were also compared with those in the completed reviews of individual antidepressants in the
Cochrane Library. If there were any discrepancies, these were fed back to the authors of the
completed reviews.

Measures of treatment effect—Data were checked and entered into Review Manager 5
software by two review authors (AC, CB) (double data entry). For dichotomous, or event-
like data, odds ratios (OR) were calculated with 95% confidence intervals. Continuous data
were analysed using weighted mean differences or standardised mean differences (where
different measurement scales are used), with 95% confidence intervals.

Unit of analysis issues—~For trials which had a crossover design only results from the
first randomisation period were considered. If the trial was a three (or more)-armed trial
involving a placebo arm, the data were extracted from the placebo arm as well.

Dealing with missing data—Responders and remitters to treatment were calculated on
an intention-to-treat (ITT) basis: drop outs were always included in this analysis. Where
participants had withdrawn from the trial before the endpoint, it was assumed they would
had experienced the negative outcome by the end of the trial (e.g. failure to respond to
treatment). When there were missing data and the method of “last observation carried
forward” (LOCF) had been used to do an ITT analysis, then the LOCF data were used, with
due consideration of the potential bias and uncertainty introduced. When dichotomous or
continuous outcomes were not reported, trial authors were asked to supply the data.
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When only the SE or t-statistics or p values were reported, SDs were calculated according to
Altman (Altman 1996). In the absence of supplemental data from the authors, the SDs of the
HAMD (or any other depression scale) and response/remission rates were calculated
according to the validated imputation methods (Furukawa 2005; Furukawa 2006). We
examined the validity of these imputations in the sensitivity analyses.

Assessment of heterogeneity—Skewed data and non-quantitative data were presented
descriptively. An outcome whose minimum score is zero could be considered skewed when
the mean was smaller than twice the SD. Heterogeneity between studies was investigated by
the I-squared statistic (Higgins 2003) (I-squared equal to or more than 50% was considered

indicative of heterogeneity) and by visual inspection of the forest plots.

Assessment of reporting biases—Funnel plot analysis was performed to check for
existence of small study effects, including publication bias.

Data synthesis—The primary analysis used a random effects model OR, which had the
highest generalisability in our empirical examination of summary effect measures for meta-
analyses (Furukawa 2002a). The robustness of this summary measure was routinely
examined by checking the fixed effect model OR and the random effects model risk ratio
(RR). Material differences between the models were reported. Fixed effect analyses were
done routinely for the continuous outcomes as well, to investigate the effect of the choice of
method on the estimates. Material differences between the models were reported

Subgroup analysis and investigation of heterogeneity—Subgroup analyses were
planned. Subgroup analyses should be performed and interpreted with caution because
multiple analyses can lead to false positive conclusions (Oxman 1992). We planned to
perform the following subgroup analyses, where possible, for the following a priori reasons:

1) Sertraline dosing (fixed low dosage, fixed standard dosage, fixed high dosage; flexible
low dosage, flexible standard dosage, flexible high dosage), because there was evidence to
suspect that low dosage antidepressant might be associated with better outcomes both in
terms of effectiveness and side effects than standard or high dosage antidepressants (Bollini
1999; Furukawa 2002b) and also because fixed versus flexible dosing schedule might affect
estimates of treatment effectiveness (Khan 2003). In the case of sertraline, based on the
Defined Daily Dosage by World Health Organisation (WHO), low dosage referred to <10,
standard dosage to >10 but <20, and high dosage to >20 mg/day.

2) Comparator dosing (low effective range, medium to high effective range), as it was easy
to imagine that there were greater chances of completing the study on the experimental drug
than on the comparator drug that was increased to the maximum dosage

3) Depression severity (Severe major depression, moderate/mild major depression)
4) Treatment settings (psychiatric inpatients, psychiatric outpatients, primary care)

5) Older patients (>65 years of age), separately from other adult patients.
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Sensitivity analysis—The following sensitivity analyses were planned a priori. By
limiting the studies to be included to those with higher quality, we examined if the results
changed, and checked for the robustness of the observed findings.

1) Excluding trials with unclear concealment of random allocation and/or unclear double
blinding

2) Excluding trials whose drop out rate was greater than 20%.

3) Performing the worst case scenario ITT (all the patients in the experimental group
experience the negative outcome and all those allocated to the comparison group experience
the positive outcome) and the best case scenario ITT (all the patients in the experimental
group experience the positive outcome and all those allocated to the comparison group
experience the negative outcome).

4) Excluding trials for which the response rates had to be calculated based on the imputation
method (Furukawa 2005) and those for which the SD had to be borrowed from other trials
(Furukawa 2006).

5) Examination of “wish bias” (also called “optimism bias™) by comparing sertraline as
investigational drug vs sertraline as comparator, as there was evidence to suspect that a new
antidepressant might perform worse when used as a comparator than when used as an
experimental agent (Barbui 2004).

6) Excluding studies funded by the pharmaceutical company marketing sertraline. This
sensitivity analysis was particularly important in view of the recent repeated findings that
funding strongly affects outcomes of research studies (Als-Nielsen 2003; Bhandari 2004;
Lexchin 2003; Montgomery 2004; Perlis 2005; Procyshyn 2004) and because industry
sponsorship and authorship of clinical trials have been increasing over the past 20 years
(Buchkowsky 2004).

If subgroups within any of the subgroup or sensitivity analyses turned out to be significantly
different from one another, we ran meta-regression for exploratory analyses of additive or
multiplicative influences of the variables in question. Our routine application of random
effects and fixed effect models, as well as our secondary outcomes of remission rates and
continuous severity measures, may be considered additional forms of sensitivity analyses.

Description of studies

See: Characteristics of included studies; Characteristics of excluded studies; Characteristics
of studies awaiting classification.

Results of the search—The search yielded 154 articles. After reading the abstracts, 55
articles were excluded based on at least one of the following criteria: wrong diagnosis (7
articles), wrong population (12 articles), reviews (9 articles), or non-randomised design (25
articles). A total of 99 papers were considered potentially relevant. Pfizer, the manufacturer
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of sertraline, responded to our request to provide a comprehensive list of trials that they had
sponsored world-wide. In a second round of screening, 31 articles were excluded for the
following reasons: no outcome data (11 articles), or multiple publication (20 articles). After
careful reading of the full text of the remaining papers, six more studies were excluded.

Included studies—A total of 59 studies were included in the systematic review. Attempt
to contact authors for additional information was unsuccessful in 17 cases, successful in five
cases but authors were unable to provide additional data, and successful in another eight
cases, with additional data provided by authors.

Sample size: Seventeen studies recruited fewer than 100 participants.
Study design: Almost all (58 RCTSs) were reported to be double-blind.

Setting/participants: The majority of trials enrolled outpatients (45 RCTSs), with a
diagnosis of major depression based on DSM-I1I, DSM-I11-R, DSMIV or ICD 10 criteria in
56 RCTs. Older people (over 65 years old) were not excluded in 35 studies. In 56 studies
individuals with moderate to severe depression were enrolled, while in three studies
individuals suffered from mild to moderate depressive symptoms.

Interventions and comparators: We found 20 studies comparing sertraline with TCAs (9
studies versus amitriptyline, 1 versus nortriptyline, 4 versus imipramine, 1 versus dothiepin,
4 versus clomipramine and 1 versus desipramine), 16 studies comparing sertraline with
SSRiIs (7 studies versus fluoxetine, 2 versus escitalopram, 2 versus fluvoxamine, 1 versus
paroxetine, 2 versus citalopram and two three-arm studies comparing sertraline with
paroxetine or fluoxetine), 1 comparing sertraline with maprotiline, 1 with tianeptine, 4 with
hypericum, 3 with bupropion, 2 with reboxetine, 1 with nefazodone, 2 with trazodone, 2
with moclobemide, 2 with mirtazapine and 4 with venlafaxine. One three-arm trial
compared sertraline with venlafaxine or imipramine.

Outcomes: At the end of the reviewing process, 55 RCTs providing data on efficacy and 57
on acceptability/tolerability outcomes were included. Overall, 9303 patients were available
for examining efficacy (4732 participants randomised to sertraline and 4571 randomised to
another antidepressant) and 9950 for examining acceptability of treatments (5057
participants randomised to sertraline and 4893 randomised to another antidepressant) in the
meta-analysis.

Excluded studies—Following scrutiny of full texts, six studies were excluded for the
following reasons: no outcome data (Davidson 2004; Fava 1997; Gonul 1999; Latimer 1996;
Vovin 1998), or multiple publication (Finkel 1995).

Although the search was thorough it is still possible that there are still unpublished studies
which have not been identified. In the present review there is one study awaiting assessment
(Malt 1999).
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Risk of bias in included studies

The overall quality of included studies was low and the reporting of trials was often
inadequate (see Figure 1).

Allocation—The great majority of included studies used an adequate sequence generation.
However, only one study reported enough details on allocation concealment (Van Gurp
2002).

Blinding—Almost all studies were reported to be double-blind trials. Five trials were
reported to be “single-blind” (Baca 2003; Edwards 1996; Eker 2005; Orsel Donbak 1995;
Quednow 2004) and two did not give any information about blinding (Chen 2001; Li 2001).
However, only 13 studies reported sufficient details on blinding.

Incomplete outcome data—About one half of the included studies reported incomplete
outcome data (see Figure 2).

Selective reporting—Only 18 studies were indicated to be free from selective reporting
(see Figure 2).

Other potential sources of bias—Many of the included studies were sponsored by the
manufacturer of sertraline, especially studies comparing sertraline with older drugs (TCAs
and heterocyclics).

Effects of interventions

The included studies did not report on all the outcomes that were pre-specified in the
protocol of this review. Outcomes of clear relevance to patients and clinicians, in particular,
patient’s and their relatives’ attitudes to treatment, their ability to return to work and resume
normal social functioning, were not reported in the included studies. Evidence of differences
in efficacy, acceptability and tolerability was found and details are listed below. We reported
results comparison by comparison (categorised as TCAs, heterocyclics, other SSRIs and
newer antidepressants) and then we organised the forest plots according to the relevance of
outcomes, as reported in the review protocol.

1. SERTRALINE versus TCAs—The following analyses were based overall on 18 RCTs
(2784 participants)

PRIMARY OUTCOME

EFFICACY - Number of patients who responded to treatment: The analysis found no
difference in terms of efficacy between sertraline and tricyclics in head-to-head comparisons
(see Figure 3). However, even though not significant, the difference between sertraline and
amitriptyline was in favour of the latter (OR 1.23, 95% CI 0.99 to 1.52, p = 0.07; 7 studies,
1345 participants) (see Figure 3).
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SECONDARY OUTCOMES

1) EFFICACY - Number of patients who achieved remission

a) Acute phase treatment (6 to 12 weeks): There was evidence that sertraline was more
effective than imipramine (OR 0.67, 95% CI 0.45 to 0.99, p = 0.05; 3 studies, 482

participants) (see Figure 4). Test for heterogeneity was not statistically significant: Tau? =
0.00; Chi2 = 1.95, df = 2 (p = 0.38); 12=0%.

b) Early response (1 to 4 weeks): No data available.

¢) Follow-up response (16 to 24 weeks): No evidence of differences (see Analysis 6.1).

2) EFFICACY - Mean change from baseline

a) Acute phase treatment: between 6 and 12 weeks: Sertraline was found to be less
efficacious than amitriptyline in reduction of depressive symptoms (SMD 0.18, 95% CI 0.04
to 0.32, p = 0.009; 7 studies, 1172 participants) (see Figure 5).

b) Early response (1 to 4 weeks): No evidence of differences (see Analysis 8.1).

¢) Follow-up response (16 to 24 weeks): No data available.

3) - 5) EFFICACY- Social adjustment, social functioning, health-related quality of life,
costs to health care services: No data available.

6) ACCEPTABILITY - Dropout rate: a) There was a statistically significant difference with
fewer patients allocated to sertraline withdrawing from studies than those allocated to
imipramine for discontinuation due to any cause (OR 0.62, 95% CI 0.40 to 0.96, p = 0.03; 5
studies, 641 participants) (see Figure 6).

b) No differences were found in terms of discontinuation due to inefficacy (see Analysis
11.1).

c) No differences were found in terms of discontinuation due to side effects (see Analysis
12.1). However, even though not significant, the difference between sertraline and
amitriptyline was in favour of sertraline (OR 0.74, 95% CI 0.55 to 1.01, P = 0.06; 7 studies,
1457 participants) (see Analysis 12.1).

7) TOLERABILITY

Total number of patients experiencing at least one side effect: Patients allocated to
sertraline had a fewer rate of adverse events than amitriptyline (OR 0.59, 95% CI1 0.39 to
0.89, p = 0.01; 5 studies, 999 participants) (see Analysis 13.1) or imipramine (OR 0.17, 95%
C1 0.09 to 0.32, P<0.00001; 2 studies, 209 participants) (see Analysis 13.1)

a) Agitation/Anxiety: There was no evidence that sertraline was associated with a higher or
lower rate of participants experiencing agitation/anxiety than amitriptyline or imipramine
(see Analysis 14.1).
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b) Constipation: There was evidence that sertraline was associated with a lower rate of
participants experiencing constipation than amitriptyline (OR 0.37, 95% CI 0.25 to 0.55,
P<0.00001; 6 trials, 1158 participants), clomipramine (OR 0.18, 95% CI 0.07 t0 0.49, P =
0.0008; 3 trials, 304 participants), imipramine (OR 0.17, 95% CI1 0.03 to 0.87, P = 0.03; 4
trials, 487 participants) and nortriptyline (OR 0.28, 95% CI 0.14 to 0.54, P = 0.0002; 1 trial,
210 participants), respectively (see Analysis 15.1).

c¢) Diarrhoea: There was evidence that sertraline was associated with a higher rate of
participants experiencing diarrhoea than amitriptyline (OR 11.32, 95% CI 2.90 to 44.18, P =
0.0005; 3 trials, 779 participants), clomipramine (OR 4.30, 95% CI 1.28 to 14.44, P = 0.02;
2 trials, 198 participants), imipramine (OR 6.75, 95% CI 1.82 to 24.97, P = 0.004; 3 trials,
398 participants) and nortriptyline (OR 2.17, 95% CI 1.02 to 4.64, P = 0.04; 1 trial, 210
participants), respectively (see Analysis 16.1).

d) Dry mouth: There was evidence that sertraline was associated with a lower rate of
participants experiencing dry mouth than amitriptyline (OR 0.16, 95% CI1 0.11 to 0.24,
P<0.00001; 6 trials, 1158 participants), clomipramine (OR 0.30, 95% CI1 0.12t0 0.78, P =
0.01; 3 trials, 304 participants), imipramine (OR 0.16, 95% CI 0.06 to 0.40, P = 0.0001; 4
trials, 487 participants) and nortriptyline (OR 0.22, 95% CI 0.12 to 0.39, P<0.00001; 1 trial,
210 participants), respectively (see Analysis 17.1).

€) Hypotension: There was no evidence that sertraline was associated with a higher or lower
rate of participants experiencing hypotension than clomipramine (see Analysis 18.1).

f) Insomnia: There was evidence that sertraline was associated with a higher rate of
participants experiencing insomnia than amitriptyline (OR 2.29, 95% CI 1.37 t0 3.83, P =
0.002; 3 trials, 802 participants) (see Analysis 19.1).

0) Nausea: There was evidence that sertraline was associated with a higher rate of
participants experiencing nausea than amitriptyline (OR 4.90, 95% CI 3.09 to 7.76,
P<0.00001; 5 trials, 1090 participants), imipramine (OR 2.68, 95% CI 1.26 t0 5.73, P = 0.01
4 trials, 487 participants) and nortriptyline (OR 2.42, 95% CI 1.14 to 5.13, P = 0.02; 1 trial,
210 participants), respectively (see Analysis 20.1).

h) Sleepiness/ drowsiness: There was evidence that sertraline was associated with a lower
rate of participants experiencing sleepiness than amitriptyline (OR 0.27, 95% CI 0.19 to
0.40, P<0.00001; 5 trials, 1090 participants) (see Analysis 21.1).

i) Urinary problems: There was no evidence that sertraline was associated with a higher or
lower rate of participants experiencing urinary problems than amitriptyline or imipramine
(see Analysis 22.1).

j) Vomiting: There was no evidence that sertraline was associated with a higher or lower
rate of participants experiencing vomiting than amitripty-line or clomipramine (see Analysis
23.1).
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k) Deaths, suicide and suicidality: Two patients randomised to imipramine committed
suicide (Analysis 49.3) and one patient allocated to amitriptyline attempted suicide (see
Analysis 49.1). However, all these differences were not significant.

[) Other adverse events: Sertraline was associated with a lower rate of participants
experiencing appetite increase than amitriptyline (OR 0.06, 95% CI 0.01 to 0.45, P = 0.007;
1 trial, 263 participants (see Analysis 24.1) or pain (OR 0.19, 95% CI 0.04 to 0.09, P = 0.05;
1 trial, 241 participants) (see Analysis 37.1) than amitriptyline. There was evidence that
sertraline was associated with a lower rate of participants experiencing dizziness than
amitriptyline (OR 0.61, 95% CI 0.42 to 0.89, P = 0.01; 6 trials, 1158 participants) or
imipramine (OR 0.46, 95% CI 0.26 to 0.80, P = 0.006; 3 trials, 398 participants) (see
Analysis 29.1). Sertraline was associated with a lower rate of participants experiencing
gastrointestinal symptoms than desipramine (OR 0.24, 95% CI 0.09 to 0.65, P = 0.005; 1
trial, 77 participants (see Analysis 30.1). There was evidence that sertraline was associated
with a lower rate of participants experiencing neurological problems (peripheral and central
nervous system) than amitriptyline (OR 0.31, 95% CI 0.10 to 0.95, P = 0.04; 2 trials, 309
participants) or clomipramine (OR 0.11, 95% CI 0.02 to 0.61, P = 0.01; 1 trial, 40
participants) (see Analysis 39.1).

Sertraline was associated with a higher rate of participants experiencing appetite loss/
anorexia (OR 7.14, 95% CI 1.63 to 31.18, P = 0.009; 2 trials, 539 participants (see Analysis
25.1), sexual problems (OR 3.56, 95% CI 1.74 to 7.30, P = 0.0005; 2 trials, 259 participants
(see Analysis 42.1) or headache (OR 1.60, 95% CI 1.03 to 2.48, P = 0.04; 5 trials, 1090
participants (see Analysis 33.1) than amitriptyline, respectively. There was evidence that
sertraline was associated with a higher rate of participants experiencing abdominal pain than
imipramine (OR 4.13, 95% CI 1.12 to 15.25, P = 0.03; 1 trial, 55 participants) (see Analysis
37.1).

2. SERTRALINE versus HETEROCYCLICS—The following analyses were based on
one RCT (64 participants).

PRIMARY OUTCOME

EFFICACY - Number of patients who responded to treatment: No difference in terms of
efficacy between sertraline and maprotiline was found (see Figure 7).

SECONDARY OUTCOMES

1) EFFICACY - Number of patients who achieved remission: No difference in terms of
remission between sertraline and maprotiline was found (see Figure 8).

2) EFFICACY - Mean change from baseline: No difference in terms of mean change from
baseline score between sertraline and maprotiline was found nor at 2 weeks nor at endpoint
(see Figure 9).

3) - 5) EFFICACY- Social adjustment, social functioning, health-related quality of life,
costs to health care services: No data available.
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6) ACCEPTABILITY - Drop out rate: No data available.

7) TOLERABILITY

Total number of patients experiencing at least some side effects. No data available.
a) Agitation/Anxiety: No data available.

b) Constipation: There was no evidence that sertraline was associated with a higher or lower
rate of participants experiencing constipation than maprotiline (see Analysis 15.2).

c) Diarrhoea: There was no evidence that sertraline was associated with a higher or lower
rate of participants experiencing diarrhoea than maprotiline (see Analysis 16.2).

d) Dry mouth: No evidence of differences was found in terms of participants experiencing
dry mouth between sertraline and mapraotiline (see Analysis 17.2). However, even though
not significant, this difference was in favour of sertraline (OR 0.20, 95% CI1 0.04 to 1.03, P =
0.05; 1 study, 64 participants) (see Analysis 17.2).

€) Hypotension: There was no evidence that sertraline was associated with a higher or lower
rate of participants experiencing hypotension than maprotiline (see Analysis 18.1).

f) Insomnia: There was no evidence that sertraline was associated with a higher or lower
rate of participants experiencing insomnia than maprotiline (see Analysis 19.2).

0) Nausea: There was no evidence that sertraline was associated with a higher or lower rate
of participants experiencing nausea than maprotiline (see Analysis 20.2).

h) Sleepiness/ drowsiness: There was no evidence that sertraline was associated with a
higher or lower rate of participants experiencing sleepiness than maprotiline (see Analysis
21.2).

i) Urinary problems: No difference was found between sertraline and maprotiline in terms
of rate of participants experiencing sleepiness (see Analysis 22.2).

j) Vomiting: No data available.
k) Deaths, suicide and suicidality: No data available.

[) Other adverse events: No differences were found.

3. SERTRALINE versus OTHER SSRIs—The following analyses were based on an
overall 19 RCTs (2932 participants).

PRIMARY OUTCOME
EFFICACY - Number of patients who responded to treatment

a) Acute phase treatment (6 to 12 weeks): There was evidence that sertraline was more
effective than fluoxetine (OR 0.73, 95% CI 0.59 to 0.92, p = 0.007; 8 studies, 1352
participants) (see Figure 10).
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b) Early response (1 to 4 weeks): There were no differences between sertraline and other
SSRIs (namely, fluvoxamine or paroxetine) (see Analysis 2.1).

c) Follow-up response (16 to 24 weeks): There was no evidence of differences between
sertraline and other SSRIs (hamely, citalopram and fluoxetine) (see Analysis 3.2).

SECONDARY OUTCOMES
1) EFFICACY - Number of patients who achieved remission

a) Acute phase treatment (6 to 12 weeks): No evidence of differences was found between
sertraline and other SSRIs (namely, escitalopram, fluoxetine, fluvoxamine and paroxetine)
(see Figure 11).

b) Early response (1 to 4 weeks): There were no differences between sertraline and other
SSRIs (namely, fluoxetine and fluvoxamine) (see Analysis 5.1).

c) Follow-up response (16 to 24 weeks): No evidence of differences between sertraline and
fluoxetine was found (see Analysis 6.2).

2) EFFICACY - Mean change from baseline

a) Acute phase treatment: between 6 and 12 weeks: There were no significant differences
between sertraline and other SSRIs (namely, citalopram, escitalopram, fluoxetine,
fluvoxamine and paroxetine) (see Figure 12).

b) Early response (1 to 4 weeks): No evidence of differences between sertraline and
fluoxetine was found (see Analysis 8.3).

c) Follow-up response (16 to 24 weeks): There were no evidence of differences between
sertraline and other SSRIs (namely, fluoxetine and paroxetine) (see Analysis 9.1).

3) - 5) EFFICACY- Social adjustment, social functioning, health-related quality of life,
costs to health care services: No data available.

6) ACCEPTABILITY - Drop out rate: a) No difference was found in terms of
discontinuation due to any cause between sertraline and other SSRIs (namely, citalopram,
escitalopram, fluoxetine, fluvoxamine and paroxetine) (see Figure 13).

b) No evidence of difference was found in terms of discontinuation due to inefficacy
between sertraline and other SSRIs (namely, citalopram, escitalopram, fluoxetine,
fluvoxamine and paroxetine) (see Analysis 11.2).

¢) There was evidence that fewer patients allocated to sertraline withdrew from study than
paroxetine for discontinuation due to side effects (OR 0.28, 95% CI1 0.08 to 0.96, p = 0.04; 3
studies, 311 participants) (see Analysis 12.2). No other differences were found in terms of
discontinuation due to side effects between sertraline and other SSRIs (hamely, citalopram,
escitalopram, fluoxetine and fluvoxamine) (see Analysis 12.2).
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7) TOLERABILITY

Total number of patients experiencing at least one side effect: There was a statistically
significant difference with patients allocated to sertraline having a higher rate of adverse
events than escitalopram (OR 1.76, 95% CI 1.06 to 2.94, p = 0.03; 2 studies, 489
participants) (see Analysis 13.2).

a) Agitation/Anxiety: There was no evidence that sertraline was associated with a higher or
lower rate of participants experiencing agitation/anxiety than other SSRIs (namely,
fluoxetine, fluvoxamine and paroxetine) (see Analysis 14.2).

b) Constipation: There was evidence that sertraline was associated with a lower rate of
participants experiencing constipation than paroxetine (OR 0.31, 95% CI 0.16 to 0.58, P =
0.0002; 2 trials, 545 participants) (see Analysis 15.3).

c¢) Diarrhoea: There was evidence that sertraline was associated with a higher rate of
participants experiencing diarrhoea than escitalopram (OR 2.10, 95% CI 1.22 to 3.61, P =
0.007; 2 trials, 489 participants) or paroxetine (OR 2.51, 95% CI 1.66 to 3.80, P<0.0001; 2
trials, 545 participants) (see Analysis 16.3).

d) Dry mouth: No difference was found between sertraline and other SSRIs in terms of
number of participants experiencing dry mouth (see Analysis 17.3).

€) Hypotension: No data available.

f) Insomnia: No difference was found between sertraline and other SSRIs in terms of
number of participants experiencing insomnia (see Analysis 19.3).

g) Nausea: No difference was found between sertraline and other SSRIs in terms of number
of participants experiencing nausea (see Analysis 20.3).

h) Sleepiness/drowsiness: No difference was found between sertraline and other SSRIs in
terms of number of participants experiencing sleepiness (see Analysis 21.3).

i) Urinary problems: There was evidence that sertraline was associated with a lower rate of
participants experiencing urinary problems than paroxetine (OR 0.09, 95% CI 0.01 to 0.68,
P =0.02; 1 trial, 353 participants) (see Analysis 22.3)

j) Vomiting: No data reported

k) Deaths, suicide and suicidality: A total of six patients attempted suicide (four
randomised to sertraline and two to fluoxetine) (see Analysis 49.2). However, this difference
was not statistically significant. No patient committed suicide.

[) Other adverse events. Compared with paroxetine, sertraline was associated with a lower
rate of participants experiencing anorgasmia (OR 0.19, 95% CI1 0.04 t0 0.89, p = 0.03; 1
trial, 353 participants (see Analysis 43.1), ejaculation disorder (OR 0.29, 95% CI 0.14 to
0.60, p = 0.0009; 2 trials, 545 participants (see Analysis 44.1) or tremor (OR 0.55, 95% CI
0.32t0 0.94, p = 0.03, 2 trials, 545 participants (see Analysis 46.3).
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4. SERTRALINE versus NEWER ANTIDEPRESSANTS—The following analyses
were based on an overall 21 RCTs (3539 participants).

PRIMARY OUTCOME
EFFICACY - Number of patients who responded to treatment

a) Acute phase treatment (6 to 12 weeks): There were no evidence of differences between
sertraline and newer antidepressants (namely, bupropion, hypericum, mirtazapine,
moclobemide, nefazodone, reboxetine, tianeptine, trazodone and venlafaxine) (see Figure
14).

b) Early response (1 to 4 weeks): There was evidence that sertraline was less effective than
mirtazapine (OR 1.40, 95% CI 1.00 to 1.94, p = 0.05; 2 studies, 596 participants) (see
Analysis 2.2).

¢) Follow-up response (16 to 24 weeks): There were no differences between sertraline and
newer antidepressants (namely, bupropion and moclobemide) (see Analysis 3.3).

SECONDARY OUTCOMES
1) EFFICACY - Number of patients who achieved remission

a) Acute phase treatment (6 to 12 weeks): There were no significant differences between
sertraline and newer antidepressants (namely, bupropion, hypericum, mirtazapine,
moclobemide, nefazodone, reboxetine, tianeptine, trazodone and venlafaxine) (see Figure
15).

b) Early response (1 to 4 weeks): There was evidence that sertraline was less effective than
mirtazapine (OR 1.92, 95% CI 1.18 to 3.13, p = 0.008; 2 studies, 596 participants) (see
Analysis 5.2).

c¢) Follow-up response (16 to 24 weeks): There was no evidence of difference between
sertraline and moclobemide (see Analysis 6.3).

2. EFFICACY - Mean change from baseline

a) Acute phase treatment: between 6 and 12 weeks: There were no significant differences
between sertraline and newer antidepressants (namely, bupropion, hypericum, moclobemide,
nefazodone, reboxetine, tianeptine, trazodone and venlafaxine) (see Figure 16).

b) Early response (1 to 4 weeks): There was no difference between sertraline and newer
antidepressants (namely, bupropion, reboxetine and venlafaxine) (see Analysis 8.4).

c¢) Follow-up response (16 to 24 weeks): No significant differences between sertraline and
newer antidepressants (namely, bupropion and moclobemide) were found (see Analysis 9.2).

3) - 5) EFFICACY- Social adjustment, social functioning, health-related quality of life,
costs to health care services: No data available.
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6) ACCEPTABILITY - Drop out rate: a) There was evidence that fewer patients allocated
to sertraline withdrew from study than mirtazapine for discontinuation due to any cause (OR
0.68, 95% C1 0.47 to 0.99, p = 0.05; 2 studies, 596 participants) (see Figure 17). There was
evidence that more patients allocated to sertraline withdrew from study than bupro-pion for
discontinuation due to any cause (OR 1.42, 95% CI 1.02 to 1.99, p = 0.04; 3 studies, 727
participants) (see Figure 17).

b) No significant differences were found in terms of discontinuation due to inefficacy
between sertraline and newer antidepressants (namely, bupropion, hypericum, moclobemide,
nefazodone, reboxetine, tianeptine, trazodone and venlafaxine) (see Analysis 11.3).

c) There was evidence that fewer patients allocated to sertraline withdrew from study than
mirtazapine (OR 0.35, 95% CI 0.17 to 0.74, p = 0.06; 2 studies, 596 participants) (see
Analysis 12.3) or venlafaxine (OR 0.33, 95% CI 0.17 to 0.64, p = 0.001; 5 studies, 611
participants) (see Analysis 12.3) for discontinuation due to side effects .

7) TOLERABILITY

Total number of patients experiencing at least one side effect: No differences were found
between sertraline and newer antidepressants in terms of number of participants with
adverse events (see Analysis 13.3).

a) Agitation/Anxiety: There was evidence that sertraline was associated with a higher rate of
participants experiencing agitation/anxiety than nefazodone (OR 4.71, 95% CI 1.29 to
17.24, P = 0.02; 1 trial, 160 participants) (see Analysis 14.3).

b) Constipation: There was evidence that sertraline was associated with a lower rate of
participants experiencing constipation than venlafaxine (OR 0.05, 95% CI 0.00 t0 0.85, P =
0.04; 1 trial, 89 participants) (see Analysis 15.4).

c) Diarrhoea: There was evidence that sertraline was associated with a higher rate of
participants experiencing diarrhoea than bupropion (OR 3.88, 95% CI 1.50 to 10.07, P =
0.005; 3 trials, 727 participants), hypericum (OR 2.30, 95% CI 1.39 to 3.80, P = 0.001; 2
trials, 314 participants) or mirtazapine (OR 2.74, 95% CI 1.52 to 4.97, P = 0.0009; 2 trials,
596 participants) (see Analysis 16.4).

d) Dry mouth: There was evidence that sertraline was associated with a lower rate of
participants experiencing dry mouth than reboxetine (OR 0.04, 95% CI1 0.00t0 0.34, P =
0.003; 1 trial, 49 participants) or venlafaxine (OR 0.02, 95% CI 0.00 to 0.33, P = 0.006; 1
trial, 89 participants) (see Analysis 17.4).

€) Hypotension: No data available.

f) Insomnia: There was evidence that sertraline was associated with a higher rate of
participants experiencing insomnia than mirtazapine (OR 2.72, 95% CI 1.15t0 6.43, P =
0.02; 2 trials, 596 participants) (see Analysis 19.4).
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0) Nausea: There was evidence that sertraline was associated with a higher rate of
participants experiencing nausea than bupropion (OR 2.14, 95% CI 1.12 to 4.08, P = 0.02; 3
trials, 727 participants), hypericum (OR 3.43, 95% CI 1.52 to 7.76, P = 0.003; 2 trials, 314
participants) or mirtazapine (OR 3.68, 95% CI 2.10 to 6.45, P<0.00001; 2 trials, 596
participants) (see Analysis 20.4).

h) Sleepiness/drowsiness: There was evidence that sertraline was associated with a higher
rate of participants experiencing sleepiness than bupropion (OR 5.10, 95% CI 2.53 to 10.31,
P<0.00001; 3 trials, 727 participants); by contrast, sertraline was associated with a lower
rate of participants experiencing sleepiness than mirtazapine (OR 0.33, 95% CI1 0.20 to 0.54,
P<0.00001; 2 trials, 596 participants) (see Analysis 21.4).

i) Urinary problems: No difference was found between sertraline and newer antidepressants
(namely, hypericum and venlafaxine) in terms of number of participants having urinary
problems (see Analysis 22.4).

j) Vomiting: No difference was found between sertraline and newer antidepressants
(namely, bupropion and trazodone) in terms of number of participants experiencing
vomiting (see Analysis 23.2).

k) Deaths, suicide and suicidality: One patient developed suicidal ideation/tendency (in the
bupro-pion group) (see Analysis 49.1) and a total of three patients attempted suicide (two
with mirtazapine and one with bupropion) (see Analysis 49.2). However, these differences
were not statistically significant. In this comparison group (sertraline versus newer
antidepressants) no patient committed suicide.

[) Other adverse events. Compared with mirtazapine, sertraline was associated with a lower
rate of participants experiencing appetite increase (OR 0.20, 95% CI1 0.09 to 0.46, p =
0.0002; 2 trials, 596 participants (see Analysis 24.2), fatigue (OR 0.44, 95% CI 0.25 to 0.77,
p = 0.004; 2 trials, 596 participants (see Analysis 31.4) and weight gain (OR 0.18, 95% ClI
0.09 to 0.37, p<0.00001; 2 trials, 596 participants (see Analysis 47.2); by contrast, sertraline
was associated with a higher rate of participants experiencing gastrointestinal symptoms or
dyspepsia (OR 3.54, 95% CI 1.52 to 8.23, p = 0.003; 1 trial, 250 participants (see Analysis
30.3), headache (OR 1.53, 95% CI 1.01 to 2.30, p = 0.04; 2 trials, 596 participants (see
Analysis 33.4), libido decrease (OR 5.44, 95% CI 1.17 to 25.19, p = 0.03; 1 trial, 346
participants (see Analysis 42.4), and sweating increase (OR 4.86, 95% CI 1.04 to 22.85, p =
0.05; 1 trial, 346 participants (see Analysis 45.4)

Compared with nefazodone, sertraline was associated with a lower rate of participants
experiencing dizziness (OR 0.17, 95% CI 0.06 to 0.44, p = 0.0003; 1 trial, 160 participants
(see Analysis 29.4); by contrast, sertraline was associated with a higher rate of participants
experiencing sweating increase (OR 3.01, 95% CI 1.03 to 8.79, p = 0.04; 1 trial, 160
participants (see Analysis 45.4). Compared with moclobemide, sertraline was associated
with a higher rate of participants experiencing oftalmological problems (OR 8.96, 95% CI
1.05to 76.74, p = 0.05; 1 trial, 62 participants (see Analysis 36.3) and increased sweating
(OR 2.44,95% CI 1.05 to 5.67, p = 0.04; 2 trials, 259 participants (see Analysis 45.4)
Compared with hypericum, sertraline was associated with a higher rate of participants

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduiosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al.

Page 23

experiencing sexual problems (OR 4.00, 95% CI 1.31 to 12.23, p = 0.02; 1 trial, 90
participants (see Analysis 42.3) and increased sweating (OR 1.97, 95% CI 1.15t0 3.38, p =
0.01; 2 trials, 314 participants (see Analysis 45.4).

Compared with bupropion, sertraline was associated with a higher rate of participants
experiencing increased sweating (OR 3.99, 95% CI 1.68 to 9.45, p = 0.002; 2 trials, 727
participants (see Analysis 45.4).

Compared with reboxetine, sertraline was associated with a lower rate of participants with
increased sweating (OR 0.05, 95% CI 0.00 to 0.94, p = 0.05; 1 trial, 49 participants (see
Analysis 45.4).

FUNNEL PLOT ANALYSIS: As stated in the protocol, analyses were carried out as head-
to head comparisons. The presence of publication bias was not examined in this systematic
review because there were insufficient trials to allow meaningful formal assessment using
funnel plots.

SENSITIVITY ANALYSES

a) Excluding trialswith unclear concealment of random allocation and/or unclear double
blinding: Although it was technically possible to carry out these analyses, we did not carry
out these sensitivity analyses, because they would not have contributed useful information
due to the small amount of studies (only three trials) which reported clear details on
concealment of random allocation.

b) Excluding trials whose dropout rate was greater than 20%: Results from these
sensitivity analyses did not materially change the main findings (full details available on
request from authors).

¢) Performing the worst- and best-case scenario analysis: Results from these sensitivity
analyses did not materially change the main findings (full details available on request from
authors).

i) Imputed response rate: Excluding trials for which the response rate had to be calculated
based on the imputation method, results for all comparisons did not materially change (full
details available on request from authors).

ii) Imputed remission rate: Excluding trials for which the remission rate had to be
calculated based on the imputation method, results for all comparisons did not materially
change (full details available on request from authors).

iii) Borrowed SDs: Excluding trials for which the SD had to be borrowed from other trials,
results for all comparisons did not materially change (full details available on request from
authors).
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DISCUSSION

Summary of main results

Even though a number of findings indicated broad equivalence, some suggesting a direction
of effect in favour of other antidepressants and some comparisons involving single trials
only, this systematic review and meta-analysis highlighted a trend in favour of sertraline
both in terms of efficacy and acceptability in a homogeneous sample of clinical trials.

Overall completeness and applicability of evidence

It has long been argued that placebo controlled trials are required to adequately demonstrate
the efficacy of novel antidepressant drugs (Kupfer 2002), however in the present review we
focused only on the comparison between sertraline and other active treatments.
Notwithstanding the well-known problem of study quality in antidepressant trials and the
potentially confounding effect of sponsorship (see compariosons between sertraline and
newer antidepressants, such as bupropion and mirtazapine), our results are consistent in
favour of sertraline. Comparing antidepressants each other in terms of both efficacy,
acceptability and tolerability, the direction of the effect favoured sertraline in the great
majority of comparisons. This implies that the heterogeneity is quantitative rather than
qualitative. In other words, findings from the present analysis expand previous evidence
supporting the use of sertraline as a strong candidate in the first-line treatment of people
with major depression.

Quiality of the evidence

None of the trials included were adequately reported for all items. Many items are recorded
as ‘not clear’ and thus assessment of “risk of bias” was difficult. Whilst the sequence
generation procedure was judged to be adequate for the vast majority of trials, in contrast,
very few trials reported on allocation concealment.

Potential biases in the review process

Some limitations should be borne in mind. First, even though differences in this review were
robust in terms of statistical significance, evidence coming from randomised trials may be of
limited applicability to everyday clinical practice (Zwarenstein 2006).

Secondly, the possibility of publication bias cannot be ruled out (Wittington 2004). For the
meta-analyses of TCAs and SSRIs the funnel plots have generally been symmetrical,
suggesting publication bias is absent. However, a review of trial data on children and
adolescents with major depression suggested that publication bias may remain a very serious
limitation to the entire literature comparing SSRIs and TCAs (Parker 2003). If important
information is concealed, the funnel plot (and other formal statistical tests which work on
the same principle) will not be able to detect publication bias under these circumstance. In
this review we tried to include all available evidence either published or unpublished,
searching trial databases of drug-approving agencies and trial registers, and also contacting
pharmaceutical companies.
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Thirdly, it is regrettable that in the present review only one RCT reported economic
outcomes. Given that several SSRIs are now available as generic versions, more
comprehensive economic estimates of antidepressant treatment effect should be considered
to inform health care policy.

Lastly, in this review we decided to focus on treatment response because it is one of the
main goals for the treatment of major depressive disorder. The term “treatment response”
describes a state of improvement in the patient’s condition of sufficient quality to result in
the treating physician’s impression of at least a moderate degree of global improvement,
conventionally defined as a reduction of at least 50% in depressive symptomatology (Thase
1990). However, from a clinical point of view, the ultimate goal of the acute treatment phase
of major depressive disorder may well be to achieve remission (Bauer 2002). There is
consensus that criteria for remission should include that the patient is asymptomatic (that is,
not meet the criteria for diagnosis of the disorder and have minimal residual symptoms) and
have an improvement in psychosocial and occupational functioning. Thus, one important
limitation of the included trials (and consequently of the present review) is that only a few
studies reported remission rates, under-powering the analysis and undermining the
possibility to find significant differences between comparisons.

Agreements and disagreements with other studies or reviews

Findings from the present analysis expand on previous evidence supporting the use of
sertraline as a strong candidate for drug of choice in the first-line treatment of people with
major depression. This is also true for individuals with medical comorbidity. NICE
guidelines have recommended that sertraline should be considered the treatment of choice
when initiating treatment in a patient with a recent myocardial infarction or unstable angina,
as it has the most evidence for safe use in this situation (Glassmann 2002). NICE
recommendations are consistent with what has been observed in other systematic reviews
(Davies 2004). More recently the report of the Canadian Cardiac Randomized Evaluation of
Antidepressant and Psychotherapy Efficacy (CREATE) trial concluded that the first step in
the treatment of patients with major depression and coronary artery disease should begin
with sertraline or citalopram (plus clinical management) (Lespérance 2007). These findings
are backed by some observational evidence and by some pharmacoeconomic analyses of
sertraline treatment of depression in patients with unstable angina or a recent myocardial
infarction (O’Connor 2005). In a national survey of cardiovascular physicians’ beliefs and
clinical care practices when diagnosing and treating depression in patients with
cardiovascular disease, sertraline was the most frequently prescribed antidepressant
(Feinstein 2006). However, it should be borne in mind that there are a number of
methodological complexities associated with research regarding depression and
cardiovascular disease that can limit external validity of trial findings: difficulties in the
definition and measurement of depression, complexities in the conduct of large-scale trials,
ethical considerations surrounding the use of placebo and even the uncertainty regarding the
pathophysiological link between depression and cardiovascular disease.

Another complex issue about antidepressants is the increased risk for suicidality (Cipriani
2007c). In 2007 the Food and Drug Administration licensed a comprehensive report about
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the occurrence of suicidality in the course of treatment of adult patients with various
antidepressants (Friedman 2007). This individual patient data analysis showed that the odds
ratios for suicidality and suicidal behaviour attributable to antidepressant treatment in adults
with psychiatric disorders were 0.83 (95% CI1 0.69 to 1.00) and 1.10 (95% CI 0.77 to 1.56),
respectively. Among all antidepressants (either SSRIs, tricyclics or newer antidepressants,
such as duloxetine, venlafaxine, bupropion, mirtazapine and nefazodone) sertraline was the
only agent with a favourable statistically significant risk over placebo (OR 0.51, 95% ClI
0.29 to 0.91 for suicidality risk and OR 0.25, 95% CI 0.07 to 0.90 for suicidal behaviour
risk) (http://www.fda.gov/ohrms/dockets/ac/06/briefing/2006-4272b1-01-FDA.pdf). In the
current review there were insufficient data to be able to draw conclusions on lower or higher
risk for suicidality between sertraline and other antidepressive agents.

AUTHORS’ CONCLUSIONS

Implications for practice

Taken together with previous evidence, the results of this review suggest that sertraline is a
strong candidate as the initial choice of AD in people with major depression.

Implications for research

Forthcoming studies should focus on outcomes of clear relevance to patients and clinicians,
in particular, patients’ and carers’ attitudes to treatment, their ability to return to work and
resume normal social functioning. Cost-effectiveness information is also needed in the field
of antidepressant trials. Recognising the importance of addressing cost and acquisition
issues with patients, appropriate economic analysis independent from pharmaceutical
industry considering both costs and clinical outcomes should be carried out in the field of
antidepressant trials, to improve physician knowledge about helping patients achieve
affordable medication regimens.

The main methodological limitation of standard systematic reviews is that they can rely only
on evidence from direct comparisons. However, given the wide spectrum of available
comparisons for the treatment of major depression, the use of the methodology of multiple
treatments meta-analysis (MTM) may help overcome this limitation (Lu 2006; Lumley
2002; Salanti 2008). MTM (also known as network meta-analysis) is a statistical method
that enables to integrate data from direct comparisons (when treatments are compared within
a randomised trial) and indirect comparisons (when treatments are compared between trials
by combining results on how effective they are against a common comparator treatment)
involving diverse regimens, and to assess the strength and consistency of the evidence.
MTM has already been used in other fields of medicine and a review of a MTM comparing a
group of antidepressants has been recently published (Cipriani 2009).
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CHARACTERISTICS OF STUDIES

Characteristics of included studies [ordered by study ID]

Aberg-Wistedt 2000

Methods

Eight weeks, double-blind, randomised study.

Participants

Outpatients meeting DSM-I11-R criteria for major depression (1 had bipolar
disorder).

Age range: over 18 years old.

Exclusion criteria: not stated.

Interventions

Sertraline: 34 participants.

Amitriptyline: 34 participants.

Sertraline dose: 50-150 mg/day.

Amitrityline dose: 50-150 mg/day.

The association of short half-time benzodiazepines was allowed for insomnia in
those patients who already been receiving concomitant treatment before the
study began

Outcomes 21-items HDRS, Hamilton Anxiety Rating Scale, Zung Inventory, CGI
Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement  Support for judgement

Adequate sequence generation?

Low risk Quote:
“randomly assigned”. Probably done, as a similar trial
by these investigators included the same phrase and
used a proper method of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote:* double-blind” but author did not give other

All outcomes information

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is clear that
the published reports include all expected outcomes,
including those that were pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether an important

risk of bias exist

Aguglia 1993

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduiosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al.

Page 28

Methods

Eight-week double-blind, multicentre study.

Participants

Outpatients suffering from a major depressive episode according to DSM-III-R,
with a baseline score on HDRS-17 of at least 18, recruited from nine separated
psychiatric clinics.

Age range: 18 years or more.

Exclusion criteria: depression secondary to other conditions, concomitant illness of
renal, cardiac or hepatic origin; hypersensitivity to other antidepressants, likelihood
of poor compliance, risk of suicide, peptic ulcer history, an improvement of greater
than 25% in the HDRS score during a pre-treatment placebo washout period

Interventions

Sertraline: 52 participants.

Fluoxetine: 56 participants.

Sertraline dose range: 50-150 mg/day.

Fluoxetine dose range: 20-60 mg/day.

Benzodiazepines were allowed for hypnotic use and as maintenance treatment for
preexisting anxiety

Outcomes Hamilton Rating Scale for Depression (HDRS) and for Anxiety (HAM-A),
Montgomery and Asberg Scale for Depression, Zung Self-Rating Scale for
Anxiety, Leeds Sleep Evaluation Questionnaire, Clinical Global Impression Scale,
including Severity (CGI-S) and Improvement (CGI-I)

Notes 75% of the patients were women. Higher percentage of patients with a family
history of psychiatric illness in the fluoxetine group. Higher percentage of patients
with severe depression in the fluoxetine group (30.4%) than in the sertraline group
(13.7%).

Funding: unclear

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote:“randomization”. Probably done, as

a similar trial by these investigators
included the same phrase and used a proper
method of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote “double-blind”. Authors did not give

All outcomes enough information about blinding

Incomplete outcome data High risk Incoherence between denominators (how

addressed? many completed? How many

All outcomes discontinued?)

Free of selective reporting? Unclear risk The study protocol is not available but it is
not that clear that the published reports
include all expected outcomes, including
those that were pre-specified

Free of other bias? High risk Imbalance in terms of baseline severity.

Alexopoulos 2004
Methods Eight-week, double-blind, randomised, multicentre study.

Participants

Outpatients meeting DSM-IV criteria for Major Depressive Disorder and having
a minimum score of 22 on Montgomery-Asberg Depression Ration Scale.
Age range: 18-65 years.

Interventions

Escitalopram: 136 participants.
Sertraline: 138 participants.
Escitalopram dose range: 10-20 mg/day.
Sertraline dose range: 50-200 mg/day.

Outcomes

Primary Outcome: Change from baseline to week 8 in Montgomery-Asberg
Depression Ration Scale.
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Secondary Outcomes: Hamilton Depression Rating Scale - 24 Item, Clinical
Global Impression - Improvement, Clinical Global Impression - Severity

Notes Only unpublished data.

This study was funded by escitalopram manufacturer
Risk of bias
Bias Authors’ judgement  Support for judgement

Adequate sequence generation?

Low risk Quote:“randomized”. Probably done, as a similar trial
by these investigators included the same phrase and
used a proper method of allocation

Allocation concealment? Unclear risk No information provided

Blinding? Unclear risk No information provided

All outcomes

Incomplete outcome data Low risk Quote:“ITT population, which included patients who

addressed?
All outcomes

had at least one post-baseline assessment of MADRS”

Baca 2003

Methods

Eight weeks multicentre, randomised, open-label, parallel-group design

Participants

Outpatients with a DSM-111-R diagnosis of major depression with or without
dysthymia with a minimum baseline score of 18 on 21-item HDRS.

Age range: over 18 years old.

Exclusion criteria: no concomitant medical diseases, DSM-111-R and ICD-10
diagnosis of depression of yhe melancholic type, decrease of more tham 50%
beetwin screening and baseline HDRS-21 score, no response to previous treatment
with antidepressants, history of psychoses, pregnancy, inadequate contraception

Interventions

Sertraline: 116 participants.
Imipramine: 123 participants.
Sertraline dose: 50-200 mg/day.
Imipramine dose: 75-225 mg/day.

Outcomes 21 items HDRS, Hamilton Anxiety Rating Scale, CGI Severity and Improvement,
BQOL

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Unclear risk Quote: “randomly” “randomized”

Allocation concealment? Unclear risk Insufficient information.

Blinding? High risk Open-label study

All outcomes

Incomplete outcome data High risk Missing standard deviations

addressed?

All outcomes

Free of selective reporting? High risk Many outcomes of interest in the review are

reported incompletely so that they cannot be
included in a meta-analysis

Free of other bias?

High risk Potential sources of bias

Behan 1995
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Methods

Eight weeks, double-blind, randomised study.

Participants

Outpatients suffering from fatigue following a viral infection and meeting DSM-
111-R criteria for atypical depression, with a minimum baseline score of 22 on
MADRS and with the current episode of depression lasting for at least 4 weeks.
Age range: 18-65 years old.

Exclusion criteria: not stated.

Interventions

Sertraline: 20 participants.
Clomipramine: 20 participants.
Sertraline dose: 50-150 mg/day.
Clomipramine dose: 50-150 mg/day.

Qutcomes Primary outcome: MADRS, CGlI.
Secondary outcome: change in body weight.
Notes Funding: by industry.
Risk of bias
Bias Authors’ judgement Support for judgement

Adequate sequence generation?

Unclear risk Quote “randomized”.

Allocation concealment?

Unclear risk Insufficient information

Blinding? Unclear risk Quote “double blind” but we have not
All outcomes other informations

Incomplete outcome data High risk No data available

addressed?

All outcomes

Free of selective reporting? High risk No data available

Free of other bias? High risk Missing baseline data

Behnke 2003

Methods

Eight weeks multinational (33 centers in Belgium, UK, Germany, Denmark,
Sweden, France, Canada), randomised, double-blind study

Participants

Patients were recruited from general and psychiatric practices and clinics and
fulfilled DSM-1V criteria for major depressive episode with a minimum baseline
score of 18 on the 17 items HDRS.

Age range: 18-70 years old.

Exclusion criteria: diagnosis of eating disorder, postpartum depression or aanxiety
disorders, any other DSM-IV Axis | or Axis Il diagnosis, epilepsy, history of
seizure disorder or anticonvulsant treatment, pregnant, lactating, inadequate
contraception, suicide risk, alcohol/substance abuse, a chronic and unstable physical
disease, episode duration of less than 2 weeks or more than 12 months, a lack of
response to at least 2 adequate antidepressants therapies during the current episode
and more than 2 previous episodes that did not respond to adequate antidepressant
therapy, hypersensitivity to mirtazapine or sertraline or developed serotoninergic
Syndrome. The following treatments had to be stopped withim the intervals before
the start of active study medication: ECT(3 months), depot neuroleptics (2 months),
fluspirilene (1 month), fluoxetine (1 month), MAOI (3 weeks), testosterone and its
derivatives (1 week per os and 3 weeks per im), benzodiazepines (1 week),
hypericum (1 week), sertraline and mirtazapine (current episode), other
psychotropic drugs (1 week). Any formal psychotherapy stopped at least 1 month
prior to baseline. No use of sildenafil or other similar agents

Interventions

Sertraline: 170 participants.

Mirtazapine: 176 participants.

Sertraline dose: 50-150 mg/day.

Mirtazapine: 30-45 mg/day.

Permitted stable benzodiazepine use and oxazepam and temazepam during the first
2 weeks of the study for severe anxiety and zolpidem or zoplicone during the first 2
weeks for severe insomnia
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Outcomes Hamilton Rating Scale for Depression (17 items), MADRS, CGlI, CSFQ

Notes Funding: by industry.
Subgroup defined as having a minimum score at baseline on HDRS of 25 (severely
depressed patients)

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote :“randomized”. Comment: Probably

done, as a similar trial by these
investigators included the same phrase and
used a proper method of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk They do not give enough information about

All outcomes blinding. Authors just quote a statement as
follows: “a double blind medication
technique was used to mantain the blind”

Incomplete outcome data High risk For continuous outcome data, missing

addressed? standard deviation.

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists. Potential
risk for sponsorship bias

Bennie 1995

Methods

Six-week double-blind, randomised multicentre study.

Participants

Outpatients with a diagnosis of major depression or bipolar disorder, depressed,
according to DSM-111-R, scoring at least 18 on the HDRS-17 and with a higher on
the Raskin Depression Scale than on the Covi Anxiety Scale.

Age range: over 18 years old.

Exclusion criteria: pregnant or lactating women, women of childbearing potential
not practicing a reliable method of contraception, patients whit previous treatment
with sertraline or fluoxetine, treated with MAOI within two weeks or other
antidepressants medication within one week of double-blind therapy, treated with
reserpine or methyl-dopa, likely to require additional treatments with psychoactive
medication, ECT or intensive psychotherapy during the study; failure to respond to
previous antidepressant therapy at clinically appropriate dosages, use of ECT to
treat a previous episode of depression, a history of severe allergies or multiple
adverse events associated with pharmacotherapy, the presence of significant
medical disease; psychioatric history including another Axis | disorder and
significant suicide risk

Interventions

Sertraline: 142 participants.

Fluoxetine: 144 participants.

Sertraline dose range: 50-100 mg/day.

Fluoxetine dose range: 20-40 mg/day.

Chloral hydrate (max 1 g) and temazepam (max 20 mg) were allowed as hypnotic

Outcomes Primary outcome: Hamilton Rating Scale for Depression (HDRS-17), Clinical
Global Impression Severity and Improvement Scales.
Secondary outcomes: Hamilton Rating Scale for Anxiety, the Raskin Depression
Scale and Covi Anxiety Scale, self-rated Leeds Sleep Questionnaire

Notes Patients with concomitant medical condiztions were allowed to participate in the

study provided that the conditions were clearly not associated with the illness of the
study and that any required medications were not psychoactive agents. One
attempted suicide in the fluoxetine group.

Funding: by industry
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Risk of bias
Bias Authors’ judgement Support for judgement
Adequate sequence generation? Low risk Quote: “randomized”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method

of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote: double-blind. They do not give

All outcomes enough information about blinding

Incomplete outcome data Low risk No missing primary outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias? Unclear risk At baseline, missing standard deviations

Bersani 1994

Methods

Eight weeks, double-blind, randomised study.

Participants

Outpatients meeting DSM-II11-R criteria for major depression (1 had bipolar
disorder).

Age range: over 18 years old.

Exclusion criteria: not stated.

Interventions Sertraline: 34 participants.
Amitriptyline: 34 participants.
Sertraline dose: 50-150 mg/day.
Amitrityline dose: 50-150 mg/day.
The association of short half-time benzodiazepines was allowed for insomnia in
those patients who already been receiving concomitant treatment before the study
began
Outcomes 21-items HDRS, Hamilton Anxiety Rating Scale, Zung Inventory, CGI
Notes Funding: unclear
Risk of bias
Bias Authors’ judgement Support for judgement
Adequate sequence generation? Unclear risk Quote: “randomization”.
Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Quote: “double blind”. The author give
All outcomes not other informations
Incomplete outcome data High risk Missing outcome data
addressed?
All outcomes
Free of selective reporting? High risk Not all of the study’s pre-specified
primary outcomes have been reported
Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Bondareff 2000
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Methods

Twelve-week, double-blind, randomised study.

Participants

Outpatients meeting DSM-I11-R criteria for major depressive episode with a
minimum HDRS-24 score of 18.

Age range: over 60 years old.

Exclusion criteria: DSM-111-R diagnosis of acute or chronic organic mental
disorder, a Mini-Mental state examination score < 23, concomitant use of any
psychotropic drug except intermittent use of chloral hydrate or temazepam for
sleep, presence of another Axis | psychiatric disorder or any acute and unstable
medical condition

Interventions

Sertraline: 105 participants.
Nortriptyline: 105 participants.
Sertraline dose: 50-150 mg/day.
Nortriptyline dose: 25-100 mg/day.

Outcomes 24-items Hamilton Rating Scale for Depression, Hamilton Anxiety rating scale,
CGl Severity and Improvement, POMS, Quality of life Enjoyment and
Satisfaction Questionnaire

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote “randomly”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method

of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk They do not give enough information about

All outcomes blinding. Authors just quote a statement as
follows: “a double dummy procedure was
used to preserve the blind”

Incomplete outcome data High risk Missing CGI data

addressed?

All outcomes

Free of selective reporting? High risk One primary outcome (CGlI) is not reported

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Boyer 1998

Methods

Twenty-six-week double-blind, randomised, multicentre study.

Participants

Outpatients (primary care) fulfilling DSM-IV criteria for major depressive
disorder, with a MADRS score of at least 20.

Age range: 18-65 years.

Exclusion criteria: Pregnancy, lactation, failure to use a safeable contraceptive
method; concurrent major psychiatric disorders, such as anxiety disorder,
dementia, somatoform disorders, agoraphobia, social phobia, any history of
schizophrenia, psychosis or personality disorder; severe concurrent medical
illness; alcohol or drug dependence; serious adverse reactions related to medicines;
previous treatment with antidepressant for less than 3 week; major suicide risk

Interventions

Sertraline: 122 participants.
Fluoxetine: 120 participants.
Sertraline dose range: 50-150 mg/day.
Fluoxetine dose range: 20-60 mg/day.

Outcomes

Montgomery and Asberg Scale for Depression and Clinical Global Impression

Notes

Response: decrease of at least 50% in the MADRS total score.
Funding: by industry
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Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote “randomized”. Probably done, as a
similar trial by these investigators included
the same phrase and used a proper method
of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote “double-blind”. They do not give

All outcomes enough information about blinding

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is

clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias?

Insufficient information to assess whether
an important risk of bias exists

Unclear risk

Brenner 2000

Methods

Seven-weeks, double-blind, randomised study.

Participants

Outpatients with a score of 17 on the HDRS (17 items) and a DSM-IV diagnosis of
major depressive disorder, dysthymic disorder, adjustment disorder with depressed
mood or depressive disorder not otherwise specified.

Age range:18-65 years old.

Exclusion criteria: pregnancy, inadequate contraception, severe depression and a
history of attempted suicide or acute suicidal state, schizophrenia or marked
agitation, chronic alcohol or drug dependency, no response to adequate
antidepressants treatment, receiving an investigational drug within 4 weeks before
the study or treated with hypericum or sertraline previously, mental retardationor
emotional or intellectual difficulties, HDRS improvement > 20% between
screening and baseline

Interventions

Sertraline: 15 participants.
Hypericum: 15 participants.
Sertraline dose: 50-75 mg/day.
Hypericum dose: 600-900 mg/day.

Outcomes Hamilton Rating Scale for depression (17 items), CGI and Depression Scale
Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote* randomly assigned”. Probably done,

as a similar trial by these investigators
included the same phrase and used a proper
method of allocation

Allocation concealment? Unclear risk Insufficient information.

Blinding? Unclear risk They do not give enough information about
All outcomes blinding.

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is

clear that the published reports include all
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expected outcomes, including those that
were pre-specified

Free of other bias?

Insufficient information to assess whether
an important risk of bias exists

Unclear risk

Chen 2001

Methods

Six-week, randomised trial.

Participants

People with depression (Chinese criteria)

Interventions

Sertraline: 45 participants.

Venlafaxine: 44 participants.
Imipramine: 44 participants.

Sertraline dose range: 50-100 mg/day.
Venlafaxine dose range: 25-100 mg/day.
Imipramine dose range: 25-75 mg/day.

syduiosnuel Joyiny sispun4 JINd adoin3 ¢

Outcomes Unclear

Notes Atrticle in Chinese.

Risk of bias

Bias Authors’ judgement  Support for judgement
Adequate sequence generation? Low risk Probably done
Allocation concealment? Unclear risk Unclear
Blinding? Unclear risk Unclear

All outcomes

Incomplete outcome data addressed?  Unclear risk Unclear

All outcomes

Free of selective reporting? Unclear risk Unclear

Free of other bias? Unclear risk Unclear

Cohn 1990

Methods

Eight-week, double-blind, randomised, multicentre study.

Participants

Outpatients meeting DSM-III criteria for major depression or bipolar disorder,
depressed and a score of 18 or greater on the HDRS-17 and a higher Raskin
Depression Scale score than Covi Anxiety Scale score.

Age range: over 65 years old.

Exclusion criteria: history of significant medical disease, alcohol or drug abuse,
resistance to antidepressant treatment, patients who had been treated with
investigational drugs within the previous 4 weeks, patients whose HDRS score
decreased 25% or more between the screening and baseline visit, concurrent
medications with significant psychotropic effect

Interventions

syduosnuelA Joyiny sispun4 DA @doing ¢

Sertraline: 161 participants.
Amitriptyline: 80 participants.

Sertraline dose range: 50-200 mg/day.
Amitriptyline dose range: 50-150 mg/day.
Permitted chloral hydrate for insomnia.

Outcomes

HDRS-17, CGI-Severity and Improvement, Raskin Depression and Covi
Anxietyscales, SCL-56

Notes

Funding: unclear

Risk of bias
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Authors’ judgement Support for judgement

Adequate sequence generation?

Low risk Quote “randomized”. Probably done, as a
similar trial by these investigators included
the same phrase and used a proper method of

allocation

Allocation concealment? Unclear risk Insufficient information.

Blinding? Unclear risk Quote: “double-blind” but the author give

All outcomes not other information

Incomplete outcome data High risk Missing standard deviations

addressed?

All outcomes

Free of selective reporting? High risk more outcomes of interest in the review are
reported incompletely

Free of other bias? High risk Missing standard deviation on HDRS and

CGil at baseline

Coleman 1999

Methods

Eight-weeks, multicentre (9 centres in US), parallel, randomised, double-blind,
double-dummy, placebo-controlled study

Participants

Patients meeting the following criteria: DSM-IV criteria for Recurrent Major
Depression, a minimum score of 18 on the 21-item HDRS, in a stable relationship
with normal sexual functioning.

Age range: over 18 years old.

Exclusion criteria: Exclusion criteria: known predisposition to seizure or receiving
medications that lower the seizure threshold, history of anorexia or bulimia,
pregnant or lactating or did not agree to avoid pregnancy during the study, history
of alcohol or substance abuse within the past year, use of any psychoactive drug
within 1 week of study treatment (2 weeks for MAOI, 4 weeks for fluoxetine,
history of treatment with bupropion or sertraline, actively suicidal

Interventions

Sertraline: 118 participants.

Bupropion: 122 participants.

Placebo: 124 participants.

Sertraline dose range: 50-200 mg/day.

Bupropion dose range: 150-400 mg/day.
Permitted chloral hydrate during the first 14 days.

Outcomes Primary outcome: percentage of subjects with orgasm dysfunction and percentage
of subjects satisfied with overall sexual functioning at day 56 for the two active
treatment groups.

Secondary outcome: HDRS-31, CGl-severity and improvement, Hamilton Rating
Scale for anxiety

Notes Funding: by industry. Published and unpublished data.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote: “patients were randomly assigned”.

Comment: Probably done, as a similar trial
by these investigators included the same
phrase and used a proper method of
allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk They do not give enough information about

All outcomes blinding. Authors just quote a statement as

follows: “to maintain blinding all dose
changes were similarly adjusted among
treatment groups”
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Incomplete outcome data Low risk No missing outcome data
addressed?
All outcomes
Free of selective reporting? Low risk The study protocol is not available but it is

clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias?

Unclear risk Insufficient information to assess whether an
important risk of bias exists. Potential risk
for sponsorship bias

Croft 1999

Methods

Eight-week, randomised, double-masked, double-dummy, parallel group,
multicentre trial (8 centres in the US)

Participants

Patients with DSM-1V diagnosis of moderate to severe depression and a score at
least of 18 on the first 21 items of the 31-items HDRS and were currently
experiencing a recurrent major depressive episode of 8 weeks to 24 months
duration. They were required to be in a stable relationship, have normal sexual
functioning and sexual activity.

Age range: over 18 years old.

Exclusion criteria: known predisposition to seizure or receiving medications that
lower the seizure threshold, history of anorexia or bulimia, pregnant or lactating or
did not agree to avoid pregnancy during the study, history of alcohol or substance
abuse within the past year, use of any psychoactive drug within 1 week of study
treatment (2 weeks for MAOI, 4 weeks for fluoxetine, history of treatment with
bupropion or sertraline, actively suicidal

Interventions

Sertraline: 119 participants.

Bupropion: 120 participants.

Placebo: 121 participants.

Sertraline dose range: 50-200 mg/day.
Bupropion dose range: 150-400 mg/day.

Outcomes Primary outcome: percentage of subjects with orgasm dysfunction and percentage
of subjects satisfied with overall sexual functioning at day 56 for the two active
treatment groups.

Secondary outcome: HDRS-31, CGl-severity and improvement, Hamilton Rating
Scale for anxiety, other sexual functioning items

Notes Funding: by industry. Published and unpublished data.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote: “randomized”. Comment: Probably

done, as a similar trial by these investigators
included the same phrase and used a proper
method of allocation

Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk They do not give enough information about
All outcomes blinding. Authors just quote a statement as

follows: “to maintain masking all
adjustment in the dose were made
simultaneously to both of the patient’s

medications”
Incomplete outcome data Low risk No missing outcome data.
addressed?
All outcomes
Free of selective reporting? Low risk The study protocol is not available but it is

clear that the published reports include all
expected outcomes, including those that
were pre-specified
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Free of other bias? Unclear risk Only in unpublished data there is a suicide
attempt.

Davidson 2002

Methods Eight-week, double-blind, randomised, placebo-controlled trial conducted in 12
academic and community psychiatric research clinics in the US

Participants Outpatients meeting DSM-IV criteria for major depressive disorder with a baseline
total score on the HDRS-17 of at least 20.
Age range: over 18 years old.
Exclusion criteria: a score above 2 on the HDRS suicide item, attempted suicide or
homicide risk, pregnancy, lactating, absence of contraception, clinically significant
liver disease or liver enzyme levels elevated to at least twice the upper normal limit,
serious instable medical illness, history of seizure disorder, alcohol or other
substance-abuse disorder within the past 6 months or lifetime diagnoses of
schizophrenia, schizoaffective or other psychotic disorder, bipolar disorder, panic
disorder or obsessive-compulsive disorder, history of psychotic features of affective
disorder, no response to at least 2 adequate trials of antidepressants in any
depressive episode, daily use of hypericum or sertraline for at least 4 weeks within
the past 6 months, current use of other psychotropic drugs, other medicines, dietary
supplements, natural remedies or botanical preparations with psychotropic
properties, use of investigational drugs within 30 days of baseline or of other
psychotropic drugs within 21 days of baseline, allergy or hypersensitivity to study
medications, positive urine screen, introduction of psychotherapy within 2 months
of enrolment or any ongoing psychotherapy specifically designed to treat
depression, mental retardation or cognitive impairment

Interventions Sertraline: 111 participants.
Hypericum: 113 participants.
Placebo: 116 participants.
Sertaline dose: 50-150 mg/day.
Hypericum dose: 900-1800 mg/day.
Zolpidem for insomnia.

Outcomes Hamilton Rating Scale for depression (17 items), GAF, CGl-Severity and
Improvement, BDI, SDS

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Using a computer random number
generator

Allocation concealment? Unclear risk Insufficient information

Blinding? Low risk Quote: “double-dummy” “to evaluate

All outcomes blinding at week 8 and 26 clinicians and
patients indicated their belief about
treatment assignment”. Comment:
probably done

Incomplete outcome data Low risk No missing outcome data.

addressed?

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available.

Free of other bias? Low risk The study appears to be free of other

sources of bias

Doogan 1994
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Methods

Six-week, double-blind, placebo-controlled, randomised multicentre study

Participants

General Practice patients with DSM-I11-R major depressive disorder and a
minimum baseline score of 22 on MADRS and a severity score of 4 or more on
CGil scale.

Age range: over 18 years old.

Exclusion criteria: severe depression (a score over 35 on the MADRS), risk of
suicide, pregnancy, lactation or risk of pregnancy, significant concomitant physical
disease, history of mania or hypomania, benign prostatic hyperplasia, history of
hypotension, concurrent antihypertensive therapy with bethanidine, debrisoquine or
guanethidine, concurrent therapy with sympathomimetics or antihistamines, lithium
therapy within the preceding 3 months, history of intolerance, resistance or
sensitivity to either tricyclic antidepressants or 5-HT reuptake inhibitors, resistant
depression, narrow-angle glaucoma, depression secondary to other psychiatric
disease or to organic disease, history of epilepsy, current use of other psychotropic
medication (apart a short-acting non barbiturate hypnotic)

Interventions

Sertraline: 99 participants.

Dothiepin: 108 participants.

Placebo: 101 participants.

Sertraline dose range: 50-100 mg/day.
Dothiepin: 75-150 mg/day.

Outcomes MADRS, CGI Severity and Improvement and Leeds Self-assessment Scales

Notes Some patients who met some of the exclusion criteria were included in the study,
where the deviation to protocol were considered minor. In the Sertraline group,
40% of patients had concurrent diseases compared with 48% in dothiepin group and
47% in the placebo group. Patients were analysed according to the severity of their
depression at baseline and were divided into those with a score on MADRS of 27 or
less and those scoring higher.
Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Using a computer random number generator

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote “double-blind” but we have not other

All outcomes information

Incomplete outcome data High risk Missing standard deviations

addressed?

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available.

Free of other bias? Unclear risk Had a potential source of bias related to the

specific study design used

Edwards 1996

Methods

Ten-week, single-blind, randomised trial.

Participants

Outpatients with a diagnosis of DSM-I11 major depression.

Age range: 18-75 years old.

Exclusion criteria: another DSM-I11 diagnosis, drop of 25% of baseline or
scoring below 18 on HDRS at the end of washout, psychotic symptoms, suicidal
patients, alcohol or drug use, major physical illness, pregnancy, narrow-angle
glaucoma, prostatism, depot neuroleptics, ECT prior to entering the study

Interventions

Sertraline: 17 participants.

Clomipramine: 15 participants.

Sertraline dose range: 50-150 mg/day.
Clomipramine dose range: 50-150 mg/day.
Permitted hypnotic.
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Outcomes Hamilton Rating Scale for Depression and Zung Depression Scale

Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement  Support for judgement

Adequate sequence generation? Unclear risk Quote “randomly”.

Allocation concealment? Unclear risk Insufficient information.

Blinding? Low risk Quote:“the investigator remained blind for the study

All outcomes drug throughout the study. Enquiry after the study did
not indicate that any patients had recognized their
medications and thus the study may reasonably be
considered double blind”. Probably done, even though
we don’t have other information

Incomplete outcome data High risk Missing standard deviations on HDRS at baseline

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is clear that the

published reports include all expected outcomes,
including those that were pre-specified

Eker 2005

Methods

Eleven-week, open label, randomised, single centre study.

Participants

Outpatients meeting DSM-IV criteria for major depression disorder with minimum
baseline score of 16 on the 17-item HDRS.

Age range: 18-65 years old.

Exclusion criteria: Psychotic symptoms, not response to reboxetine or sertraline
treatment previously, history of pharmacotherapy resistant depression, ECT within
the last six months, bipolar affective disorder, cyclothymia, dysthymia, personality
disorder or double depression, clinically significant physical or laboratory
findings, diseases of gastrointestinal, haematological or cardiovascular systems,
urinary retention or glaucoma, chronic respiratory insufficiency within last 6
months, history of convulsion or cranical trauma, any anomaly which could
influence on absorption, distribution, metabolism and excretion of the agent,
history for hypersensitivity especially against psychotropic drugs, risk for suicide,
depression due to endocrine causes, pregnancy, lactating, not use of contraceptive
method

Interventions

Sertraline: 24 participants.

Reboxetine: 25 participants.
Sertraline dose: 50 mg/day.
Reboxetine dose: 8 mg/day.

Outcomes 17-items HDRS, CGI Severity and Improvement.

Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Unclear risk Quote: “randomly”

Allocation concealment? Unclear risk Insufficient information

Blinding? High risk Quote “neither the physicians nor the

All outcomes patients were blinded to treatment
modality”

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available.
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High risk Had a potential source of bias related to
the specific study design used

Ekselius 1997

Methods

Twenty-four-week, double-blind, randomised multicentre study

Participants

General Practice patients fulfilling DSM-I11-R criteria for major depression with a
minimum baseline score of 21 on MADRS.

Age range: 18-70 years old.

Exclusion criteria: pregnancy, lactating, inadequate method of contraception,
severe depression of psychotic dimension, history of serious suicide attempt or
suicide risk, therapy refractory depression, previous treatment with sertraline or
citalopram without significant effect, bipolar disorder, previous or present history
of alcohol or drug abuse, history of epilepsy, known intolerance or allergic
reactions to SSRIs, therapy with lithium within the preceding month, currently
receiving and unable to discontinue any other psychotropic medication, except for
a hypnotic for insomnia or a daytime anxiolytic, currently receiving treatment with
cimetidine, warfarin or tryptophan, significant hepatic or renal disease, previous
participation in the study. Patients who had been receiving antidepressants drugs
required to have a washout period of at least 3 weeks

Interventions

Sertraline: 200 participants.

Citalopram: 200 participants.

Sertraline dose: 50-150 mg/day.

Citalopram dose: 20-60 mg/day.

Permitted Nitrazepam 2,5-10 mg/day, flunitrazepam 0,5-2 mg/day and oxazepam
15-25 mg/day

Outcomes Montgomery-Asberg Depression Rating Scale (MADRS), CGI Severity and
Improvement

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote: “randomized”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method

of allocation
Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Quote: “double-dummy” but we have no
All outcomes other information
Incomplete outcome data Unclear risk Missing standard deviations on MADRS
addressed? data
All outcomes
Free of selective reporting? Unclear risk The study protocol is not available
Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Fava 2000

Methods

Ten- to sixteen-week randomised, double-blind, multicentre study

Participants

Outpatients fulfilling DSM-1V criteria for major depression or atypical major
depression, with a baseline score of at least 16 on the first 17 items of the
HDRS-28.

Mean age: 40.3 in the fluoxetine group, 44.1 in the sertraline one, 41.4 in the
paroxetine one.
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Exclusion criteria: pregnancy, lactation, suicide risk, serious medical illness,
seizure disorders, presence of any of the following diagnoses: organic mental
disorder, substance use disorder, schizophrenia, delusional disorder, psychotic
disorders not elsewhere classified, bipolar disorder, antisocial personality disorder,
mood congruent or mood incongruent features, history of multiple adverse drug
reactions, concomitant use of any antidepressants, anxiolytic or other psychotropic
medication within 7 days prior to study entry, with the exception of chloral hydrate,
hyper- or hypothyroidism, use of MAOI within 2 weeks of active therapy, lack of
response to the treatment of a current major depressive episode by any SSRI

Interventions

Sertraline: 43 participants.
Fluoxetine: 35 participants.
Paroxetine: 30 participants. mg/day.
Sertraline dose range: 50-200 mg/day.
Fluoxetine dose range: 20-60
Paroxetine dose range: 20-60 mg/day.

Outcomes Primary outcome: total score on the Hamilton Rating Scale for Depression
(HDRS-17), Hamilton Anxiety/Somatisation Factor

Notes Patients recruited had major depression and a high level of anxiety. Response:
decrease of at least 50% in the HDRS-17 total. Remission: total score of maximum
7 on the HDRS-17 at the endpoint.
Funding: by industry

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote:“randomization”. Probably done, as

a similar trial by these investigators
included the same phrase and used a proper
method of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote:“double-blind” but authors do not
All outcomes give other information

Incomplete outcome data Low risk No missing primary outcome data
addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is

clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias?

Unclear risk Insufficient information to assess whether
an important risk of bias exists

Fava 2002

Methods

Ten-week randomised, double-blind, multicentre study

Participants

Outpatients fulfilling DSM-IV criteria for major depression or atypical major
depression, with a baseline score of at least 16 on the first 17 items of the HDRS-28.
Age range: over 18 years old.

Exclusion criteria: pregnancy, lactation, suicide risk, serious medical illness, seizure
disorders, presence of any of the following diagnosis: organic mental disorder,
substance abuse disorder, schizophrenia, delusional disorder, psychotic disorders
not elsewhere classified, bipolar disorder, antisocial personality disorder, mood
congruent or mood incongruent features, history of multiple adverse drug reactions,
concomitant use of any antidepressants, anxiolytic or other psychotropic medication
within 7 days prior to study entry, with the exception of chloral hydrate, hyper- or
hypothyroidism, use of MAOI within 2 weeks of active therapy, lack of response to
the treatment of a current major depressive episode by any SSRI

Interventions

Sertraline: 96 participants.
Fluoxetine: 92 participants.
Paroxetine: 96 participants.

Sertraline dose range: 50-200 mg/day.
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Fluoxetine dose range: 20-60 mg/day.
Paroxetine dose range: 20-60 mg/day.

Outcomes Primary outcome: total score on the Hamilton Rating Scale for Depression
(HDRS-17).
Secondary outcome: improvement on the CGI Severity scale and HAM-D sleep
disturbance, A/S,R, cognitive disturbance factors

Notes Response: decrease of at least 50% in the HDRS-17 total. Remission: total score of
maximum 7 on the HDRS-17 at the endpoint.
Funding: by industry

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation?  Low risk Quote:“randomization”. Probably done.

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote:“double-blind” but authors do not give

All outcomes other information

Incomplete outcome data Low risk No missing primary outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is clear
that the published reports include all expected
outcomes, including those that were pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether an

important risk of bias exists

Feiger 1996

Methods

Six-week, four centres, double-blind, randomised study.

Participants

Outpatients meeting DSM-I11-R criteria for single or recurrent non-psychotic major
depressive episodes (moderate or severe) with a minimum baseline score of 20 on
17-HDRS.

Age range: over 18 years old.

Exclusion criteria: pregnancy, lactating, inadequate contraception, concurrent Axis |
diagnosis, organic mental syndromes and disorders, borderline personality disorder,
delusions or hallucinations during the current episode of depression, medical
condition associated with significant adverse events or the need for a protocol-
prohibited concomitant therapy during the study, history of significant substance
abuse disorder within 1 year, known allergy or hypersensitivity to trazodone,
etoperidone, metachlorophenylpiperazine or sertraline, previous participation in a
nefazodone trial, serious suicidal risk, non-stabilized thyroid disorder, participation
in a clinical trial involving a psychotropic medication within 6 months before the
end of the baseline period or any other clinical trial within 3 months before the end
of the baseline period, use of sertraline within 1 year or any other antidepressants
within 3 weeks before the end of the baseline phase. Patients who had been
receiving anxiolytic drugs for 3 months or more were required to have a washout
period of at least 3 weeks before the end of baseline phase

Interventions

Sertraline: 82 participants.

Nefazodone: 78 participants.

Sertraline dose range: 50-200 mg/day.

Nefazodone dose range: 100-600 mg/day.

66 of the nefazodone recipients and 64 of the sertraline recipients received
medication in addition to study drugs. 4 of the nefazodone group and 4 of the
sertraline group received benzodiazepines, 1 of the patients in the sertraline group
received chloral hydrate, 1 of the sertraline group received amoxapine and 2 of the
nefazodone group received opiate agonist

Outcomes 17-HDRS, CGI-Severity and Improvement
Notes Funding: by industry.
Risk of bias
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Bias Authors’ judgement Support for judgement
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Adequate sequence generation? Low risk

Quote: “were randomly assigned”. Probably
done, as a similar trial by these
investigators included the same phrase and
used a proper method of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk They do not give enough information about

All outcomes blinding. Authors just quote a statement as
follows: “a double-dummy technique was
used to maintain the double-blind”

Incomplete outcome data High risk For continuous outcome data: missing

addressed? standard deviation

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists. Potential
risk for sponsorship bias

Forlenza 2001

Methods

Eight-week, double.blind, randomised controlled clinical trial

Participants

Outpatients fulfilling DSM-IV criteria for major depressive disorder with a score
on the MADRS greater than or equal to 20.

Age range: over 60 years old.

Exclusion criteria: narrow-angle glaucoma, severe cardiac arrhythmia, alcohol or
substance abuse or dependence, Mini-Mental State Examination score lower than
24 and treatment with antidepressants in the 2 months prior to the enrolment on
the trial, bipolar disorder, use of mood stabilizers, psychotic and suicidal
symptoms, ECT

Interventions

Sertraline: 27 participants.

Imipramine: 28 participants.

Sertraline dose: 50 mg/day.

Imipramine dose: 150 mg/day.

14 participants received benzodiazepines.

Outcomes Montgomery-Asberg Rating Scale.

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Randomization process was centralized
Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote “double-blind” but authors give not
All outcomes other information

Incomplete outcome data High risk Missing standard deviations

addressed?

All outcomes

Free of selective reporting? Unclear risk We do not have study protocol.

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Fournier 1997
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Methods

Twenty-four weeks, double-blind, randomised, multicentre trial

Participants

Outpatients fulfilling DSM-I11-R criteria for major depressive disorder with a
minimum baseline score of 18 on 17-item HDRS.

Age range: 18-65 years old.

Exclusion criteria: inadequate form of contraception, receiving anticholinergic or
anticonvulsant medication, significant physical illness, substance abuse within the
last 6 months, ECT or inpatients psychiatric care in the last 2 months

Interventions

Sertraline: 54 participants.
Imipramine: 50 participants.
Sertraline dose: 50-200 mg/day.
Imipramine dose: 50-200 mg/day.

Outcomes Hamilton Rating Scale for Depression (17-item), CGI-Severity, SCL-56, Raskin
Depression score and Covi Anxiety score

Notes Funding: by industry

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote “randomized” and “randomly”.

Probably done, as a similar trial by these
investigators included the same phrase and
used a proper method of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote “double-blind” but we do not have

All outcomes other information

Incomplete outcome data High risk Missing data and standard deviations

addressed?

All outcomes

Free of selective reporting? High risk Not all of the study’s pre-specified primary
outcomes have been reported

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Gastpar 2005

Methods

Twenty-four weeks (12-week treatment phase. followed by a 12-week follow-up
phase without treatment), double-blind, randomised, multicentre, Phase 111 study

Participants

Outpatients meeting ICD-10 and DSM-1V criteria for major depressive episode
and recurrent major depression with a score of at least 20 on the HDRS-17.

Age range: 18-70 years old.

Exclusion criteria: females taking adequate contraceptive or without child-bearing
potential, resistance to treatment, schizophrenia, psychosis, dementia, depression
due to a serious general medical cause, known hypersensitivity, specific
antidepressant psychotherapy during the last two months or treatment with
antidepressants during the last 6 weeks, suicide tendency determined by scores of
> 2 in item 3 of HDRS scale or known attempted suicide

Interventions

Sertraline: 118 participants.
Hypericum: 123 participants.
Sertraline dose: 50 mg/day.
Hyoericum dose: 612 mg/day.

Outcomes Hamilton Rating Scale for Depression (17 items), Von Zerssen’s Adjective Mood
Scale, CGI Improvement and Severity

Notes Funding: by industry.

Risk of bias
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Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Using a computer random number
generator

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Authors do not give enough information

All outcomes about blinding. Authors just quote a
statement as follows: “the double-dummy
technique was used”

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Hegerl 1997

syduiosnuel Joyiny sispun4 JINd adoin3 ¢
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Methods

Six-week, double-blind, randomised study.

Participants

Inpatients meeting DSM-111-R criteria for major depression.
Age range: unclear.
Exclusion criteria: not stated.

Interventions

Sertraline: 81 participants.

Amitriptyline: 79 participants.

Sertraline dose range: 50-150 mg/day.
Amitriptyline dose range: 75-225 mg/day.

Outcomes Hamilton Rating Scale for Depression and CGI.

Notes Funding: unclear

Risk of bias

Bias Authors’ judgement Support for judgement
Adequate sequence generation? Unclear risk Insufficient information
Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Quote:* double blind”
All outcomes

Incomplete outcome data addressed?  High risk No data available

All outcomes

Free of selective reporting? High risk No data available

Free of other bias? Unclear risk No information available

Kamijima 1997

Methods

Six-week, double-blind, randomised trial.

Participants

In- and out-patients meeting DSM-IV criteria for major depression.
Age range: over 18 years old.
Exclusion criteria: not stated.
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Sertraline: 93 participants.

Amitriptyline: 94 participants.

Sertraline dose range: 25-75 mg/day.
Amitriptyline dose range: 50-150 mg/day.

Outcomes Hamilton Rating Scale for Depression (17-item)

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement  Support for judgement

Adequate sequence generation? Low risk Probably done.Probably done, as a similar trial by
these investigators included the same phrase and used
a proper method of allocation

Allocation concealment? Unclear risk No adequate information

Blinding? Low risk Probably done

All outcomes

Incomplete outcome data addressed?  Low risk Probably done

All outcomes

Free of selective reporting? Unclear risk No data available

Free of other bias? Unclear risk Unclear

Kavoussi 1997

Methods

Sixteen-week, double-blind, parallel group, randomised, multicentre study

Participants

Outpatients diagnosed with major depressive disorder (DSM-1V) and currently
experiencing a major depressive episode with duration > 4 weeks but < 24 months.
Age range: over 18 years old.

Exclusion criteria: pregnant or lactating women, history or current diagnosis of
bulimia and/or anorexia nervosa, a known predisposition to seizures, patients
actively suicidal, not previously treated with either sertraline or bupropion and not
receiving any psychoactive drug within 1 week of study (2 weeks for MAOI or
protriptyline and 4 weeks for fluoxetine)

Interventions

Sertraline: 126 participants.
Bupropion: 122 participants.
Sertraline dose: 50-200 mg/day.
Bupropion dose: 100-300 mg/day.

Outcomes Hamilton Rating Scale for Depression (31 items), Hamilton Rating Scale for
Anxiety, CGI Severity and Improvement, Kinsey Institute Interviewer Ratigs of
Sexual Function
Notes Funding: by industry. Published and unpublished data.
Risk of bias
Bias Authors’ judgement Support for judgement
Adequate sequence generation? Low risk Quote “randomization”, “randomized”.
Probably done, as a similar trial by these
investigators included the same phrase and
used a proper method of allocation
Allocation concealment? Unclear risk Insufficient information
Blinding? Low risk Quote: “double-blind”. Probably done
All outcomes
Incomplete outcome data Low risk No missing outcome data
addressed?
All outcomes
Free of selective reporting? Low risk The study protocol is not available but it is

clear that the published reports include all
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expected outcomes, including those that
were pre-specified

Free of other bias?

Unclear risk Insufficient information to assess whether
an important risk of bias exists

Lee 1994

Methods

Six-week, double-blind, randomised study.

Participants

In and outpatients meeting DSM-I1I-R criteria for dysthymia or Major
depression.

Age range: over 18 years old.

Exclusion criteria: not found.

Interventions

Sertraline: 25 participants.

Amitriptyline: 23 participants.

Sertraline dose range: 50-200 mg/day.
Amitriptyline dose range: 50-200 mg/day.

QOutcomes Hamilton Rating scale for Depression, CGI, BDI.

Notes Funding: no.

Risk of bias

Bias Authors’ judgement Support for judgement
Adequate sequence generation? Low risk Quote “randomly assigned”. Probably done.
Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Insufficient information

All outcomes

Incomplete outcome data addressed?  High risk Missing data

All outcomes

Free of selective reporting? High risk Missing data

Free of other bias? High risk Had a potential source of bias

Lepine 2000

Methods

Eight-week, multicentre, parallel-group, randomised, double-blind placebo-
controlled study

Participants

Outpatients who satisfied DSM-11I-R criteria for Major Depression, single or
recurrent, or bipolar disorder, depressed with a HDRS-17 total score = 25 and less
than a 25% reduction in the HDRS-17 between screening and baseline assessments.
Age range: over 18 years old.

Exclusion criteria: pregnancy, history of seizure disorder, organic brain disease,
schizophrenia, psychotic state, substance abuse, eating disorder, severe allergies or
cancer, severe infections or major surgical operations within the previous month,
significant suicide risk, history of failure to respond to all prior antidepressant
therapy or ECT, evidence of clinically significant current medical illness,
controindications to clomipramine treatment, including prostatism, ECG
abnormalities, previous myocardial infarction, increased intraocular pressure,
narrow-angle glaucoma, partecipation in a previous sertraline clinical trial,
partecipation in other clinical studies within the previous month

Interventions

Sertraline: 82 participants.

Clomipramine: 84 participants.

Sertraline dose range: 50-200 mg/day.
Clomipramine dose range: 50-150 mg/day.
Permitted temazepam or chloral hydrate.
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Outcomes 17-item HDRS, MADRS, CGlI- Severity and Improvement, Leeds Sleep Evaluation
Scale

Notes The investigator completed the Newcastle Depression Scale at screening to classify
patients as having endogenous (score =6) or non-endogenous (score <6) depression.
Patients were also assessed against the DSM-I1I-R criteria for melancholic
depression.
Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote:* randomized”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method
of allocation

Allocation concealment? Unclear risk Unclear

Blinding? Unclear risk Quote:* double blind”

All outcomes

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is

clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias?

Unclear risk Insufficient information to assess whether
an important risk of bias exists

Li 2001

Methods

Six-week trial

Participants

Inpatients meeting CCMD-2-R criteria for....
Age range: 18-65 years old.

Interventions

Sertraline:32 participants.
Maprotiline: 32 participants.
Sertraline dose: 50 mg/day.
Maprotiline dose: 75-250 mg/day.

Outcomes 17-item Hamilton Rating Scale for Depression, CGI Improvement
Notes No sponsor

Risk of bias

Bias Authors’ judgement  Support for judgement

Adequate sequence generation?

Low risk Probably done. Probably done, as a similar trial by
these investigators included the same phrase and used
a proper method of allocation

Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Insufficient information
All outcomes

Incomplete outcome data addressed?  Unclear risk No available data

All outcomes

Free of selective reporting? Unclear risk No available data

Free of other bias? Unclear risk Insufficient information

Lydiard 1997
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Methods

Eight-week, double-blind, placebo-controlled, multicentre (15 sites in US) study

Participants

Outpatients fulfilling DSM-I11-R criteria for major depression with the duration of
the current episode of not less than 4 weeks and a 17-HDRS score greater than or
equal to 18 and to have shown no more than slight improvement during placebo
washout.

Age range: over 18 years old.

Exclusion criteria: acute or chronic organic mental disorder, organic brain
syndrome, dysthymia, bipolar disorder, severe generalized anxiety disorder,
obsessive-compulsive disorder, post-traumatic stress disorder, schizophrenia,
paranoid disorders, psychotic disorders, severe personality disorders, significant
medical illness, recent history of substance abuse or dependence, current suicide
risk, history of neurologic disease, narrow-angle glaucoma, prostate symptoms,
additional psychotropic drugs, previously received sertraline within a month of
partecipation in an investigational drug study, no response to adequate trials of 2 or
more antidepressants, received any depot neuroleptic within 6 months, received
fluoxetine within 1 month, psychotropic medications within 2 weeks, MAOI within
3 weeks, significant laboratory or ECG abnormalities, women of child-bearing
potential without adequate contraception, pregnancy

Interventions

Sertraline: 132 participants.

Amitriptyline: 131 participants.

Placebo: 129 participants.

Sertraline dose range: 50-200 mg/day.

Amitriptyline dose range: 50-150 mg/day.

Permitted intermittent use of chloral hydrate or temazepam as hypnotic

Outcomes 17-item Hamilton Rating Scale for Depression, CGI-Severity and Improvement,
Global Assessment Scale, MADRS, Q-LES-Q, HRQOL-II, POMS, BDI

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote:

“randomly assigned”. Probably done, as a
similar trial by these investigators included
the same phrase and used a proper method

of allocation
Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Quote:* double-blind” but we have no other
All outcomes information
Incomplete outcome data Unclear risk Some missing information
addressed?
All outcomes
Free of selective reporting? High risk Not all of the study’s pre-specified primary

outcomes have been reported

Free of other bias?

Unclear risk Insufficient information to assess whether
an important risk of bias exists

Mehtonen 2000

Methods

Eight-week, randomised, double-blind, multicentre trial.

Participants

Outpatients with DSM-1V major depressive disorder and a baseline 21-HDRS
score of at least 18.

Age range: 18-65 years old.

Exclusion crireria: pregnancy, inadequate contraception, known sensitivity to
venlafaxine or sertraline, history of any clinically significant cardiac, hepatic or
renal disease or clinically significant abnormalities at a screening evaluation, acute
suicidal tendencies, history of seizures disorder, hystory or presence of any
psychotic disorder, history of drug or alcohol dependence within the past 2 years,
use of any investigational drug, antipsychotic drug, neuroleptic drug, ECT within

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al.

Page 51

30 days, fluoxetine within 21 days, MAOI or other antidepressants within 2 weeks,
benzodiazepines (except oxazepam or temazepam) or othe anxiolytic or sedative
hypnotic within 7 days of baseline

Interventions

Sertraline: 72 participants.

Venlafaxine: 75 participants.

Sertraline dose range: 50-100 mg/day.
Venlafaxine dose range: 75-150 mg/day.

Outcomes 21-HDRS, MADRS, CGlI, the UKU Side Effect Rating Scale.

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement
Adequate sequence generation? Low risk Quote:“randomized” “randomly

assigned”. Probably done

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote:“double blind”

All outcomes

Incomplete outcome data High risk Missing MADRS and CGI data.
addressed?

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available.

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Moller 2000

Methods

Six-week, double-blind, randomised, multicentre study (19 German sites)

Participants

Outpatients with single or recurrent episode of major depression as defined by
DSM-I11-R and a 21-HDRS score of at least 21 at baseline.

Age range: 18-75 years old.

Exclusion criteria: any other priamry psychiatric disease, treatment with
psychoactive drugs like anxiolytics, MAOI or tryptophan, organic brain disorders,
suicidal tendencies, any severe general disease, pregnant and lactating women,
known hypersensitivity to sertraline or amitriptyline, alcohol or drug dependency

Interventions

Sertraline: 116 participants.

Amitriptyline: 124 participants.

Sertraline dose range: 50-100 mg/day.

Amitriptyline dose range: 75-150 mg/day.

SHort-acting sedatives permitted.

None of the Sertraline and 5% of the amitriptyline patients received additional
psychoactive drugs (mostly benzodiazepines)

Qutcomes 17-HDRS, CGl, Depression Status Inventory, Self Rating Depression Scale,
Fischer Somatic and Undesidered Effects Check List

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Unclear risk Quote:“randomized”

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk They do not give enough information

All outcomes about blinding.Authors just quote a

statement as follows: “the study
medication was blinded by way of double
dummies”
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Low risk Apparently no missing outcome data

All outcomes
Free of selective reporting? Unclear risk The study protocol is not available.
Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Moon 1994

Methods

Six-week, double-blind, randomised study.

Participants

General Practice patients suffering from a major depressive disorder according to
DSM-11I-R criteria with a score of at least 18 on 17-HDRS and who also had
significant anxiety with at least 16 on the HAM-A.

Age range: 18-70 years old.

Exclusion criteria: serious risk of suicide, history of psychosis, seizure disorder,
organic brain syndromes, significant neurological disorders, dysthymic or
cyclothymic disorder, depression secondary to another psychiatric disorder or to a
concurrent illness, clinically relevant cardiovascular history or disease, hepatic,
renal or haematological disease, recent episode of alcohol or drug abuse, narrow
angle glaucoma, history of intolerance, resistance or sensitivity to sertraline or
other antidepressants drugs, women who were breast feeding, pregnant or at risk of
becoming pregnant, MAOI, lithium, tryptophan or other antidepressants,

Interventions Sertraline: 51 participants.
Clomipramine: 55 participants.
Sertraline dose range: 50-150 mg/day.
Clomipramine: 50-150 mg/day.
Patients stabilized on benzodiazepines could take part in the study but the dosage
was to remain unchanged over the course of the trial
Outcomes 17-HDRS, HAM-A, Hospital anxiety depression scale, CGI-Severity and
Improvement
Notes Funding: by industry.
Risk of bias
Bias Authors’ judgement Support for judgement
Adequate sequence generation? Unclear risk Quote: “randomization”
Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Quote: “double-blind” but authors didn’t
All outcomes give other information
Incomplete outcome data High risk Missing standard deviations on continuous
addressed? outcome
All outcomes
Free of selective reporting? High risk One or more outcomes of interest in the
review are reported incompletely
Free of other bias? High risk Missing standard deviations on HDRS at

baseline

Munizza 2006

Methods

Six-week, double-blind, randomised, multicentre study.

Participants

Outpatients with a DSM-1V diagnosis of major depressive disorder and a score of
18 on the 17-HDRS with a no greater than 20% decrease in HDRS between
screening and baseline, a score lower than 30 on MADRS at baseline and
symptoms of depression for at least 1 month before the run-in phase of the study.
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Age range: 18-65 years.

Exclusion criteria: patients with melancholia or psychosis, a high risk of suicide or
any primary psychiatric disorder other than major depression, a positive history for
major depression refractory to medical treatments, alcohol or psychoactive
substance abuse or dependence, seizure disorders, history or presence of bipolar
disorder, or any psychotic or mental disorder due to a general medical condition, or
with any other clinically significant medical condition, use of
psychopharmacological or non-psychopharmacological drugs with psychotic
effects or ECT, with the exception of patients stabilized on benzodiazepines

Interventions

Sertraline: 60 participants.

Trazodone: 62 participants.

Sertraline dose range: 50-100 mg/day.

Trazodone dose range: 150-450 mg/day.

During the single-blind run-in period and the first 2 weeks of the double-blind
treatment only, patients were allowed to take either zolpidem up to 10 mg or
chloral hydrate up to 1000 mg as required up to three times a week. Well
established psychotherapy was also permitted

Outcomes

17-HDRS, HAM-A, MADRS, CGI Severity and Improvement.

Notes

Funding: by industry.

Risk of bias

Bias

Authors’ judgement Support for judgement

syduiosnuel Joyiny sispun4 JINd adoin3 ¢

Adequate sequence generation? Low risk Author used a centralized randomization
list generated with a SPSS/8 program

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote:”double-blind” and “study

All outcomes medication remained blinded by
administering to patients two identical
capsules” but we do not have other
information

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available

Free of other bias? Unclear risk Unclear

Murasaki 1997

Methods

Six-week, double-blind, randomised study

Participants

In- and out-patients meeting DSM-II1 criteria for major depression. The sample
included bipolar depression.

Age range: over 18 years old.

Exclusion criteria: not stated

Interventions

Sertraline low dose group: 52 participants.
Sertraline high dose group: 54 participants.
Imipramine: 48 participants.

Sertraline (low dose group) dose: 25-75 mg/day.
Sertraline (high dose group) dose: 50-150 mg/day.
Imipramine dose: 50-150 mg/day.

Outcomes

17-item Hamilton Rating Scale for Depression

Notes

syduosnuelA Joyiny sispun4 DA @doing ¢

Funding: no

Risk of bias

Bias

Authors’ judgement  Support for judgement
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Adequate sequence generation? Low risk Probably done, as a similar trial by these investigators
included the same phrase and used a proper method of
allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Low risk Probably done.

All outcomes

Incomplete outcome data addressed?  Unclear risk Insufficient information

All outcomes

Free of selective reporting? Unclear risk No available data

Free of other bias? Unclear risk Unclear

Nemeroff 1995

Methods

Seven-week, double-blind, randomised, multicentre study.

Participants

Outpatients fulfilling DSM-I11-R criteria for Major Depressive Disorder with a
minimum 21-HDRS score of 20, a minimum score of 2 on depressed mood item
and a minimum score of 8 on Raskin Depression Scale together with a lower score
on the Covi Anxiety Scale.

Age range: 18-65 years old.

Exclusion criteria: pregnancy or nursing, history of non-compliance to treatments,
severe risk of suicide, treatment within 30 days with a drug having possible toxic
effects on major organs, intolerance to SSRI side effects, previous partecipations in
fluvoxamine studies, significant organic disease or other primary psychiatric
diagnoses, use of psychotropic drugs or ECT within 2 weeks

Interventions

Sertraline: 48 participants.

Fluvoxamine: 49 participants.

Sertraline dose range: 50-200 mg/day.
Fluvoxamine dose range: 50-150 mg/day.
Permitted chloral hydrate.

Outcomes 21-HDRS, HAM-A, Covi and Raskin Scales, CGI-Severity and Improvement,
SCL-56

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote:“randomized”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method

of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote:“double-blind”. The authors describe

All outcomes drugs identical in appearance but they do
not give other information

Incomplete outcome data Low risk No missing primary outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Newhouse 2000

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduiosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al.

Page 55

Methods

Twelve-week randomised, double-blind study.

Participants

Outpatients fulfilling DSM-111-R criteria for major depressive episode (single or
recurrent),without psychotic features, with a score of at least 18 on the HDRS-24.
Age range: over 60 years old.

Exclusion criteria: DSM-I11-R criteria for any other psychiatric disorder,
significant cognitive impairment (MMSE less than 24), any medical
controindication to any antidepressant theraphy, endocrine, cardiovascular,
gastrointestinal, renal disease, failure to responde to ECT in a prior depressive
episode or to adequate trials (6 weeks) of2 or more antidepressants

Interventions

Sertraline: 117 participants.

Fluoxetine: 119 participants.

Sertraline dose range: 50-100 mg/day.

Fluoxetine dose range: 20-40 mg/day.

Temazepam and chloral hydrate were allowed for sleep.

Outcomes Primary outcome: Hamilton Rating Scale for Depression (HDRS-24) (total and
factor scores), CGI-S, CGI-I, CGl-Efficay Index rating. Secondary outcomes:
Montgomery and Asberg Scale for Depression, Hamilton Rating Scale for Anxiety,
POMS, Beck Depression Inventory, Q-LES-Q

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote:“randomized”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method of

allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Low risk Quote: “a double-dummy procedure was used

All outcomes to ensure patient and physicians blindness to
treatmnent assignment”

Incomplete outcome data High risk Missing standard deviations

addressed?

All outcomes

Free of selective reporting? Unclear risk Some outcomes of interest in the review are
reported incompletely so that they cannot be
entered in a meta-analysis

Free of other bias? Unclear risk Insufficient information to assess whether an

important risk of bias exists

Orsel Donbak 1995

Methods

Thirteen-week, randomised study.

Participants

In- and out-patients fullfilling the DSM-II1-R criteria for major depression and
other depressive disorders.

Age range: 18-65 years old.

Exclusion criteria: high suicidal risk, significant organic illness, alcohol or drug
abuse, severe allergic or multidrug reactions, anorexia nervosa, bulimia nervosa,
purgative abuse, ECT within the last 6 months, depot neuroleptic use within the
last 1 month, women with childbearing potential who were not using an effective
form of contraception, pregnancy, lactating, use of TCA within 1 week, MAOI
within 2 weeks and 4 weeks for fluoxetine

Interventions

Sertraline: 33 participants.

Moclobemide: 29 participants.

Sertraline dose range: 50-200 mg/day.

Moclobemide dose range: 300-600 mg/day.

Benzodiazepines, analgesics and neuroleptics were permitted if needed
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Outcomes 17-HDRS, CGI-Severity and Improvement.

Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote “the subjects were randomly

allocated”. Comment: Probably done, as a
similar trial by these investigators included
the same phrase and used a proper method

of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk The raters were blind and the clinician were

All outcomes other than the rater group, but we do not
know if patients were blind

Incomplete outcome data Unclear risk Missing CGI data. Only chart.

addressed?

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available.

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Oslin 2003

Methods

Ten-week, double-blind, randomised study.

Participants

Elderly nursing home residents with a DSM-1V depressive episode, minor
depression, dementia with depression or dysthymic disorder with a score of at least
10 on the Geriatric Depression Scale and/or a rating > 2 on item 1 of the HDRS, a
score > 12 on the 17-HDRS, duration of symptoms > 1 month, score on the
Blassed Memory Information Concentration test < 21.

Age range: over 61 years old.

Exclusion criteria: history of mania or schizophrenia, current psychosis, substance
abuse, treatment with psychotropic drugs within 2 weeks (other than as-needed use
of oxazepam, lorazepam or temazepam), history of adverse reactions to sertraline
or venlafaxine or non-response to these medications at doses of at least 100 mg/day
and 150 mg/day, respectively, communications disorders, weight loss judged to
present a danger to the patients, suicidal risk, unstable medical disorders or
terminal conditions judged likely to lead to death within 6 months

Interventions

Sertraline: 25 participants.
Venlafaxine: 27 participants.
Sertraline dose: 100 mg/day.
Venlafaxine dose: 150 mg/day.

Outcomes Primary outcome: 21-item-HDRS.

Secondary outcome: CGI-Improvement.
Notes Funding: unclear.
Risk of bias
Bias Authors’ judgement Support for judgement
Adequate sequence generation? Unclear risk Quote“randomized”.
Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Quote “double-blind”
All outcomes
Incomplete outcome data Low risk No missing outcome data

addressed?
All outcomes
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Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias?

Unclear risk Insufficient information to assess whether
an important risk of bias exists

Quednow 2004

Methods

Eight-week, randomised, single-blind trial.

Participants

Inpatients with the diagnosis of major depression according to DSM-IV.

Age range: 18-65 years old.

Exclusion criteria: not reported. Patients with agitation were not included. None
of the subjects reported personal or family history of schizophrenia or obsessive-
compulsive disorder. All patients were free of psychotropic drugs for at least 2
weeks before inclusion

Interventions

Sertraline: 8 participants.
Reboxetine: 15 participants.
Sertraline dose range: 50 mg/day.
Reboxetine dose range: 8 mg/day.
Permitted lorazepam and zolpidem.

Outcomes Hamilton Rating Scale for Depression (21-item).

Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote: “randomly”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method of

allocation

Allocation concealment? Unclear risk Insufficient information.

Blinding? Low risk Quote: “the examiner responsible for HAMD

All outcomes ratings and ASR assessment was blind to the
treatment of each patient”

Incomplete outcome data Unclear risk No data available

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it

seems that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias?

Unclear risk Insufficient information to assess whether an
important risk of bias exists

Ravindran 1995

Methods

Eight-week, double-blind, randomised, multicentre study.

Participants

Outpatients meeting DSM-II1-R criteria for major depression with a minimum
baseline score of 15 on the 17-item HDRS.

Age range: 18-65 years old.

Exclusion criteria: concomitant Axis | diagnosis or physical or organic disorders
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Sertraline: 40 participants.
Desipramine: 37 participants.

Outcomes Hamilton Rating Scale for Depression (17- and 24-item), Montgomery Asherg
Depression Rating Scale (MADRS), the Clinical Global Impression Scale, the
Hamilton Rating Scale for Anxiety (HAM-A) and the Global Assessment of
Efficacy

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote: “Randomization was conducted in

order to produce a 3:3:2 ratio”. Probably
done, as a similar trial by these investigators
included the same phrase and used a proper
method of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote:* double-blind” but author give not
All outcomes other information

Incomplete outcome data High risk Missing outcome data

addressed?

All outcomes

Free of selective reporting? Unclear risk No data available

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Reimherr 1990

Methods

Eight-week, double-blind, randomised multicentre study.

Participants

Outpatients meeting DSM-I11 criteria for major depression with a minimum
baseline score of 18 on the 18-item HDRS.

Age range: 18-65 years old.

Exclusion criteria: pregnancy, lactation, absence of contraception, concurrent
psychotherapeutic medication or medications other than estrogens, progesterone
and diuretics, other significant medical conditions, receiving another
investigational drug within 4 weeks of enrolling in this study, history of serious
intolerance or resistance to antidepressant medications, alcohol or drug abuse
condition, schizophrenia or schizoaffective disorder

Interventions

Sertraline: 149 participants.
Amitriptyline: 149 participants.

Placebo: 150 participants.

Sertraline dose range: 50-200 mg/day.
Amitriptyline dose range: 50-150 mg/day.
Permitted chloral hydrate.

Outcomes 18-item of the Hamilton Rating Scale for Depression, Clinical Global Impression
Severity and Improvement, the Raskin and Covi scales and the Symptom
Checklist (SCL-56)

Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Unclear risk Quote: “randomly”.

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote:“double-blind but authors did not

All outcomes give other information
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Incomplete outcome data Low risk No missing outcome data
addressed?

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available

Free of other bias?

Insufficient information to assess whether
an important risk of bias exists

Unclear risk

Rossini 2005

Methods

Seven-week, double-blind, randomised trial.

Participants

Inpatients fulfilling DSM-IV criteria for a major depressive episode (due to a
major depressive disorder or to a bipolar disorder) without psychotic features.
Age range: over 59 years old.

Exclusion criteria: any concomitant Axis | diagnosis, presence of psychotic
features together with somatic or neurological ilinesses impairing psychiatric
evaluation, a Mini Mental State Examination score less than 23 and a 21-item
HDRS less than 21, use of IMAO or slow-release neuroleptics for at least 1 month
before entering the study

Interventions

Sertraline: 48 participants.

Fluvoxamine: 40 participants.

Sertraline dose: 150 mg/day.

Fluvoxamine dose: 200 mg/day.

All bipolar patients were under maintenance with mood stabilizers (lithium for 13
subjects and carbamazepine for 1 subject). Permitted flurazepam up to 30 mg at
bedtime

Outcomes 21-item Hamilton Rating Scale for Depression.

Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote: “randomized”. Probably done.

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk Quote “double-blind” but authors did not

All outcomes give other information

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Sechter 1999

Methods

Twenty-four-week randomised, double-blind multicentre study.

Participants

Outpatients fulfilling DSM-111-R criteria for major depressive disorder, with a score
of at least 20 on the HDRS-17.

Age range: 18-65 years old.

Exclusion criteria: pregnancy, absence of contraception, use of anticoagulants,
serotoninergic drugs, MAOI or lithium, antihypertensive, epilepsy, organic brain
disease, malignancy, severe disease or surgical intervention in the pervious 4
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weeks, dermatological, haematological, endocrine, respiratory, cardiovascular,
renal, hepatic, neurologic diseases, severe allergies or known fluoxetine allergy,
previous treatment with sertraline, failure to respond to three or more previous
antidepressant treatments, history of alcohol or drug dependence, psychosis,
personality disorders, significant suicide risk

Interventions

Sertraline: 118 participants.
Fluoxetine: 120 participants.
Sertraline dose range: 50-150 mg/day.
Fluoxetine dose range: 20-60 mg/day.

Outcomes Change from baseline to endpoint on the Hamilton Rating Scale for Depression
(HDRS-17) and CGI-S and CGl-I, Covi Anxiety Scale, Hamilton Rating Scale for
Anxiety

Notes Response: decrease of at least 50% in the total score on the HDRS.
Funding: by industry

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote:“randomized”. Probably done, as a similar

trial by these investigators included the same
phrase and used a proper method of allocation

Allocation concealment? Unclear risk Inefficace information

Blinding? Low risk Quote:“double-blind”. Probably done

All outcomes

Incomplete outcome data High risk Missing standard deviations

addressed?

All outcomes

Free of selective reporting? Unclear risk More outcomes of interest in the review are
reported incompletely

Free of other bias? Unclear risk Insufficient information to assess whether an

important risk of bias exists

Shelton 2006

Methods

Eight-weeks, double-blind, randomised, multicentre study.

Participants

Outpatients meeting DSM-IV criteria for major depressive disorder without
psychotic features and a minimum baseline score of 18 on the 17-HDRS.

Age range: over 18 years old.

Exclusion criteria: current or past diagnosis of bipolar disorder or any psychotic
disorder, delirium or dementia, alcohol or drug abuse or dependence, schizoid,
schizotypal or borderline personality disorder, previous non-response to sertraline,
to venlafaxine XR or to 2 antidepressants in the current episode, use of an
antidepressant within 2 weeks of baseline, use of any psychotropics within 1 week
of baseline, with the esception of zolpidem or zoplicone as needed for sleep,
suicide risk, use of IMAO within 2 weeks, ECT within 1 month, history of
intolerance or hypersensitivity to sertraline and/or venlafaxine XR, presence of any
serious and/or unstable medical condition, abnormal baseline laboratory findings,
history of seizure disorder

Interventions

Sertraline: 82 participants.

Venlafaxine XR: 78 participants.

Sertraline dose range: 50-150 mg/day.
Venlafaxine XR dose range: 75-225 mg/day.

Outcomes 17-HDRS, Q-LES-Q, CGI Severity and Improvement, HAM-A.
Notes Funding: by industry.

Risk of hias

Bias Authors’ judgement Support for judgement
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Low risk Quote “randomized” and “randomly”.
Probably done, as a similar trial by these
investigators included the same phrase and
used a proper method of allocation

Allocation concealment? Unclear risk Insufficient information

Blinding? Low risk Quote “double-blind”. Probably done

All outcomes

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Sir 2005

Methods

Eight-week , double-blind, randomised, multicentre study.

Participants

Outpatients fulfilling DSM-1V criteria major depressive disorder and a minimum
baseline score of 18 on the 17-item Hamilton Rating Scale for Depression.

Age range: over 18 years old.

Exclusion criteria: pregnancy, inadequate contraception, history of bipolar
disorder, psychotic disorder, delirium, dementia, alcohol/drug abuse/dependence,
schizoid, schizotypal or borderline personality disorders, history of non-response
to sertraline, venlafaxine or venlafaxine XR or non-response to an adequate trial of
2 antidepressants in the current episode

Interventions

Sertraline: 79 participants.

Venlafaxine XR: 84 participants.

Sertraline range dose: 50-150 mg/day.
Venlafaxine XR range dose: 75-225 mg/day.

Outcomes Primary efficacy measure: Q-LES-Q;
Secondary efficacy measures: HDRS (17-item), CGI-Severity and Improvement,
HAM-A and VAS
Notes Funding: by industry. Published and unpublished data.
Risk of bias
Bias Authors’ judgement Support for judgement
Adequate sequence generation? Low risk Used a randomly permuted block method
stratified by center.
Allocation concealment? Unclear risk Insufficient information.
Blinding? Low risk Quote:“double blind”. Porbably done
All outcomes
Incomplete outcome data Low risk No missing outcome data.
addressed?
All outcomes
Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified
Free of other bias? High risk Difference between published and

unpublished about side effects

Sogaard 1999
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Methods

Twelve-week, double-blind, randomised study.

Participants

Outpatients meeting DSM-I11-R criteria for major depression, the Columbia criteria
for atypical depression with a minimum baseline score of 4 on the Atypical
Depression Diagnostic Scale and a minimum baseline score of 19 on the 29-item
HDRS.

Age range: over 18 years old.

Exclusion criteria: presence of another primary Axis | disorder, a severe Axis Il
disorder, receipt of fluoxetine within 2 months, MAOIs within 2 weeks or ather
antidepressants within five half-lives before starting double-blind therapy, no
clinically significant concurrent medical condition, receiving general anaesthesia,
additional psychotropic treatment (except episodic temazepam or chloral hydrate
for insomnia), ECT or intensive psychotherapy during the course of the study,
severe allergies, multiple adverse drug reactions, failure to respond to previous
adequate trials of two or more antidepressants, partecipation in a clinical trial
within 1 month of study entry, significant suicidal risk, receipt of medications
cautioned against or controindicated in the product document of either study
treatments, pregnancy, lactation, not using an acceptable method of contraception

Interventions

Sertraline: 100 participants.

Moclobemide: 97 participants.

Permitted episodic use of temazepam or cchloral hydratew for insomnia.
Sertraline dose range: 50-100 mg/day.

Moclobemide dose range: 300-450 mg/day.

Outcomes Hamilton Rating Scale for Depression (HDRS-29 and HDRS-17), CGI-
Improvement and Severity, Leeds Sleep Scale, Hamilton Anxiety Scale (HAMA),
ADDS, BQOLB

Notes Funding: by industry

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Unclear risk Quote: “were randomly assigned”

Allocation concealment? Unclear risk Insufficient information

Blinding? Unclear risk They do not give enough information

All outcomes about blinding. Authors just quote a

statement as follows: “patients were
randomly assigned in double-blind

manner”
Incomplete outcome data Low risk No missing outcome data
addressed?
All outcomes
Free of selective reporting? Unclear risk The study protocol is not available
Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Stahl 2000

Methods

Twenty-four weeks, eight centres, double-blind randomised trial

Participants

Patients who satisfied DSM-IV criteria for major depressive disorder with a
minimum 2 months duration of illness, with a 17-HDRS score of at least 22, a
minimum score of 2 on depressed mood item and a minimum score of 8 on Raskin
Depression Scale together with a lower score on the Covi Anxiety Scale.

Age range: 18-60 years old.

Exclusion criteria: pregnancy, inadequate contraception, another DSM-IVAXis |
diagnosis, use of other psychotropic medication, increased risk of suicide,
treatment resistance, history of sertraline intolerance or SSRI hypersensitivity
reactions, history of alcohol or substance abuse

Interventions

Sertraline: 108 participants.
Citalopram: 107 participants.
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Placebo: 108 participants.

Sertraline dose range: 50-150 mg/day.
Citalopram dose range: 20-60 mg/day.
Chloral Hydrate was permitted.

Outcomes 21-HDRS, MADRS, CGI-Severity and Improvement, HAM-A, SCL-56, Q-LES-Q
Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote “randomized”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method

of allocation
Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk Quote “double-blind” but authors did not
All outcomes give other information
Incomplete outcome data High risk Missing data and standard deviations
addressed?
All outcomes
Free of selective reporting? Unclear risk The study protocol is not available
Free of other bias? Unclear risk Insufficient information to assess whether

an important risk of bias exists

Suri 2000

Methods

Ten-week, randomised, double-blind multicentre study.

Participants

Outpatients fulfilling DSM-IV criteria for unipolar major depressive disorder, with
a score of at least 14 on the HDRS-21.

Age range: 18-62 years old.

Exclusion criteria: diagnosis of a mood disorder to a secondary general medical
condition, bipolar disorder, substance abuse, history of prior treatment with
sertraline or fluoxetine. For patients with a history of substance abuse a period
0f30 days of sobriety was required prior to study entry

Interventions

Sertraline (50 mg): 17 participants.

Sertraline (100 mg): 18 participants.

Fluoxetine: 18 participants.

Fluoxetine dose: 20 mg/day.

Lorazepam (0.5 mg) was allowed.

Psychotherapy was permitted (3 sertraline-50 and 3 sertraline-100 patients)

Outcomes Primary outcome: a HDRS score of maximum 7 or a CGI score of maximum 2 at
endpoint (remission)

Notes Funding: by industry.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote:

“randomly assigned”. Probably done, as a
similar trial by these investigators included
the same phrase and used a proper method

of allocation
Allocation concealment? Unclear risk Insufficient information
Blinding? Low risk Quote: “single-blind”
All outcomes
Incomplete outcome data Unclear risk Unclear.

addressed?
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Free of selective reporting?

Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias?

Unclear risk Insufficient information to assess whether
an important risk of bias exists

Szadoczky 2002

Methods

Six-week, double-blind, randomised, multicentre study.

Participants

In and outpatients meeting DSM 1V criteria for major depression.
Age range: 18-65 years old.
Exclusion criteria: not stated.

Interventions

Sertraline: 109 participants.
Tianeptine: 103 participants. Sertraline: 50 mg/day.
Tianeptine: 37,5 mg/day. Benzodiazepines were permitted.

Outcomes MADRS, CGI.

Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement  Support for judgement

Adequate sequence generation? Unclear risk Quote: “randomisée™: Insufficient information
Allocation concealment? Unclear risk No information provided

Blinding? Unclear risk Insufficient information

All outcomes

Incomplete outcome data addressed?  Unclear risk No clear data available

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available

Free of other bias? Unclear risk Insufficient information to assess whether an important

risk of bias exists

Thase 2000

Methods

Eight-week, double-blind, randomised trial.

Participants

Outpatients with DSM-1V major depressive disorder, with at least 18 on the 17-
HDRS and current treatment with fluoxetine, paroxetine or citalopram for at leats 4
weeks and the desire to discontinue the SSRI because of lack of

Age range: over 18 years old.

Exclusion criteria: clinically relevant renal, endocrine, hepatic, respiratory,
cardiovascular, haematologic, immunologic or cerebrovascular disease, progressive
malignancies, history of seizure disorder, clinically meaningful abnormalities on
physical examination or laboratory evaluation at the time of screening, pregnancy
or nursing, unwillingness to use approved method of birth control, DSM-IV
diagnoses of schizophrenia, bipolar disorder, eating disorder with vomiting, severe
borderline, antisocial or schizoid personality disorder, history of drug or alcohol
abuse within three months of enrollment, serious risk of suicide or attemted suicide,
cognitive impairment, history of non-response to adequate trials of three different
classes on antidepressants

Interventions

Sertraline: 124 participants.
Mirtazapine: 126 participants.
Sertraline dose range: 50-200 mg/day.
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Mirtazapine dose range: 15-45 mg/day.
20% of the sertraline-treated patients received chloral hydrate or zolpidem as
compared to 2 % of the patients treated with mirtazapine

Outcomes Primary efficacy measure: 17-item Hamilton Rating Scale for Depression

Notes Funding: by industry. Published and unpublished data.

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Quote: “randomized”. Comment: Probably

done, as a similar trial by these investigators
included the same phrase and used a proper
method of allocation

Allocation concealment? Unclear risk Insufficient information
Blinding? Unclear risk They do not give enough information about
All outcomes blinding. Authors just quote a statement as

follows: “were randomized to receive
identically appearing capsules”

Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is

clear that the published reports include all
expected outcomes, including those that
were pre-specified

Free of other bias?

Unclear risk Insufficient information to assess whether
an important risk of bias exists

Tsutsui 1997

Methods

Six-week, double-blind, randomised study

Participants

General Practice patients with implicit criteria of depression.
Age range: over 18 years old.
Exclusion criteria: not stated.

Interventions

Sertraline: 112 participants.
Trazodone: 106 participants.
Sertraline dose: 25-75 mg/day.
Trazodone dose: 75-225 mg/day.

Outcomes 17 item HDRS

Notes Funding: by industry

Risk of bias

Bias Authors’ judgement Support for judgement
Adequate sequence generation? Low risk Probably done.
Allocation concealment? Unclear risk Insufficient information
Blinding? Low risk Probably done.

All outcomes

Incomplete outcome data addressed?  Unclear risk Insufficient information
All outcomes

Free of selective reporting? Unclear risk Insufficient information
Free of other bias? Unclear risk Insufficient information

Van Gurp 2002
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Methods

Twelve-week, double-blind, randomised trial.

Participants

Primary care patients meeting DSM-IV criteria for major depression with a
minimum baseline score of 16 on 17-HDRS.

Age range: 18-65 years.

Exclusion criteria: pregnant, lactating, not using acceptable contraception, serious
risk of suicide, indications for hospitalization, history of drug or alcohol abuse in
the previous 3 months, other DSM-1V comorbid conditions, serious medical
illnesses, concomitant use of other psychoactive drugs during the previous 2
weeks (4 weeks if taking fluoxetine), with the exception of bedtime sedative-
anxiolytics

Interventions

Sertraline: 45 participants.

Hypericum: 45 participants.

Sertraline dose range: 50-100 mg/day.
Hypericum dose range: 900-1800 mg/day.

Qutcomes 17-HDRS, BDI.

Notes Funding: by industry. One St John’s wort subject randomized withdrawn by MD
for not specificated suicidal cause

Risk of bias

Bias Authors’ judgement Support for judgement

Adequate sequence generation? Low risk Randomization was done using a computer

generated table of number

Allocation concealment?

Low risk A designated pharmacist dispensed
medication in the order patients arrived
using randomization scheme

Blinding? Low risk They do not give enough information

All outcomes about blinding. Comment: Probably done
Incomplete outcome data Low risk No missing outcome data

addressed?

All outcomes

Free of selective reporting? Unclear risk The study protocol is not available

Free of other bias?

Unclear risk Insufficient information.

Van Moffaert 1995

Methods

Eight-week, randomised, double-blind multicentre study.

Participants

In- and out-patients fulfilling DSM-I11-R criteria for moderate to severe major
depression, with a score of at least 18 on the first 17 items of HDRS and a score of
at least 3 on the CGI.

Age range: 18-80 years old.

Exclusion criteria: MADRS score more than 40, suicidal ideation, history of mania,
hypomania or psychosis, comorbid severe psychiatric disorder, organic mood
disorder, psychotropic drug dependence, pregnancy, lactation, clinically significant
renal, hepatic, cardiovascular, respiratory, cerebrovascular disease, use of
concomitant serotoninergic drug (including lithium and carbamazepine)

Interventions

Sertraline: 83 participants.

Fluoxetine: 82 participants.

Sertraline dose range: 50-100 mg/day.

Fluoxetine dose range: 20-40 mg/day.

Chloral hydrate and short acting benzodiazepines as hypnotics

Outcomes Hamilton Rating Scale for Depression, Montgomery and Asberg Scale for
Depression, CGl-1, CGI-S
Notes Definition of response: decrease of at least 50% in the total score on the HDRS or

MADRS, or a score less than 10 on the HDRS
Funding: by industry
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Risk of bias
Bias Authors’ judgement Support for judgement
Adequate sequence generation? Low risk Quote “randomized”. Probably done, as a

similar trial by these investigators included
the same phrase and used a proper method of
allocation

Allocation concealment?

Unclear risk Insufficient information

Blinding? Unclear risk Quote “double-blind”. They do not give

All outcomes enough information about blinding

Incomplete outcome data High risk Missing standard deviations

addressed?

All outcomes

Free of selective reporting? Low risk The study protocol is not available but it is
clear that the published reports include all
expected outcomes, including those that were
pre-specified

Free of other bias? Unclear risk Insufficient information to assess whether an

important risk of bias exist

Ventura 2007

Methods

Eight-week, double-blind, randomised, multicentre study.

Participants

Outpatients meeting DSM-IV criteria for Major Depressive Disorder with an
ongoing episode and having a minimum score of 22 on Montgomery-Asberg
Depression Rating Scale (MADRS).

Age range: 18-80 years.

Exclusion criteria: significant abnormalities from physical examination, laboratory
tests and electrocardiogram, pregnancy, female patients of childbearing potential
that were not using a medically accepted form of contraception, lactation, a primary
Axis | disorder other than MDD, a history of any DSM-IV-defined psychotic
disorder, substance abuse or dependency, risk of suicide, any personality disorder
considered to be of sufficient severity to interfere with participation in the study,
use of a depot neuroleptic within the past 6 months, use of any neuroleptic,
antidepressant or anxiolytic medication within the past 2 weeks (5 weeks for
fluoxetine), previous treatment with either escitalopram or sertraline, previous
failure to respond to adequate trials of any two SSRIs, previous participation in an
investigational study within the past month or previous treatment with an
investigational drug within the past month (or five half-lives of the drug, whichever
was longer), concomitant use of any psichotropic drug (or any drug with a
psychotropic component)

Interventions

Escitalopram: 107 participants.

Sertraline: 108 participants.

Escitalopram dose: 10 mg/day.

Sertraline dose range: 50-200 mg/day.
Zolpidem or zaleplon for sleep were allowed.

Outcomes Primary outcome: Change from baseline to week 8 in Montgomery-Asberg
Depression Rating Scale.
Secondary outcomes: Hamilton Depression Scale - 24 item, Clinical Global
Impression - Improvement, Clinical Global Impression - Severity
Notes This study was funded by escitalopram manufacturer.
Risk of bias
Bias Authors’ judgement Support for judgement
Adequate sequence generation? Low risk Quote:“randomized”. Probably done, as a
similar trial by these investigators included
the same phrase and used a proper method
of allocation
Allocation concealment? Unclear risk No information provided
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Blinding? Unclear risk No information provided
All outcomes
Incomplete outcome data Low risk ITT population (at least one dose of

addressed?

medication and at least one post-baseline

All outcomes MADRS assessment) using the LOCF
approach

Free of selective reporting? Low risk No clear evidence of selective reporting.

Free of other bias? Unclear risk Insufficient information.

Zanardi 1996

Methods

Six-week, double-blind, randomised study.

Participants

In-patients meeting DSM-I11-R criteria for major depression with psychotic
features, included bipolar disorder.

Age range: over 18 years old.

Exclusion criteria additional diagnosis on Axis | or mental retardation,
treatment with non-reversible MAOI and slow-release neuroleptics in the last
month before admission

Interventions

Sertraline: 24 participants.

Paroxetine: 22 participants.

Sertraline dose: 50-150 mg/day.

Paroxetine dose: 20-50 mg/day.

Permitted long-term lithium treatment and flurazepam up to 45 mg/night

Outcomes Hamilton Rating Scale for Depression (21 items), Dimensions of Delusional
Experience rating scale, Dosage records and treatment emergent symptoms
scale

Notes Funding: unclear.

Risk of bias

Bias Authors’ judgement  Support for judgement

Adequate sequence generation?

Low risk Quote: “randomly assigned”. Probably done, as a
similar trial by these investigators included the same
phrase and used a proper method of allocation

Allocation concealment? Unclear risk Insufficient information.

Blinding? Unclear risk Quote: “double-blind” but authors did not give other
All outcomes information

Incomplete outcome data addressed?  High risk Missing outcome data.

All outcomes

Free of selective reporting? Unclear risk Insufficient information.

Free of other bias? Unclear risk Insufficient information.

Characteristics of excluded studies [ordered by study ID]

Study Reason for exclusion

Davidson 2004  No outcome data available.

Fava 1997 DSM-I1I-R diagnosis of major depressive disorder with atypical features or primary dysthymia and
no outcome data available

Finkel 1995 Double-publication (subgroup of elderly people) of Bennie 1995

Gonul 1999 No outcome data available.

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduiosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al.

Page 69

Study

Reason for exclusion

Latimer 1996

No otcome data available.

Vovin 1998

No outcome data available.

Characteristics of studies awaiting assessment [ordered by study ID]

Malt 1999

Methods

Twenty-four weeks, double-blind, randomized study.

Participants

General practice patients fulfilling DSM-I11-R and ICD-10 criteria for depression with a score of at
least 20 on MADRS, a score of at least 3 on CGI-Severity.

Age range: 18-79 years old.

Exclusion criteria: dementia, schizophrenia, bipolar disorder, organic mental disorder, score of > 40 on
the MADRS on current episode, psychotic symptoms, severe suicidal ideation, non-responding to
adequate treatment, condition exceeded 1 year, previously failed to responded to either SSRI or
mianserin, current alcoholism, myocardial infarction within the past 3 months, epilepsy treated with
anticonvulsives known to have antidepressants effects, clinically significant hypotension. Specific
organised system of psychotherapy were not allowed

Interventions

Sertraline: 122 participants.
Mianserin: 121 participants.

Placebo: 129 participants.

Sertraline dose range: 50-200 mg/day.
Mianserin dose range: 30-120 mg/day.
Nitrazepam was allowed for insomnia.

Qutcomes MADRS, CGl.

Malt

1999

Notes Funding: by industry.
DATA AND ANALYSES

Comparison 1

Failure to respond at endpoint (6 - 12 weeks)

Outcome or subgroup  No. of studies  No. of participants Statistical method Effect size
title
1 Sertraline versus 17 Odds Ratio (M-H, Random, Subtotals only
TCAs 95% ClI)

1.1 Sertraline vs 7 1345 Odds Ratio (M-H, Random, 1.23[0.99, 1.52]
amitriptyline 95% CI)

1.2 Setraline vs 3 304 0Odds Ratio (M-H, Random, 0.92 [0.58, 1.46]
clomipramine 95% CI)

1.3 Sertraline vs 1 207 Odds Ratio (M-H, Random, 0.78 [0.45, 1.35]
dothiepin 95% CI)

1.4 Sertraline vs 5 641 Odds Ratio (M-H, Random, 0.82[0.56, 1.21]
imipramine 95% CI)

1.5 Sertraline vs 1 210 0Odds Ratio (M-H, Random, 0.63[0.37, 1.09]
nortriptyline 95% CI)
2 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
Heterocyclics 95% CI)
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Outcome or subgroup

title

No. of studies

No. of participants

Statistical method

Effect size

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline vs
citalopram

3.2 Sertraline vs
escitalopram

3.3 Sertraline vs
fluoxetine

3.4 Sertraline vs
fluvoxamine

3.5 Sertraline vs
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
hypericum

4.3 Sertraline vs
mirtazapine

4.4 Sertraline vs
moclobemide

4.5 Sertraline vs
nefazodone

4.6 Sertraline vs
reboxetine

4.7 Sertraline vs
tianeptine

4.8 Sertraline vs
trazodone

4.9 Sertraline vs
venlafaxine

14

64

400

489

1352

88

664

727

585

596

259

160

49

212

340

611

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

1.0[0.19, 5.37]

Subtotals only

0.93 [0.61, 1.42]

0.94[0.65, 1.37]

0.73[0.59, 0.92]

1.88 [0.77, 4.63]

057 [0.30, 1.07]

Subtotals only

1.08 [0.80, 1.47]

0.88 [0.63, 1.23]

0.94[0.68, 1.32]

0.86 [0.52, 1.41]

1.17[0.63, 2.17]

0.73[0.22, 2.43]

0.96 [0.54, 1.70]

1.36 [0.87, 2.11]

1.07 [0.74, 1.54]

Failure to respond (at 1 - 4 weeks)

Comparison 2

Outcome or No. of studies  No. of participants Statistical method Effect size
subgroup title
1 Sertraline versus 2 Odds Ratio (M-H, Random, Subtotals only
other SSRIs 95% CI)

1.1 Sertraline versus 1 88 Odds Ratio (M-H, Random, 2.33[0.63, 8.64]
fluvoxamine 95% CI)

1.2 Sertraline versus 1 46 Odds Ratio (M-H, Random, 0.14 [0.01, 2.80]
paroxetine 95% CI)
2 Sertraline versus 5 Odds Ratio (M-H, Random, Subtotals only
newer ADs 95% CI)

2.1 Sertraline vs 1 248 Odds Ratio (M-H, Random, 0.94 [0.55, 1.60]
bupropion 95% CI)
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

2.2 Sertraline vs
mirtazapine

2.3 Sertraline versus
reboxetine

2.4 Sertraline versus
trazodone

596

23

122

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

1.40 [1.00, 1.94]

6.0 [0.87, 41.21]

1.24[0.55, 2.81]

Comparison 3

Failure to respond (at 16 - 24 weeks)

Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline versus
imipramine
2 Sertraline versus
other SSRIs

2.1 Sertraline versus
citalopram

2.2 Sertraline versus
fluoxetine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline versus
moclobemide

104

400

480

248

62

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Subtotals only

1.25[0.58, 2.70]

Subtotals only

1.38[0.86, 2.23]

0.81[0.38, 1.74]

Subtotals only

0.63 [0.36, 1.08]

0.94[0.33, 2.63]

Comparison 4

Failure to remission at endpoint (6 - 12 weeks)

Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
imipramine

1.4 Sertraline vs
dothiepine

2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

12

989

272

641

207

64

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)
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Outcome or subgroup

title

No. of studies

No. of participants

Statistical method

Effect size

3.1 Sertraline vs
escitalopram

3.2 Sertraline vs
fluoxetine

3.3 Sertraline vs
fluvoxamine

3.4 Sertraline vs
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
hypericum

4.3 Sertraline vs
mirtazapine

4.4 Sertraline vs
moclobemide

4.5 Sertraline vs
nefazodone

4.6 Sertraline vs
reboxetine

4.7 Sertraline vs
tianeptine

4.8 Sertraline vs
trazodone

4.9 Sertraline vs
venlafaxine

215

830

88

618

479

585

596

259

160

49

212

340

412

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

0.81[0.48, 1.39]
0.78 [0.57, 1.06]
2.15[0.89, 5.19]
0.97 [0.68, 1.39]
Subtotals only

1.10 [0.74, 1.64]
0.90 [0.61, 1.35]
1.15 [0.82, 1.60]
0.71[0.42, 1.20]
1.07 [0.52, 2.21]
2.55[0.80, 8.11]
1.04 [0.59, 1.85]
1.32[0.81, 2.13]

1.00 [0.63, 1.60]

Comparison 5

Failure to remission (at 1 - 4 weeks)

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
other SSRIs

1.1 Sertraline
versus fluoxetine

1.2 Sertraline
versus fluvoxamine

2 Sertraline versus
newer ADs

2.1 Sertraline
versus mirtazapine

2.2 Sertraline
versus trazodone

Odds Ratio (M-H, Random,

95% CI)

53 Odds Ratio (M-H, Random,

95% CI)

88 Odds Ratio (M-H, Random,

95% CI)

Odds Ratio (M-H, Random,

95% CI)

596 Odds Ratio (M-H, Random,

95% CI)

122 Odds Ratio (M-H, Random,

95% CI)

Subtotals only
2.0[0.55, 7.22]
1.21[0.07, 19.90]
Subtotals only
1.92[1.18, 3.13]

3.69 [0.73, 18.54]
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Failure to remission (at 16 - 24 weeks)

Page 73

Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline versus
imipramine
2 Sertraline versus
other SSRIs

2.1 Sertraline versus
fluoxetine

3 Sertraline versus
newer ADs

3.1 Sertraline versus
moclobemide

104

238

62

Odds Ratio (M-H, Random,

95% CI)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

95% CI)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

95% Cl)

Subtotals only

1.22 [0.52, 2.89]

Subtotals only

0.66 [0.36, 1.18]

Subtotals only

0.92[0.32, 2.62]

Comparison 7

Standardised mean difference at endpoint (6 - 12 weeks)

Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus TCAs

1.1 Sertraline vs
amitriptyline

1.2 Sertraline vs
clomipramine

1.3 Sertraline vs
dothiepin

1.4 Sertraline vs
imipramine

2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus other
SSRIs

3.1 Sertraline versus

3.2 Sertraline versus
escitalopram

3.3 Sertraline versus
fluoxetine

3.4 Sertraline versus
fluvoxamine

3.5 Sertraline versus
paroxetine

4 Sertraline versus newer
ADs

4.1 Sertraline vs
bupropion

14

20

1172

289

179

234

64

561

477

601

176

353

700

Std. Mean Difference
(IV, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(IV, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(IV, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(IV, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(IV, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)
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0.18 [0.04, 0.32]

-0.05 [-0.28, 0.18]

-0.23 [-0.52, 0.07]

-0.03[-0.29, 0.22]

Subtotals only

0.14 [-0.35, 0.63]

Subtotals only

0.06 [-0.10, 0.23]

-0.02 [-0.20, 0.16]

-0.12 [-0.28, 0.04]

0.03 [-0.53, 0.58]

0.13 [-0.07, 0.34]

Subtotals only

0.03 [-0.12, 0.18]
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Outcome or subgroup

title

No. of studies

No. of participants

Statistical method

Effect size

4.2 Sertraline vs
hypericum

4.3 Sertraline vs
mirtazapine

4.4 Sertraline vs
moclobemide

4.5 Sertraline vs
nefazodone

4.6 Sertraline vs
reboxetine

4.7 Sertraline vs
tianeptine

4.8 Sertraline vs
trazodone

4.9 Sertraline vs
venlafaxine

537

582

227

143

41

212

303

456

Std. Mean Difference
(1IV, Random, 95% CI)

Std. Mean Difference
(IV, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(1IV, Random, 95% CI)

Std. Mean Difference
(IV, Random, 95% CI)

Std. Mean Difference
(1V, Random, 95% CI)

Std. Mean Difference
(1IV, Random, 95% CI)

Std. Mean Difference
(IV, Random, 95% CI)

-0.06 [-0.28, 0.15]

0.15 [-0.02, 0.31]

-0.16 [-0.42, 0.10]

0.0[-0.33,0.33]

0.28 [-0.33, 0.90]

0.10 [-0.17,0.37]

0.07 [-0.15, 0.30]

-0.09 [-0.42, 0.24]

Comparison 8

Standardised mean difference (at 1 - 4 weeks)

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
imipramine
2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline
versus fluvoxamine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
reboxetine

4.3 Sertraline vs
venlafaxine

88

64

84

241

64

88

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (IV,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (IV,
Random, 95% CI)

Std. Mean Difference (IV,
Random, 95% CI)

Subtotals only

-0.12 [-0.53, 0.30]

Subtotals only

0.30 [-0.20, 0.79]

Subtotals only

0.02 [-0.41, 0.45]

Subtotals only

0.0 [-0.25, 0.25]

0.04 [-0.97, 1.04]

0.0 [-0.42, 0.42]

Comparison 9

Standardised mean difference (at 12 - 24 weeks)

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
other SSRIs

Std. Mean Difference (1V,
Random, 95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1.1 Sertraline
versus fluoxetine

1.2 Sertraline
versus paroxetine

2 Sertraline versus
newer ADs

2.1 Sertraline vs
bupropion

2.2 Sertraline
versus moclobemide

167

353

241

55

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (IV,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

Std. Mean Difference (1V,
Random, 95% CI)

-0.13 [-0.43, 0.17]

-0.01 [-0.22, 0.20]

Subtotals only

-0.09 [-0.34, 0.16]

-0.22 [-0.75, 0.31]

Failure to complete (any cause)

Comparison 10

Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Setraline vs
desimipramine

1.4 Sertraline versus
dothiepin

1.5 Sertraline vs
imipramine

1.6 Sertraline vs
nortriptyline

2 Sertraline versus
other SSRIs

2.1 Sertraline versus
citalopram

2.2 Sertraline versus
escitalopram

2.3 Sertraline versus
fluoxetine

2.4 Sertraline versus
fluvoxamine

2.5 Sertraline versus
paroxetine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
mirtazapine

17

1457

272

77

207

641

210

615

489

1594

185

664

727

585

596

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

0.94[0.74, 1.18]

055 [0.29, 1.07]

0.71[0.28, 1.75]

1.54[0.69, 3.45]

0.62 [0.40, 0.96]

0.84 [0.47, 1.50]

Subtotals only

1.30[0.77, 2.19]

0.81[0.51, 1.29]

0.77 [0.58, 1.02]

0.68 [0.08, 5.43]

0.65 [0.32, 1.34]

Subtotals only

1.42 [1.02, 1.99]

1.03 [0.70, 1.52]

0.68 [0.47, 0.99]
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Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

3.4 Sertraline vs
moclobemide

3.5 Sertraline vs
nefazodone

3.6 Sertraline vs
reboxetine

3.7 Sertraline vs
tianeptine

3.8 Sertraline vs
trazodone

3.9 Sertraline vs
venlafaxine

259

160

49

212

340

611

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

1.21[0.65, 2.25]
1.15[0.60, 2.21]
057 [0.12, 2.71]
1.12[0.49, 2.54]
1.31[0.80, 2.14]

0.58 [0.25, 1.34]

Comparison 11

Failure to complete (due to inefficacy)

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
imipramine

1.4 Sertraline vs
nortriptyline

2 Sertraline versus
other SSRIs

2.1 Sertraline
versus citalopram

2.2 Sertraline
versus escitalopram

2.3 Sertraline
versus fluoxetine

2.4 Sertraline
versus fluvoxamine

2.5 Sertraline
versus paroxetine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
moclobemide

3.4 Sertraline vs
nefazodone

11

1457

166

258

210

400

489

1134

185

311

727

555

197

160

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only
1.48[0.92, 2.38]
1.02 [0.06, 16.66]
0.57 [0.23, 1.40]
1.0 [0.06, 16.20]
Subtotals only
2.02[0.37, 11.16]
0.32 [0.03, 3.15]
0.93 [0.58, 1.50]
0.20[0.01, 4.19]
1.64 [0.57, 4.68]
Subtotals only
1.07 [0.50, 2.28]
0.93 [0.35, 2.45]
0.34[0.09, 1.34]

4.88[0.23, 103.18]



syduiosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al.

Page 77

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

3.5 Sertraline vs
reboxetine

3.6 Sertraline vs
tianeptine

3.7 Sertraline vs
trazodone

3.8 Sertraline vs
venlafaxine

49

212

340

147

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

0.33[0.01, 8.59]

0.62 [0.10, 3.81]

0.64 [0.23, 1.81]

0.68 [0.18, 2.50]

Comparison 12

Failure to complete (due to side effects)

Outcome or subgroup

title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Setraline vs
desimipramine

1.4 Sertraline vs
imipramine

1.5 Sertraline vs
nortriptyline

2 Sertraline versus
other SSRIs

2.1 Sertraline vs
citalopram

2.2 Sertraline vs
escitalopram

2.3 Sertraline vs
fluoxetine

2.4 Sertraline vs
fluvoxamine

2.5 Sertraline vs
paroxetine

3 Sertraline vs newer
ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
mirtazapine

3.4 Sertraline vs
moclobemide

3.5 Sertraline vs
nefazodone

17

1457

344

7

586

210

615

489

1352

185

311

727

585

596

259

160

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

0.74 [0.55, 1.01]

0.62 [0.25, 1.49]

0.44[0.13, 1.48]

0.94[0.29, 3.12]

1.07 [0.53, 2.14]

Subtotals only

1.46 [0.90, 2.36]

0.92[0.30, 2.87]

0.84[0.60, 1.17]

0.48 [0.02, 12.57]

0.28 [0.08, 0.96]

Subtotals only

1.48 [0.43, 5.01]

2.12[0.87, 5.19]

0.35[0.17, 0.74]

2.52[0.81, 7.88]

0.58 [0.24, 1.39]
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Outcome or subgroup

title

No. of studies

No. of participants

Statistical method

Effect size

3.6 Sertraline vs
reboxetine

3.7 Sertraline vs
tianeptine

3.8 Sertraline vs
trazodone

3.9 Sertraline vs
venlafaxine

72

212

340

611

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

2.00[0.11, 36.64]

1.43[0.23, 8.73]

1.99 [0.97, 4.07]

0.33[0.17, 0.64]

Comparison 13

SE - Participants with at least one TEAE

Outcome or subgroup

title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
desipramine

1.4 Sertraline vs
dothiepin

1.5 Sertraline vs
imipramine

1.6 Sertraline vs
nortriptyline

2 Sertraline versus
other SSRIs

2.1 Sertraline vs
citalopram

2.2 Sertraline vs
escitalopram

2.3 Sertraline vs
fluoxetine

2.4 Sertraline vs
fluvoxamine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
mirtazapine

3.4 Sertraline vs
moclobemide

3.5 Sertraline vs
nefazodone

15

999

586

7

207

209

210

615

489

795

97

727

331

346

197

160

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

0.59 [0.39, 0.89]

0.83 [0.50, 1.38]

0.48[0.13, 1.77]

1.19 [0.66, 2.14]

0.17 [0.09, 0.32]

0.63 [0.37, 1.09]

Subtotals only

1.71[1.00, 2.94]

1.76 [1.06, 2.94]

0.87 [0.64, 1.19]

1.43[0.42, 4.87]

Subtotals only

1.19 [0.73, 1.93]

0.69 [0.44, 1.06]

1.17[0.75, 1.82]

0.61 [0.30, 1.26]

0.06 [0.00, 1.14]
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Outcome or subgroup

title

No. of studies

No. of participants

Statistical method

Effect size

3.6 Sertraline vs
tianeptine

3.7 Sertraline vs
trazodone

212

340

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

0.88 [0.47, 1.67]

0.95 [0.61, 1.49]

SE - Agitation / Anxiety

Comparison 14

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Sertraline vs
imipramine
2 Sertraline versus
other SSRIs

2.1 Sertraline vs
fluoxetine

2.2 Sertraline vs
fluvoxamine

2.3 Sertraline vs
paroxetine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
moclobemide

3.4 Sertraline vs
nefazodone

3.5 Sertraline vs
trazodone

3.6 Sertraline vs
venlafaxine

779

294

1376

97

618

727

90

197

160

122

163

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only

0.98 [0.56, 1.73]

0.81 [0.43, 1.55]

Subtotals only

0.95 [0.62, 1.46]

1.38[0.58, 3.32]

0.91 [0.53, 1.59]

Subtotals only

0.80 [0.37, 1.76]

1.0 [0.43, 2.32]

2.0[0.49, 8.23]

4.71[1.29, 17.24]

0.2[0.01, 4.25]

1.44[0.78, 2.67]

SE - Constipation

Comparison 15

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

15

1158

304

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

0.37 [0.25, 0.55]

0.18 [0.07, 0.49]
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Outcome or
subgroup title

No. of participants

Statistical method

Effect size

1.3 Sertraline vs
dothiepin

1.4 Sertraline vs
imipramine

1.5 Sertraline vs
nortriptyline

2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline versus
fluoxetine

3.2 Sertraline versus
fluvoxamine

3.3 Sertraline versus
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
reboxetine

4.3 Sertraline vs
venlafaxine

207

487

210

64

188

97

545

239

49

89

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

0.54 [0.05, 6.06]

0.17 [0.03, 0.87]

0.28 [0.14, 0.54]

Subtotals only

0.10 [0.01, 1.89]

Subtotals only

1.96 [0.35, 10.95]

1.17 [0.43, 3.19]

0.31[0.16, 0.58]

Subtotals only

0.71[0.28, 1.84]

0.13[0.01, 2.68]

0.05 [0.00, 0.85]

SE - Diarrhoea

Comparison 16

Outcome or
subgroup title

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
imipramine

1.4 Sertraline vs
nortriptyline

2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline vs
citalopram

779

198

398

210

64

400

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

11.32 [2.90, 44.18]

4.30 [1.28, 14.44]

6.75 [1.82, 24.97]

2.17 [1.02, 4.64]

Subtotals only

5.33 [0.25, 115.50]

Subtotals only

1.540.92, 2.56]
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Outcome or
subgroup title

No. of studies  No. of participants

Statistical method

Effect size

3.2 Sertraline vs
escitalopram

3.3 Sertraline vs
fluoxetine

3.4 Sertraline vs
fluvoxamine

3.5 Sertraline vs
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
hypericum

4.3 Sertraline vs
mirtazapine

4.4 Sertraline vs
moclobemide

4.5 Sertraline vs
nefazodone

4.6 Sertraline vs
trazodone

4.7 Sertraline vs
venlafaxine

2 489
4 948
1 97
2 545
12

3 727
2 314
2 596
1 197
1 160
1 122
2 307

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

2.10[1.22, 3.61]

1.52[0.99, 2.33]

1.78 [0.63, 5.08]

2.51[1.66, 3.80]

Subtotals only

3.88[1.50, 10.07]

2.30[1.39, 3.80]

2.74[1.52, 4.97]

2.68[0.99, 7.22]

2.46 [0.95, 6.35]

1.58 [0.25, 9.80]

1.39 [0.77, 2.53]

SE - Dry Mouth

Comparison 17

Outcome or subgroup

title

No. of studies  No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
dothiepin

1.4 Sertraline vs
imipramine

1.5 Sertraline vs
nortriptyline

2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline vs
citalopram

15

6 1158
3 304
1 207
4 487
1 210
1

1 64
8

1 400

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

950 CI)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

950 CI)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

950 CI)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

95% Cl)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.
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0.16 [0.11, 0.24]

0.30 [0.12, 0.78]

0.23 [0.05, 1.08]

0.16 [0.06, 0.40]

0.22[0.12, 0.39]

Subtotals only

0.2 [0.04, 1.03]

Subtotals only

1.19[0.71, 2.00]
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Outcome or subgroup
title

No. of studies  No. of participants

Statistical method

Effect size

3.2 Sertraline vs
escitalopram

3.3 Sertraline vs
fluoxetine

3.4 Sertraline vs
fluvoxamine

3.5 Sertraline vs
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
hypericum

4.3 Sertraline vs
mirtazapine

4.4 Sertraline vs
moclobemide

4.5 Sertraline vs
nefazodone

4.6 Sertraline vs
reboxetine

4.7 Sertraline vs
tianeptine

4.8 Sertraline vs
trazodone

4.9 Sertraline vs
venlafaxine

2 489
3 662
1 97
2 545
11

3 727
1 90
2 596
1 197
1 160
1 49
0 0
1 122
1 89

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

1.97 [0.54, 7.19]

1.62[0.71, 3.72]

1.17 [0.43, 3.19]

0.99 [0.50, 1.94]

Subtotals only

0.85 [0.57, 1.27]

1.45 [0.62, 3.38]

0.67 [0.40, 1.11]

1.820.59, 5.64]

1.00 [0.49, 2.06]

0.04 [0.00, 0.34]

0.0 [0.0, 0.0]

0.68 [0.11, 4.21]

0.02 [0.00, 0.33]

SE - Hypotension

Comparison 18

Outcome or subgroup  No. of studies  No. of participants Statistical method Effect size
title
1 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
TCAs 95% Cl)

1.1 Sertraline vs 1 32 Odds Ratio (M-H, Random, 0.25[0.02, 2.71]
clomipramine 95% CI)
2 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
Heterocyclics 95% CI)

2.1 Sertraline vs 1 64 Odds Ratio (M-H, Random, 0.32[0.01, 8.23]
maprotiline 95% CI)

Comparison 19
SE - Insomnia

QOutcome or No. of studies  No. of participants Statistical method Effect size

subgroup title

1 Sertraline versus
TCAs

Odds Ratio (M-H, Random,

95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.
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Outcome or
subgroup title

No. of studies  No. of participants

Statistical method

Effect size

1.1 Sertraline vs 3 802 Odds Ratio (M-H, Random, 2.29[1.37,3.83]
amitriptyline 95% CI)

1.2 Setraline vs 1 166 Odds Ratio (M-H, Random, 0.8 [0.30, 2.14]
clomipramine 95% CI)

1.3 Sertraline vs 0 0 Odds Ratio (M-H, Random, 0.0[0.0,0.0]
dothiepin 95% CI)

1.4 Sertraline vs 4 487 Odds Ratio (M-H, Random, 1.31[0.70, 2.45]
imipramine 95% CI)

1.5 Sertraline vs 1 210 Odds Ratio (M-H, Random, 2.14[0.97, 4.69]
nortriptyline 95% CI)
2 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
Heterocyclics 95% CI)

2.1 Sertraline vs 1 64 Odds Ratio (M-H, Random, 7.710.38, 155.64]
maprotiline 95% CI)
3 Sertraline versus 9 Odds Ratio (M-H, Random, Subtotals only
other SSRIs 95% CI)

3.1 Sertraline vs 2 489 Odds Ratio (M-H, Random, 0.96 [0.52, 1.78]
escitalopram 95% CI)

3.2 Sertraline vs 5 848 Odds Ratio (M-H, Random, 1.12[0.73,1.72]
fluoxetine 95% CI)

3.3 Sertraline vs 1 97 Odds Ratio (M-H, Random, 1.38[0.58, 3.32]
fluvoxamine 95% CI)

3.4 Sertraline vs 3 618 Odds Ratio (M-H, Random, 1.05 [0.69, 1.58]
paroxetine 95% CI)
4 Sertraline versus 13 Odds Ratio (M-H, Random, Subtotals only
newer ADs 95% CI)

4.1 Sertraline vs 3 727 Odds Ratio (M-H, Random, 1.08 [0.74, 1.59]
bupropion 95% CI)

4.2 Sertraline vs 1 90 Odds Ratio (M-H, Random, 1.09 [0.48, 2.50]
hypericum 95% CI)

4.3 Sertraline vs 2 596 Odds Ratio (M-H, Random, 2.72 [1.15, 6.43]
mirtazapine 95% CI)

4.4 Sertraline vs 1 197 Odds Ratio (M-H, Random, 0.90 [0.45, 1.82]
moclobemide 95% CI)

4.5 Sertraline vs 1 160 Odds Ratio (M-H, Random, 1.17 [0.55, 2.48]
nefazodone 95% CI)

4.6 Sertraline vs 1 49 Odds Ratio (M-H, Random, 0.23[0.02, 2.21]
reboxetine 95% CI)

4.7 Sertraline vs 4 559 Odds Ratio (M-H, Random, 1.240.80, 1.90]
venlafaxine 95% CI)

Comparison 20
SE - Nausea

Qutcome or No. of studies  No. of participants Statistical method Effect size
subgroup title

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

14

5 1090

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
dothiepin

1.4 Sertraline vs
imipramine

1.5 Sertraline vs
nortriptyline

2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline
versus citalopram

3.2 Sertraline vs
escitalopram

3.3 Sertraline
versus fluoxetine

3.4 Sertraline
versus fluvoxamine

3.5 Sertraline
versus paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
hypericum

4.3 Sertraline vs
mirtazapine

4.4 Sertraline vs
moclobemide

4.5 Sertraline vs
nefazodone

4.6 Sertraline vs
reboxetine

40.7 Sertraline vs
trazodone

4.8 Sertraline vs
venlafaxine

304

207

487

210

64

400

489

1056

97

545

727

314

596

197

160

49

122

559

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

0.99 [0.57, 1.71]

8.14 [0.98, 67.40]

2.68 [1.26, 5.73]

2.42[1.14,5.13]

Subtotals only

13.0 [0.69, 245.72]

Subtotals only

1.12[0.74, 1.70]

0.96 [0.60, 1.53]

1.02[0.75, 1.40]

0.60 [0.24, 1.50]

1.12 [0.65, 1.92]

Subtotals only

2.14[1.12, 4.08]

3.43[1.52, 7.76]

3.68 [2.10, 6.45]

1.39[0.73, 2.65]

0.78 [0.39, 1.54]

6.32 [0.68, 58.72]

1.65 [0.55, 4.95]

0.89 [0.59, 1.33]

SE - Sleepiness / Drowsiness

Comparison 21

QOutcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

10

Odds Ratio (M-H, Random,

95% Cl)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
dothiepin

1.4 Sertraline vs
imipramine

1.5 Sertraline vs
nortriptyline

2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline vs
escitalopram

3.2 Sertraline vs
fluoxetine

3.3 Sertraline vs
fluvoxamine

3.4 Sertraline vs
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
mirtazapine

4.3 Sertraline vs
moclobemide

4.4 Sertraline vs
nefazodone

4.5 Sertraline vs
reboxetine

4.6 Sertraline vs
trazodone

4.7 Sertraline vs
venlafaxine

1090

32

207

159

210

64

489

898

97

618

727

596

197

160

49

122

147

Odds Ratio (M-H, Random,
95% CI)

0Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

0.27[0.19, 0.40]

1.67 [0.32, 8.59]

0.54 [0.10, 2.99]

1.65 [0.63, 4.29]

1.26 [0.33, 4.84]

Subtotals only

0.08 [0.00, 1.45]

Subtotals only

0.78 [0.33, 1.86]

1.03 [0.60, 1.76]

0.62 [0.23, 1.68]

0.73[0.36, 1.46]

Subtotals only

5.10 [2.53, 10.31]

0.33[0.20, 0.54]

0.54 [0.15, 1.89]

0.87 [0.41, 1.85]

0.10[0.00, 1.92]

0.2[0.01, 4.25]

1.75 [0.54, 5.63]

SE - Urinary problems

Comparison 22

Outcome or subgroup  No. of studies  No. of participants Statistical method Effect size
title
1 Sertraline versus 4 Odds Ratio (M-H, Random, Subtotals only
TCAs 95% CI)
1.1 Sertraline vs 3 587 Odds Ratio (M-H, Random, 0.47[0.07, 3.19]

amitriptyline

95% Cl)
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Outcome or subgroup

title

No. of studies  No. of participants

Statistical method

Effect size

1.2 Sertraline versus 1 55 Odds Ratio (M-H, Random, 0.67 [0.10, 4.34]
imipramine 95% CI)
2 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
Heterocyclics 95% Cl)

2.1 Sertraline vs 1 64 Odds Ratio (M-H, Random, 0.32[0.01, 8.23]
maprotiline 95% CI)
3 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
other SSRIs 95% CI)

3.1 Sertraline versus 1 353 Odds Ratio (M-H, Random, 0.09 [0.01, 0.68]
paroxetine 95% CI)
4 Sertraline versus 3 Odds Ratio (M-H, Random, Subtotals only
newer ADs 95% CI)

4.1 Sertraline vs 2 314 Odds Ratio (M-H, Random, 0.78 [0.45, 1.34]
hypericum 95% CI)

4.2 Sertraline vs 1 160 Odds Ratio (M-H, Random, 0.94 [0.46, 1.91]
venlafaxine 95% CI)

Comparison 23
SE - Vomiting

Outcome or No. of studies  No. of participants Statistical method Effect size
subgroup title

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Sertraline vs
clomipramine

2 Sertraline versus
newer ADs

2.1 Sertraline vs
bupropion

2.2 Sertraline vs
trazodone

2
1 298
1 106
2
1 240
1 122

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Subtotals only
2.55[0.49, 13.37]
0.41[0.08, 2.20]
Subtotals only
0.08 [0.00, 1.36]

0.68 [0.11, 4.21]

Comparison 24

SE - Appetite increase

Outcome or subgroup

title

No. of studies  No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Sertraline vs
imipramine
2 Sertraline versus
newer ADs

2.1 Sertraline vs
mirtazapine

2

1 263
1 55
2

2 596

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only
0.06 [0.01, 0.45]
1.89 [0.41, 8.85]
Subtotals only

0.20 [0.09, 0.46]
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SE - Appetite loss / Anorexia

Comparison 25

Page 87

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Sertraline vs
imipramine
2 Sertraline versus
other SSRIs

2.1 Sertraline vs
escitalopram

2.2 Sertraline vs
fluoxetine

2.3 Sertraline vs
fluvoxamine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
hypericum

3.2 Sertraline vs
trazodone

3.3 Sertraline vs
venlafaxine

539

144

215

344

97

90

122

89

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only

7.14[1.63, 31.18]

1.65 [0.60, 4.49]

Subtotals only

0.73[0.24, 2.17]

1.19[0.24, 5.87]

1.61[0.42, 6.10]

Subtotals only

1.13[0.43, 3.01]

5.34 [0.25, 113.61]

5.11[0.24, 109.63]

SE - Depression

Comparison 26

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Setraline vs
clomipramine

2 Sertraline versus
other SSRIs

2.1 Sertraline vs
escitalopram

3 Sertraline versus
newer ADs

3.1 Sertraline vs
mirtazapine

166

274

346

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

95% CI)

Odds Ratio (M-H, Random,

95% CI)

Odds Ratio (M-H, Random,

95% Cl)

Odds Ratio (M-H, Random,

95% CI)

Odds Ratio (M-H, Random,

95% CI)

Subtotals only

3.11[0.12, 77.46]

Subtotals only

0.33[0.01, 8.08]

Subtotals only

0.20 [0.01, 4.29]
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SE - Dermatological Problems

Comparison 27

Page 88

Outcome or No. of studies

subgroup title

No. of participants

Statistical method

Effect size

1 Sertraline versus 2
TCAs

1.1 Sertraline vs 1
amitriptyline

1.2 Sertraline vs 1
dothiepin
2 Sertraline versus 2
other SSRIs

2.1 Sertraline 2
versus fluoxetine
3 Sertraline versus 1
newer ADs

3.1 Sertraline vs 1
hypericum

241

207

407

241

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

0Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Subtotals only

0.99 [0.24, 4.08]

5.56 [0.26, 117.33]

Subtotals only

1.60[0.51, 5.00]

Subtotals only

0.21 [0.01, 4.32]

SE - Dismenorrea

Comparison 28

Outcome or subgroup No. of studies  No. of participants Statistical method Effect size
title
1 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
newer ADs 95% CI)

1.1 Sertraline versus 1 148 Odds Ratio (M-H, Random, 0.07 [0.00, 1.36]
moclobemide 95% CI)

SE - Dizziness

Comparison 29

Outcome or No. of studies

subgroup title

No. of participants

Statistical method

Effect size

1 Sertraline versus 12
TCAs

1.1 Sertraline vs 6
amitriptyline

1.2 Setraline vs 1
clomipramine

1.3 Sertraline vs 1
dothiepin

1.4 Sertraline vs 3
imipramine

1.5 Sertraline vs 1
nortriptyline
2 Sertraline versus 1
Heterocyclics

2.1 Sertraline vs 1
maprotiline

1158

106

207

398

210

64

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)
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Subtotals only

0.61[0.42, 0.89]

0.41 [0.08, 2.20]

1.86 [0.43, 8.00]

0.46 [0.26, 0.80]

0.80[0.32, 2.02]

Subtotals only

13.0 [0.69, 245.72]
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

3 Sertraline versus
other SSRIs

3.1 Sertraline vs
fluoxetine

3.2 Sertraline vs
fluvoxamine

3.3 Sertraline vs
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
hypericum

4.3 Sertraline vs
mirtazapine

4.4 Sertraline vs
moclobemide

4.5 Sertraline vs
nefazodone

4.6 Sertraline vs
trazodone

4.7 Sertraline vs
venlafaxine

710

97

545

727

90

596

197

160

122

310

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only

0.64 [0.34, 1.21]
1.22[0.38, 3.95]
0.71[0.31, 1.63]
Subtotals only

0.93 [0.53, 1.65]
2.59[0.82, 8.19]
0.88 [0.28, 2.73]
0.65 [0.24, 1.80]
0.17 [0.06, 0.44]
0.64 [0.24, 1.70]

0.77 [0.45, 1.32]

Comparison 30

SE - Gastrointestinal symptoms and dyspepsia

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
desipramine

1.4 Sertraline vs
dothiepin

1.5 Sertraline vs
imipramine
2 Sertraline versus
other SSRIs

2.1 Sertraline vs
fluoxetine

2.2 Sertraline vs
paroxetine

3 Sertraline versus
newer ADs

15

10

1397

344

7

207

159

833

192

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

1.49 [0.83, 2.68]
0.63 [0.15, 2.61]
0.24 [0.09, 0.65]
1.09 [0.15, 7.91]
2.13[0.93, 4.89]
Subtotals only

1.16 [0.78, 1.72]
0.78 [0.29, 2.07]

Subtotals only
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
mirtazapine

3.4 Sertraline vs
moclobemide

3.5 Sertraline vs
nefazodone

3.6 Sertraline
versus trazodone

3.7 Sertraline
versus venlafaxine

727

331

250

197

160

122

160

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

1.30[0.76, 2.23]

1.22[0.43, 3.51]

3,54 [1.52, 8.23]

1.38[0.53, 3.58]

3.01[1.03, 8.79]

7.61[0.38, 150.51]

1.02 [0.54, 1.90]

SE - Fatigue

Comparison 31

QOutcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Sertraline vs
imipramine
2 Sertraline versus
other SSRIs

2.1 Sertraline vs
escitalopram

2.2 Sertraline vs
fluoxetine

2.3 Sertraline vs
fluvoxamine

2.4 Sertraline vs
paroxetine

3 Sertraline versus
newer ADs

3.1 Venlafaxine vs

bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
mirtazapine

3.4 Sertraline vs
moclobemide

3.5 Sertraline vs
nefazodone

3.6 Sertraline vs
trazodone

870

159

489

266

97

618

248

331

596

197

160

122

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

0.61[0.29, 1.27]

2.13[0.93, 4.89]

Subtotals only

0.93 [0.45, 1.89]

1.26 [0.60, 2.64]

2.19[0.52, 9.32]

0.57 [0.25, 1.30]

Subtotals only

1.85[0.66, 5.17]

1.27 [0.58, 2.79]

0.44[0.25,0.77]

0.97 [0.30, 3.11]

0.70[0.32, 1.49]

2.10[0.19, 23.83]
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

3.7 Sertraline vs
venlafaxine

160

Odds Ratio (M-H, Random,
95% CI)

1.05 [0.56, 1.95]

SE - Flu Syndrome

Comparison 32

Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
other SSRIs

1.1 Sertraline vs
fluoxetine

1.2 Sertraline vs
fluvoxamine

1.3 Sertraline vs
paroxetine

2 Sertraline versus
newer ADs

2.1 Sertraline vs
bupropion

2.2 Sertraline vs
moclobemide

508

97

618

248

197

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Subtotals only

1.82[0.66, 5.06]

2.19[0.52,9.32]

1.86 [0.55, 6.24]

Subtotals only

0.42[0.16, 1.07]

2.36 [0.59, 9.40]

SE - Headache

Comparison 33

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

1.3 Sertraline vs
dothiepin

1.4 Sertraline vs
imipramine

1.5 Sertraline vs
nortriptyline

2 Sertraline versus
other SSRIs

2.1 Sertraline vs
citalopram

2.2 Sertraline vs
escitalopram

2.3 Sertraline vs
fluoxetine

2.4 Sertraline vs
fluvoxamine

13

1090

238

207

248

210

400

489

1134

97

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

1.60 [1.03, 2.48]

1.68 [0.81, 3.45]

0.81[0.18, 3.72]

1.27[0.31,5.21]

0.78 [0.44, 1.37]

Subtotals only

0.75 [0.46, 1.20]

1.11[0.69, 1.78]

1.09 [0.79, 1.49]

1.26 [0.52, 3.04]
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

2.5 Sertraline vs
paroxetine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
mirtazapine

3.4 Sertraline vs
moclobemide

3.5 Sertraline vs
nefazodone

3.6 Sertraline vs
reboxetine

3.7 Sertraline vs
trazodone

3.8 Sertraline vs
venlafaxine

14

618

727

90

596

197

160

49

122

559

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

1.240.88, 1.75]

Subtotals only

0.95 [0.68, 1.33]

0.68 [0.28, 1.61]

1.53 [1.01, 2.30]

1.05[0.58, 1.90]

0.99 [0.53, 1.85]

0.14 [0.02, 1.25]

5.55 [0.63, 48.95]

0.93[0.51, 1.68]

SE - Manic State

Comparison 34

Outcome or subgroup  No. of studies  No. of participants Statistical method Effect size
title
1 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
TCAs 95% ClI)

1.1 Sertraline vs 1 166 Odds Ratio (M-H, Random, 0.34 [0.01, 8.40]
clomipramine 95% CI)
2 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
other SSRIs 95% CI)

2.1 Sertraline vs 1 286 Odds Ratio (M-H, Random, 0.34[0.01, 8.31]
fluoxetine 95% CI)

SE - Nervousness and restlessness

Comparison 35

Outcome or No. of studies  No. of participants Statistical method Effect size
subgroup title
1 Sertraline versus 3 Odds Ratio (M-H, Random, Subtotals only
TCAs 95% Cl)

1.1 Sertraline vs 3 744 Odds Ratio (M-H, Random, 0.77 [0.32, 1.84]
amitriptyline 95% CI)
2 Sertraline versus 3 Odds Ratio (M-H, Random, Subtotals only
other SSRIs 95% CI)

2.1 Sertraline vs 2 266 Odds Ratio (M-H, Random, 0.84 [0.46, 1.56]
fluoxetine 95% CI)

2.2 Sertraline vs 1 97 Odds Ratio (M-H, Random, 1.02 [0.33, 3.18]
fluvoxamine 95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduiosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al.

Page 93

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

2.3 Sertraline vs
paroxetine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
mirtazapine

265

248

250

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

1.30 [0.66, 2.55]

Subtotals only

2.2410.75, 6.64]

0.63 [0.26, 1.50]

Comparison 36

SE - Ophthalmological problems (abnormal/blurred vision)

QOutcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus 7 Odds Ratio (M-H, Random, Subtotals only
TCAs 95% Cl)

1.1 Sertraline vs 3 607 Odds Ratio (M-H, Random, 0.67[0.38, 1.17]
amitriptyline 95% CI)

1.2 Sertraline versus 1 77 Odds Ratio (M-H, Random, 0.25[0.06, 1.02]
desipramine 95% CI)

1.3 Sertraline vs 1 207 Odds Ratio (M-H, Random, 0.21[0.01, 4.51]
dothiepin 95% CI)

1.4 Sertraline vs 2 144 Odds Ratio (M-H, Random, 0.27 [0.00, 66.46]
imipramine 95% CI)
2 Sertraline versus 2 Odds Ratio (M-H, Random, Subtotals only
other SSRIs 95% CI)

2.1 Sertraline vs 1 242 Odds Ratio (M-H, Random, 0.14 [0.01, 2.68]
fluoxetine 95% CI)

2.2 Sertraline vs 1 353 Odds Ratio (M-H, Random, 0.83[0.35, 1.97]
paroxetine 95% CI)
3 Sertraline versus 4 Odds Ratio (M-H, Random, Subtotals only
newer ADs 95% CI)

3.1 Sertraline vs 1 90 Odds Ratio (M-H, Random, 1.20[0.37, 3.89]
hypericum 95% CI)

3.2 Sertraline vs 1 62 Odds Ratio (M-H, Random, 8.96 [1.05, 76.74]
moclobemide 95% CI)

3.3 Sertraline vs 1 160 Odds Ratio (M-H, Random, 0.50 [0.16, 1.56]
nefazodone 95% CI)

3.4 Sertraline vs 1 89 Odds Ratio (M-H, Random, 0.10 [0.01, 1.89]
venlafaxine 95% CI)

Comparison 37
SE - Pain

Outcome or No. of studies  No. of participants Statistical method Effect size
subgroup title

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

241

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

0.19 [0.04, 0.99]
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Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1.2 Sertraline vs
imipramine

2 Sertraline versus
other SSRIs

2.1 Sertraline vs
fluoxetine

2.2 Sertraline vs
paroxetine

3 Sertraline versus
newer ADs

3.1 Sertraline vs
bupropion

3.2 Sertraline vs
hypericum

3.3 Sertraline vs
mirtazapine

3.4 Sertraline vs
moclobemide

55

296

545

240

90

346

197

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

413[1.12, 15.25]

Subtotals only

1.05 [0.25, 4.33]

0.65[0.11, 3.78]

Subtotals only

0.11[0.01, 2.09]

1.73[0.52, 5.76]

1.04 [0.42, 2.56]

0.97 [0.30, 3.11]

SE - Palpitations / Tachycardia

Comparison 38

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Sertraline vs
dothiepin

1.3 Sertraline vs
imipramine
2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline vs
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
hypericum

4.2 Sertraline vs
reboxetine

4.3 Sertraline vs
trazodone

4.4 Sertraline vs
venlafaxine

847

207

248

64

353

90

49

122

89

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only

0.84[0.41, 1.70]

3.34[0.34, 32.69]

0.22[0.01, 4.74]

Subtotals only

0.10 [0.01, 1.89]

Subtotals only

0.77[0.28, 2.12]

Subtotals only

1.89[0.51, 6.97]

0.06 [0.00, 1.15]

1.03 [0.06, 16.91]

0.13 [0.01, 2.60]

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.
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Comparison 39

SE - Peripheral Nervous System + CNS problems

‘ Outcome or No. of studies  No. of participants Statistical method Effect size

subgroup title
m
E 1 Sertraline versus 4 Odds Ratio (M-H, Random, Subtotals only
_8 TCAs 95% ClI)
Gz 1.1 Sertraline vs 2 309 Odds Ratio (M-H, Random, 0.31[0.10, 0.95]
g amitriptyline 95% Cl)
@) 1.2 Sertraline vs 1 77 Odds Ratio (M-H, Random, 0.84[0.34, 2.07]
i desipramine 95% CI)
% 1.3 Sertraline vs 1 40 Odds Ratio (M-H, Random, 0.11[0.02, 0.61]
o clomipramine 95% CI)
D
7 2 Sertraline versus 2 Odds Ratio (M-H, Random, Subtotals only
> other SSRIs 95% CI)
S- 2.1 Sertraline vs 1 165 Odds Ratio (M-H, Random, 0.99[0.19, 5.04]
g fluoxetine 95% CI)
- 2.2 Sertraline vs 1 353 0Odds Ratio (M-H, Random, 1.62 [0.61, 4.28]
QZJ paroxetine 95% CI)
g 3 Sertraline versus 2 Odds Ratio (M-H, Random, Subtotals only
% newer ADs 95% CI)
g- 3.1 Sertraline vs 1 241 Odds Ratio (M-H, Random, 5.40 [0.62, 46.91]
b7 hypericum 95% CI)

3.2 Sertraline vs 1 160 Odds Ratio (M-H, Random, 0.67 [0.36, 1.26]
venlafaxine 95% CI)

Comparison 40

SE - Psychosis and other psychiatric problems

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

m Outcome or No. of studies  No. of participants Statistical method Effect size

c subgroup title

o

o 1 Sertraline versus 2 Odds Ratio (M-H, Random, Subtotals only
@ TCAs 95% ClI)

o

z 1.1 Sertraline vs 1 40 Odds Ratio (M-H, Random, 0.33[0.07, 1.52]
®) clomipramine 95% CI)

T 1.2 Sertraline vs 1 77 0Odds Ratio (M-H, Random, 1.06 [0.43, 2.61]
% desipramine 95% CI)

% 2 Sertraline versus 3 Odds Ratio (M-H, Random, Subtotals only
B other SSRIs 95% ClI)

> 2.1 Sertraline vs 1 274 Odds Ratio (M-H, Random, 0.33[0.01, 8.08]
= escitalopram 95% ClI)

>

g 2.2 Sertraline vs 2 407 0Odds Ratio (M-H, Random, 0.39[0.11, 1.39]
z fluoxetine 95% CI)

a8} 3 Sertraline versus 1 Odds Ratio (M-H, Random,  Subtotals only
g newer ADs 95% Cl)

(8 3.1 Sertraline vs 1 241 Odds Ratio (M-H, Random, 14.27 [0.79, 256.21]
=. hypericum 95% Cl)
e}

[ond

wn
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Comparison 41
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Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
other SSRIs

1.1 Sertraline vs
fluoxetine

1.2 Sertraline vs
escitalopram

1.3 Sertraline vs
paroxetine

2 Sertraline versus
newer ADs

2.1 Sertraline vs
bupropion

266

274

265

727

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only

1.11 [0.61, 2.02]

1.16 [0.38, 3.54]

1.09 [0.60, 1.98]

Subtotals only

0.88 [0.48, 1.60]

SE - Sexual problems (general and libido decreased)

Comparison 42

QOutcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Sertraline vs
imipramine
2 Sertraline versus
other SSRIs

2.1 Sertraline vs
fluoxetine

22.2 Sertraline vs
paroxetine

2.3 Sertraline vs
fluvoxamine

2.4 Sertraline vs
escitalopram

3 Sertraline versus
newer ADs

3.1 Sertraline vs
hypericum

3.2 Sertraline vs
mirtazapine

3.3 Sertraline vs
venlafaxine

3.4 Sertraline vs
moclobemide

259

159

541

545

97

215

90

596

307

62

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Subtotals only

3.56 [1.74, 7.30]

1.44[0.63, 3.30]

Subtotals only

0.56 [0.28, 1.12]

0.68 [0.23, 2.03]

3.54[0.90, 13.99]

1.56 [0.67, 3.66]

Subtotals only

4.0[1.31,12.23]

2.34[0.58, 9.47]

0.81[0.41, 1.59]

2.0 [0.53, 7.50]

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduiosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al.

Comparison 43

SE - Sexual problems (anorgasmia or impotence)

Page 97

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
other SSRIs

1.1 Sertraline vs
escitalopram

1.2 Sertraline vs
paroxetine

1.3 Sertraline versus
fluoxetine

1.4 Sertraline versus
fluvoxamine

2 Sertraline versus
newer ADs

2.1 Sertraline vs
hypericum

2.2 Sertraline vs
moclobemide

244

545

188

97

224

62

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only
4.47 [1.04, 19.16]
0.45[0.09, 2.30]
0.96 [0.23, 3.94]
0.20 [0.01, 4.19]
Subtotals only
1.40[0.78, 2.51]

2.72[0.11, 69.47]

Comparison 44

SE - Sexual problems (ejaculation disorder or erectile dysfunction)

Outcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
other SSRIs

1.1 Sertraline versus
escitalopram

1.2 Sertraline versus
fluoxetine

1.3 Sertraline versus
fluvoxamine

1.4 Sertraline versus
paroxetine

2 Sertraline versus
newer ADs

2.1 Sertraline versus
moclobemide

212

188

37

545

23

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% ClI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only
0.90 [0.45, 1.79]
0.47 [0.08, 2.62]
5.14 [0.52, 51.29]
0.29 [0.14, 0.60]
Subtotals only

7.0[0.32, 152.95]

SE - Sweating Increased

Comparison 45

QOutcome or
subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

779

Odds Ratio (M-H, Random,

95% CI)

Odds Ratio (M-H, Random,

95% CI)
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Outcome or
subgroup title

No. of studies  No. of participants

Statistical method

Effect size

1.2 Setraline vs 2 272 Odds Ratio (M-H, Random, 0.60[0.27, 1.34]
clomipramine 95% CI)

1.3 Sertraline vs 3 398 0Odds Ratio (M-H, Random, 0.52 [0.15, 1.83]
imipramine 95% CI)

1.4 Sertraline vs 1 210 Odds Ratio (M-H, Random, 1.0 [0.44, 2.27]
nortriptyline 95% CI)
2 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
Heterocyclics 95% CI)

2.1 Sertraline vs 1 64 Odds Ratio (M-H, Random, 3.10[0.12, 78.87]
maprotiline 95% CI)
3 Sertraline versus 5 Odds Ratio (M-H, Random, Subtotals only
other SSRIs 95% CI)

3.1 Sertraline vs 1 400 Odds Ratio (M-H, Random, 1.19[0.71, 1.98]
citalopram 95% CI)

3.2 Sertraline vs 1 188 Odds Ratio (M-H, Random, 1.17 [0.48, 2.86]
fluoxetine 95% CI)

3.3 Sertraline vs 1 97 Odds Ratio (M-H, Random, 1.78 [0.40, 7.92]
fluvoxamine 95% CI)

3.4 Sertraline vs 2 545 Odds Ratio (M-H, Random, 0.67 [0.43, 1.05]
paroxetine 95% CI)

3.5 Sertraline vs 1 274 Odds Ratio (M-H, Random, 1.52 [0.60, 3.85]
escitalopram 95% CI)
4 Sertraline versus 11 Odds Ratio (M-H, Random, Subtotals only
newer ADs 95% CI)

4.1 Sertraline vs 3 727 Odds Ratio (M-H, Random, 3.99 [1.68, 9.45]
bupropion 95% CI)

4.2 Sertraline vs 2 314 Odds Ratio (M-H, Random, 1.97 [1.15, 3.38]
hypericum 95% CI)

4.3 Sertraline vs 1 346 Odds Ratio (M-H, Random, 4.86 [1.04, 22.85]
mirtazapine 95% CI)

4.4 Sertraline vs 2 259 Odds Ratio (M-H, Random, 2.4411.05, 5.67]
moclobemide 95% CI)

4.5 Sertraline vs 1 160 Odds Ratio (M-H, Random, 3.01[1.03, 8.79]
nefazodone 95% CI)

4.6 Sertraline vs 1 49 Odds Ratio (M-H, Random, 0.05 [0.00, 0.94]
reboxetine 95% CI)

4.7 Sertraline vs 1 147 Odds Ratio (M-H, Random, 0.54[0.21, 1.39]
venlafaxine 95% CI)

Comparison 46
SE - Tremor

Outcome or No. of studies  No. of participants Statistical method Effect size
subgroup title

1 Sertraline versus
TCAs

1.1 Sertraline vs
amitriptyline

1.2 Setraline vs
clomipramine

11
5 1090
2 206

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.
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0.58 [0.08, 4.14]
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Outcome or
subgroup title

No. of studies  No. of participants

Statistical method

Effect size

1.3 Sertraline vs
dothiepin

1.4 Sertraline vs
imipramine
2 Sertraline versus
Heterocyclics

2.1 Sertraline vs
maprotiline

3 Sertraline versus
other SSRIs

3.1 Sertraline vs
fluoxetine

3.2 Sertraline vs
fluvoxamine

3.3 Sertraline vs
paroxetine

4 Sertraline versus
newer ADs

4.1 Sertraline vs
bupropion

4.2 Sertraline vs
hypericum

4.3 Sertraline vs
moclobemide

4.4 Sertraline vs
nefazodone

4.5 Sertraline vs
trazodone

4.6 Sertraline vs
venlafaxine

1 207
3 398
1

1 64

5

3 712
1 97

2 545
7

2 488
1 90

1 197
1 160
1 122
1 147

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

0Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

0Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

0.15 [0.01, 2.97]

1.17[0.23, 6.01]

Subtotals only

5.33 [0.25, 115.50]

Subtotals only

1.11[0.38, 3.27]

1.78 [0.40, 7.92]

0.55 [0.32, 0.94]

Subtotals only

1.27[0.54, 3.02]

0.58 [0.17, 1.93]

2.72[0.70, 10.59]

3.47[0.92, 13.13]

0.33 [0.03, 3.30]

0.90 [0.31, 2.63]

SE - Weight gain

Comparison 47

Outcome or
subgroup title

No. of studies  No. of participants

Statistical method

Effect size

1 Sertraline versus
TCAs

1.1 Sertraline vs
imipramine
2 Sertraline versus
newer ADs

2.1 Sertraline vs
mirtazapine

1
1 55
2
2 596

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% Cl)

Odds Ratio (M-H, Random,
95% CI)

Odds Ratio (M-H, Random,
95% CI)

Subtotals only
6.14 [0.67, 56.48]
Subtotals only

0.18 [0.09, 0.37]
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SE - Weight loss

Outcome or subgroup  No. of studies  No. of participants Statistical method Effect size
title
1 Sertraline versus 2 Odds Ratio (M-H, Random, Subtotals only
TCAs 95% CI)

1.1 Sertraline vs 1 240 Odds Ratio (M-H, Random, 0.21[0.01, 4.43]
amitriptyline 95% CI)

1.2 Sertraline vs 1 55 Odds Ratio (M-H, Random, 0.52 [0.13, 2.04]
imipramine 95% CI)
2 Sertraline versus 1 Odds Ratio (M-H, Random, Subtotals only
other SSRIs 95% CI)

2.1 Sertraline versus 1 215 Odds Ratio (M-H, Random, 1.63[0.52, 5.16]
citalopram 95% CI)

Deaths, suicide and suicidality

Comparison 49

Outcome or subgroup  No. of studies  No. of participants Statistical method Effect size
title
1 Suicide - Tendency/ 1 Odds Ratio (M-H, Random, Subtotals only
Ideation 95% Cl)

1.1 Sertraline vs 1 240 Odds Ratio (M-H, Random, 0.34[0.01, 8.47]
bupropion 95% CI)
2 Suicide - Attempted 7 Odds Ratio (M-H, Random, Subtotals only

95% CI)

2.1 Sertraline vs 1 187 Odds Ratio (M-H, Random, 0.33[0.01, 8.29]
TCAs: amitriptyline 95% CI)

2.2 Sertraline vs 1 166 Odds Ratio (M-H, Random, 2.08[0.18, 23.34]
TCAs: clomipramine 95% CI)

2.3 Sertraline vs 3 693 Odds Ratio (M-H, Random, 1.65 [0.32, 8.40]
other SSRISs: fluoxetine 95% CI)

2.4 Sertraline vs 1 239 Odds Ratio (M-H, Random, 0.33[0.01, 8.26]
newer ADs: bupropion 95% CI)

2.5 Sertraline vs 1 346 Odds Ratio (M-H, Random, 0.20 [0.01, 4.29]
newer ADs: 95% CI)
mirtazapine
3 Suicide - Completed 1 Odds Ratio (M-H, Random, Subtotals only

95% CI)

3.1 Sertraline vs 1 154 Odds Ratio (M-H, Random, 0.09 [0.00, 1.85]

TCAs: imipramine 95% CI)

Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 1 Failure to respond at endpoint (6 - 12 weeks)

Outcome: 1 Sertraline versus TCAs

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.
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Study or subgroup Sertraline TCAs Cidds Ratio Weight Odds Ratio
HRandom 5% HRandom,95%
N N a d
I Sertraline vs amitriptyline
Bersani 1994 16/34 17134 I 52% 0.89 [0.34,2.30]
Cohn 1990 770161 40180 —— 164 % 092054, 157 ]
Karmijima 1997 5693 45194 ™ 140 % 1.65[0.92, 294
Lee 1994 13025 13723 36% 083[027,260)
Lydiard 1957 701132 681131 —— 20.1 % 1,05 [ 064, 1.70]
Moller 2000 650116 531124 e 181 % 171 [ 1.02.285]
Reimherr 1950 72149 63/149 ™ 226% 1.28 [ 0.81,202]
Subtotal (95% CI) 710 635 g 100.0 % 1.23[0.99,1.52]
Total events: 369 (Sertraline), 299 (TCAS)
Heterogeneity: Tau? = 00; Chi¥ = 507, df = 6 (P = 0.54); F =00%
Test for overall effect: Z = 184 (P = 0.056)
2 Setraline s clomiprarine
Edwards 1996 a7 5115 —_— 90% 062[0.13,290]
Lepine 2000 29/82 30/84 —— 538% 098052, 186]
Maon 1994 2351 26155 —a— 372% 092043, 1971
Subtotal (95% CI) 150 154 - 100.0 % 0.92[0.58, 146 ]
Total events: 56 (Sertraline), 61 (TCAs)
Heterogeneity: Tau? = 00; Chit = 030, df = 2 (P = 0.86); I =00%
Test for overall effect; 7 = 0.36 (P = 0.72)
3 Sertraline vs dothiepin
Daogan 1994 1999 60/108 - 1000 % 0781045, 135 ]
Subtotal (95% CI) 29 108 - 100.0 % 0.78 [ 0.45,1.35]
Total events: 43 (Sertraline). 60 (TCAs)
Heterogeneity: not applicable
Test for overall effect Z = 0.87 (P = 0.38)
4 Sertraline vs imipramine
Baca 2003 38116 58/123 —E 359% 055[0.32,092]
Chen 2001 4445 7144 B 81% 052[0.14, 150 ]
2 10
avours TCAs
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-
HRandom.95% HRandom,?5%
N N sl a
Forlenza 2001 12127 1128 —_— T 116% 124 [042, 3627
Fournier 1997 30154 25/50 I 03% 125 [ 058, 270 ]
Murasaki 1997 45/106 20/48 — 242% 1.03[0.52, 2.06 ]
Subtotal (95% CI) 348 293 - 100.0 % 0.82[0.56, 1.21]
Total events: 129 (Sertraline), 121 (TCAs)
Heterogeneity: Tau? = 004 Chi2 = 491, df = 4 (P = 0.30); I =19%
Test for overall effect: Z = 098 (P = 0.33)
5 Sertraline vs nortriptyline
Bondareff 2000 501105 621105 L 1000 % 063037, 1.09]
Subtotal (95% CI) 105 105 - 100.0 % 0.63[0.37,1.09]

Total events: 50 (Sertraline), 62 (TCASs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.66 (P = 0.098)

s sertraine

Analysis 1.2. Comparison 1 Failure to respond at endpoint (6 - 12 weeks),

Outcome 2 Sertraline versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression

Comparison: 1 Failure to respond at endpoint (6 - 12 weeks)

Outcome: 2 Sertraline versus Heterocyclics

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.
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Study or subgroup Sertraline Heterocyclics Odds Ratio Weight Odds Ratio
H, Random,;i"w%
n/N n/N Cl

I Sertraline vs maprotiline

Li2001 7} ElEr) —a— 1000 % 100 (019, 537 ]
Subtotal (95% CI) 32 32 ———— 100.0 % 1.00[0.19,5.37 ]
Total events: 3 (Sertraline), 3 (Heterocyclics)
Heterogeneity: not applicable
Test for overall effect: Z = 0.0 (P = 1.0)

0l 02 05 1 2 5 10
Fawours sertraline Favours Heterocyclic

Analysis 1.3. Comparison 1 Failure to respond at endpoint (6 - 12 weeks),

Outcome 3 Sertraline versus other SSRIs

Outcome: 3 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 1 Failure to respond at endpoint (6 - 12 weeks)

Study or subgroup Sertraline SSRls 0Odds Ratio Weight Odds Ratio
HRandom95% HRandom95%
n/N /N Cl a
| Sertraline vs citalopram
Elselius 1997 611200 641200 E 3 1000 % 093061, 142]
Subtoral (95% CI) 200 200 - 100.0 % 0.93[0.61, 1.42 ]
Total events: 61 (Sertraline), 64 (SSRis)
Heterogeneity: not applicable
Test for overall effect: Z = 0.32 (P = 0.75)
2 Sertraline vs escitalopram
Alexopoulos 2004 62/138 681136 - 608 % 082[051, 131]
Ventura 2007 33108 29107 —-— 92% 118066, 2141
Subtotal (95% CI) 246 243 - 100.0 % 0.94 [ 0.65,1.37 ]
Total events: 95 (Sertraline), 97 (S5R1s)
Heterogeneity: Tau? = 92.df= | (P =034) P =00%
Test for overall effect Z = 0.31 (P = 0.76)
3 Sertraline vs fluoxetine
Aguglia 1993 17152 30/56 e 82% 0421019092
Bennie 1995 69/142 817144 — 232% 0.74 [ 046, 117 ]
Fava 2000 6/43 9435 38% 047 [0.15, 148 ]
Fava 2002 26196 3592 —— 132% 060033, 112]
Newhouse 2000 3117 350119 —a— 157 % 090 [ 051,159 ]
Sechter 1999 59/118 721120 —a 19.1% 067040, 1117
Suri 2000 19135 78 -_-— 37% 1871 059,594
Van Moffaert 1995 34183 3482 —— 13.1% 098053, 182]
Subtotal (95% CI) 686 666 - 100.0 % 0.73 [ 0.59,0.92]

Total events: 262 (Sertraline), 303 (SSRis)

01 02

Favours sertralive Favours ather SSRls
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Study or subgroup Sertraline SSRls Odds Ratio Weight Qdds Ratio
Hfandom 95% HiRandom5%
n/N /N 8] Cl
Heterogeneity: Tau? = 00: Chi? = 6.89, df = 7 (P = 0.44), 2 =0.0%

Test for overall effect: Z = 2.71 (P = 0:.0067)

4 Sertraline vs fluvoxamine

Rossini 2005 2048 11740 —— 1000 % 188 (077,463 ]
Subtotal (95% CI) 48 40 —— 100.0 % 1.88[0.77, 463 |
Total events: 20 (Sertraling), || (SSRIs)

Heterogeneity: not applicable
Test for overall effect: Z = 138 (P = 0.17)
5 Sertraline vs paroxetine

AbergWistedt 2000 601176 660177 & 367% 0.87 [056, 1.35]

Fava 2000 643 7130 —_— 170% 053[0.16,178]

Fava 2002 26096 30196 —=— 312% 074040, 138]

Zarardi 1996 6124 1622 -— 152% 0.13[ 003,047 ]
Subtotal (95% CI) 339 325 ——r 100.0 % 0.57 [0.30,1.07 ]
Total events: 98 (Sertraline), 121 (SSRls)

Heterogeneity: Tau? = 024; Chi®. = 7.76, df = 3 (P = 005); P =61%

Test for overall effect: Z = 1.75 (P = 0.079)
0102 05 1 2 5 10
avours sertraline Favours other SSRls

Analysis 1.4. Comparison 1 Failure to respond at endpoint (6 - 12 weeks),
Outcome 4 Sertraline versus newer ADs

s1duosnuBlA Joyny sispund OINd edoin3 g

Review: Sertraline versus other antidepressive agents for depression
Comparison: 1 Failure to respond at endpoint (6 - 12 weeks)

Outcome: 4 Sertraline versus newer ADs

s1dLIosNUBIA JouIny sispund JINd 8doin3 g
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Study ar subgroup Sertraline Newer ADs s Ratio Weight Ocds Ratio
HRandom 95% HRandom 95%
N N Juf a
I Sertraline vs buprapion
Colerman 1999 5118 wann - H5% 140 [ 083,235 |
Croft 1999 19 10 —-— 6% 0911053, 1541
Kavoussi 1997 e ann —.— n9% 0991058, 1481
Subtotal (95% CI) 363 364 - 100.0 % 1.08 [ 0.80, 1.47 ]
Total everts: 133 (Sertraline), 127 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi2 = | 47, df = 2 (P = 048); I =0.0%
Test for overall eflect: Z = 051 (P = 061)
2 Sertraline vs hypericum
Brenner 2000 915 a5 —_— 52% 131 (031,558 ]
Davidson 2002 S8/111 700113 —.— 8% 0671039, 1141
Gastpar 2005 B118 S0/123 —— 07 % 090 [054, 1511
Van Gurp 2002 27145 23145 —— 156% 1431062331
Subtotal (95% CI) 289 296 - 100.0 % 0.88 [ 0.63, 1.23 ]
Total events: 139 (Sertraline), 151 (Newer ADs}
Heterogensity: Tau? = 0.0; Chi2 = 260, df = 3 (P = 0:46) I =0.0%
Test for overall efect: Z = 074 (P = 0.46)
3 Sertraline vs mirtazapine
Behnke 2003 56/170 91176 - 551 % 0971062, 152]
Thase 2000 61124 651126 - 43 % 0911055 1491
Subtotal (95% CI) 294 302 - 100.0 % 0.940.68, 132 ]
Total events: |17 (Sertraline), |24 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi2 = 004, df = | (P = 084 I =00%
Test for overal effect: 7 = 0.34 (P = 0.73)
4Sertraline vs moclobernide
Orsel Donbak 1995 [bE 11729 —— 9% 0941033, 263
Sogaard 1999 20100 45097 - 770 % 0841048, 1471
Subtotal (95% CI) 133 126 - 100.0 % 0.86 [ 052, 1.41 ]
Total events: 54 (Sertraling), 56 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi? = 003, df = | (P = 085 ¥ =0.0%
0102 05 1 2 5 10

Favours sertralne  Favours newer ADs
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
HPandom95% HRandom95%
n/N nN Cl Cl
Test for overall effect: Z = 061 (P = 0.54)
5 Sertraline vs nefazodone
Feiger 1996 4182 %078 i 1000% 117[063,217]
Subtotal (95% CI) 82 78 —— 100.0 % 117 [0.63, 2.17 ]
Total events: 41 (Sertraine), 36 (Newer ADs)
Heterogeneity: not appiicable
Test for overal effect; Z = 049 (P = 063)
6 Sertraline v reboretine
Eker 2005 7124 9125 —— 1000% 073[022.243]
Subtotal (95% CI) 24 25 —— 100.0 % 0.73[0.22, 2.43]
Total events: 7 (Sertraline), 9 (Newer ADs)
Heterogeneity: not appiicable
Test for overal effect: Z = 051 (P = 061)
7 Sertraline vs tianeptine
Szadoczky 2002 360109 350103 - 1000 % 096 [054, 170 ]
Subtotal (95% CI) 109 103 - 100.0 % 0.96 [ 0.54, 1.70 ]
Total events: 36 (Sertraline), 35 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.15 (P = 0.88)
8 Sertraline vs trazodone
Munizza 2006 23060 16162 —=— 325% 179 (083,386 ]
Teutsui 1997 651112 571106 - 675% 119 (070,203 ]
Subtotal (95% CI) 172 168 - 100.0 % 1.36 [ 0.87, 2.11 ]
Total events: 88 (Sertraine), 73 (Newer ADs)
Heterogeneity: Tau? = 00; Ch? = 072, df = | (P = 039); P =00%
Test for overal effect: Z = 136 (7 = 0.17)
9 Sertraline vs verlafaxine:
Chen 2001 4145 4144 —_—t 62% 098(023,4.17]
Mehtonen 2000 3172 26175 T 276 % 142 [ 073,277 ]
Oslin 2003 16125 07 E— 81% 040[0.11,144]
Shelton 2006 37182 29078 —— 303% 139 (074,262 )
Sir 2005 2279 28/84 - 27% 082042, 1.60]
Subtotal (95% CI) 303 308 - 100.0 % 1.07 [ 0.74, 1.54 ]
Total events: 111 (Sertraline), 109 (Newer ADs)
Heterogeneity: Tau? = 001; Chi® = 4.25, df =4 (P = 0.
Test for overall effect; Z = 036 (P = 072)
0102 05 1 2 5 10
Favourssertraine Favours newer ADs
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Analysis 2.1. Comparison 2 Failure to respond (at 1 - 4 weeks), Outcome 1

Sertraline versus other SSRIs

Outcome: 1 Sertraline versus other SSRIs

Comparison: 2 Failure to respond (at 1 - 4 weeks)

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline other SSRis Odds Ratio Weight Odds Ratio
¥ M
H.Random,95% HRandom,%5%
N /N Cl Cl
| Sertraline versus fluvoxamine
Rossini 2005 44148 3340 —— 1000 % 233063, 864 )
Subtotal (95% CI) 48 40 —— 100.0 % 2.33 [ 0.63, 8.64 ]
Total events: 44 (Sertraline). 33 (ather SSRls)
Heterogeneity: not applicable
Test for overall effect: Z = 127 (P = 020}
2 Sertraline versus paroxetine
Zanardi 1996 2104 2022 D 1000 % 0.14 [ 001, 280
Subtotal (95% CI) 24 22 — 100.0 % 0.14 [ 0.01, 2.80 ]
Total events: 21 (Sertraline), 22 (other S$RIs)
Heterogeneity: not applicable
Test for overall effect: Z = 129 (P = 020)
01 02 05 1 2 5 0

Favours sertraline Favours SSRIs
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Analysis 2.2. Comparison 2 Failure to respond (at 1 - 4 weeks), Outcome 2

Sertraline versus newer ADs

Comparison: 2 Failure to respond (at 1 - 4 weeks)

Outcome: 2 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup newer ADs Odds Ratio Weight Qdds Ratio
HRandom95% H andom 5%
N a a

1 Sertraline vs bupropion

Kavoussi 1997 8/122 B = 1000 % 0.94 [ 055, 150
Subtotal (95% CI) 122 - 100.0 % 0.94[0.55, 1.60 ]
Total events: 86 (Sertraine), 85 (newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 024 (P = 081)
2 Sertraline vs mirtazapine

Behnke 2003 01176 LB 599% 151 (098,231 ]

Thase 2000 791126 . 40.1 % 125 (074, 2.10]
Subtotal (95% CI) 302 (- 100.0 % 1.40 [ 1.00, 1.94 ]
Total events: 188 (Sertraline), 169 (newer ADs)
Heterogeneity: Tau* = 0.0; ?=00%
Test for overall effect: Z = 198 ]
3 Sertraline versus reboxetine

Quednow 2004 5715 — 1000 % 600[087.4121 ]
Subtotal (95% CI) 15 T — 100.0 % 6.00 [ 0.87, 41.21]
Total events: & (Sertraline), 5 (newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.82 (P = 0.068)
4 Sertraline versus trazodone

Munizza 2006 4562 —— 1000 % 124 (055, 281 ]
Subtotal (95% CI) 62 —— 100.0 % 1.24 (055, 2.81]
Total events: 46 (Sertraling), 45 (newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 052 (P = 0,60}

002 05 5 10
Favours sertraling Favours newer ADs

Analysis 3.1. Comparison 3 Failure to respond (at 16 - 24 weeks), Outcome

1 Sertraline versus TCAs

Outcome: 1 Sertraline versus TCAs

Comparison: 3 Failure to respond (at 16 - 24 weeks)

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline TCAS Odds Ratio Weight Qdds Ratio
HRandom95% H Random,95%
i /N Cl a

I Sertraline versus imiprarmine

Fournier 1997 30/54 25/50 —— 1000 % 125 [ 058, 270]
Subtotal (95% CI) 54 50 — 100.0 % 1.25[0.58,2.70 ]
Total events: 30 (Sertraline), 25 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 057 (P = 0.57)

0102 05 105 00
Favcusseriralne Favours TCAS
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Analysis 3.2. Comparison 3 Failure to respond (at 16 - 24 weeks), Outcome

2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 3 Failure to respond (at 16 - 24 weeks)

Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline other SSRis Odds Ratio Weight Odds Ratio
¥ M
HRandom95% H,Random,95%
N N o] a
| Sertraline versus citalopram
Ekselius 1997 490200 38200 - 1000 % 138 0.86,223 |
Subtotal (95% CI) 200 200 - 100.0 % 1.38 [ 0.86,2.23 ]
Total events: 49 (Sertraline), 38 (cther SSRls)
Heterogeneity: not applicable
Test for overall effect: Z = 1.33 (P = 0.18)
2 Sertraline versus fluoxetine
Boyer 1998 67122 614120 —— 522% 1LI8[071,195]
Sechter 1999 82/118 97/120 — 78% 054[030,098]
Subtotal (95% CI) 240 240 ——— 100.0 % 0.81[0.38,1.74]

Total events: 149 (Sertraline), 158 (other SSRic)

Heterogeneity: Tau? = 0.22; Chi¢ = 380, df = | (P = 0.05); I =74%

Test for overall effect: 7 = 0.54 (P = 0.59)

0102 05 1 2 5 10

Favours sertraline Favours other SSRIs

Analysis 3.3. Comparison 3 Failure to respond (at 16 - 24 weeks), Outcome

3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 3 Failure to respond (at 16 - 24 weeks)

Outcome: 3 Sertraline versus newer ADs
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Study or subgroup Sertraline newer ADs Odds Ratio Weight Odds Ratio
HRandom 5% HRandoms?s
n/N n/N Cl Cl
‘ | Sertraline vs bupropicn
Kavoussi 1997 Y FEnps) - 1000 % 063036, 108
g-l Subtotal (95% CI) 126 122 —— 100.0 % 0.63 [ 0.36, 1.08 ]
—_— Total events: 32 (Sertraline), 43 (newer ADs)
o Heterogeneity: not applicable
U Test for overall effect: Z = 1.68 (P = 0.092)
CD 2 Sertraline versus moclobemide
U Orsel Donbak 1995 1733 1% —— 1000 % 094033, 2631
Z Subtotal (95% CI) 33 29 ————— 100.0 % 0.94[0.33, 2,63 ]
O Total events: 12 (Sertraline), | | (newer ADS)
Heterogeneity: not applicable
-rl Test for overall effect: Z = 0.13 (P = 0.90)
=
>
o 0102 05 1 2 0
D Favours sertraline Favaurs newer ADS
@
w
=
—+
=]
= Analysis 4.1. Comparison 4 Failure to remission at endpoint (6 - 12 weeks),
2 Outcome 1 Sertraline versus TCAs
7
2] Review: Sertraline versus other antidepressive agents for depression
=]
—+
w

Comparison: 4 Failure to remission at endpoint (6 - 12 weeks)

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sertraline TCAs Odds Ratio Weight ©dds Ratio
M-
H,Random,95% H,Random,95%
/N N ol a
I Sertraline vs amitriptyline:
Cohn 1990 1210161 61480 —— 26% 094050, 1.76 ]
Kamijima 1997 73193 59094 — 205% 2I7[ 113,414
Lydiard 1997 95/132 93/131 - 5% 105061, 1.79]
Reimherr 1950 108/149 1024149 —.— 304 % 121 [ 074,200 ]
Subtotal (95% CI) 535 454 ™ 100.0 % 1.24[0.90,1.73 ]
Toul events: 397 (Sertraline), 315 (TCAS)
Heterogeneity: Tau? = 0.03; Chi 3 (P =027y =24%
Test for overall effect: Z = 1.30 (P = 0.19)
2 Setraline vs clomipramine
Lepine 5282 56/84 —— 652% 0.87 [ 046, 164
Moon 1994 38451 41455 —— 348% 100 [ 042, 239
Subtotal (95% CI) 133 139 - 100.0 % 091 [0.54,1.52]
Total events: 30 (Sertraline), 37 (TCAs)
Heterogeneity: Tau? = 0.0; Ch (P = 080); P =00%
Test for overall effect: Z = 0.36 (P = 0.72)
3 Sertraline vs imipramine
Baca 2003 580116 723 —-— 427% 0.60 [0.36, 100
Chen 2001 32045 32044 — 133% 092[037,2.33]
Forlenza 2001 13027 14/28 b 10.0 % 053[032.267]
Fournier 1997 40/54 35/50 T 154% 122[052, 289 ]
Murasaki 1997 781106 36/18 — 185% 093042203 ]
Subtotal (95% CI) 348 293 - 100.0 % 0.80[0.57,1.12]
Totl events: 221 (Sertraline), 194
Heterogeneity: Tau? = 0.0; 248, df =4 (P = 0.65) P =0.0%
Test for overall effect: 28 (P = 020)
4 Sertraline vs dothiepine
Doogan 1994 62199 72108 - 1000 % 084047, 148
Subtotal (95% CI) 99 108 —~— 100.0 % 0.84[0.47, 1.48 ]
Total events: 62 (Sertraline), 72 (TCAs)
Heterogeneity: not applicable
Test for overall effect Z = 0.61 (P = 0.54)
05 2 5 10
ertraline Favours TCAs
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Analysis 4.2. Comparison 4 Failure to remission at endpoint (6 - 12 weeks),

Outcome 2 Sertraline versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression

Comparison: 4 Failure to remission at endpoint (6 - 12 weeks)

Outcome: 2 Sertraline versus Heterocyclics

Study or subgroup Sertralina Heterocyclics Odds Ratio Weight Odds Ratio
HRandom,95% H,Random,95%
/N n/N Cl Cl
| Sertraline vs maprotiine
i 2001 1832 163 —— 1000 % 129048, 344 ]
Subtotal (95% CI) 32 32 —— 100.0 % 1.29 [ 0.48, 3.44 ]

Total events: 18 (Sertraline), |6 (Heteroeyelics)
Heterogeneity: not applicable

Test for overal effect: Z = 0.50 (P = 0.62)

512

510

urs sertraline Favours Heteracyclic
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Analysis 4.3. Comparison 4 Failure to remission at endpoint (6 - 12 weeks),
Outcome 3 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 4 Failure to remission at endpoint (6 - 12 weeks)

Outcome: 3 Sertraline versus other SSRIs

Study or subgroup Sertraline other $SRis Odds Ratio Weight Odds Ratio

M- M-
H Random35% HRandom35%
n/N n/N Cl (o]
1 Sertraline vs escitalopram
Ventura 2007 514108 567107 b 1000 % 081048, 139
Subtotal (95% CI) 108 107 - 100.0 % 0.810.48,1.39 ]

Total events: 51 (Sertraline), 56 (other SSRIs)
Heterogeneity: not applicable:
Test for overall effect: Z = (.75 (P = 0.45)

2 Sertraline vs fluoxetine

Aguglia 1993 35/52 48156 I 118% 045[0.18, 1.10]
Fava 2000 16/43 18/35 T 11.5% 070028, 1.74]
Fava 2002 3996 44192 —.- 270% 075042 133]
Sechter 1999 83/118 94/120 —&r 262% 066036, 1.18]
Suri 2000 21135 8/1& T 73% 188059, 5921
Van Moffaert 1995 6783 64182 —_ 163% 118055 251 ]
Subtotal (95% CI) 427 403 - 100.0 % 0.78 [ 0.57, 1.06 |

Total events: 261 (Sertraline), 272 (other SSRls)
Heterogeneity: Tau? = 001; Chi? = 526,df = 5 (P = 0.39); P =5%
Test for overal effect: Z = 1.56 (P = 0.11)

3 Sertraline vs fluvoxamine

Rossini 2005 248 1240 —— 1000% 215[089,5.19]
Subtotal (95% CI) 48 40 —— 100.0 % 2.15[0.89,5.19]
Total events: 23 (Sertraline), 12 (other SSRIs)

Heterogeneity: not applicable
Test for overall effect: Z = 1.70 (P = 0.090)
4 Sertraline vs paroxetine

Aberg-Wistedt 2000 1180176 11177 - 530% 121 (078, 187

Fava 2000 16/43 1530 e 133% 059023, 1.53]

Fava 2002 909 3% —a— 6% 084048, 1497
Subtotal (95% CI) 315 303 - 100.0 % 0.97 [ 0.68, 1.39 ]

Total events: 173 (Sertraline). 169 (other S3Rls)
Heterogeneity: Tau? = 001; Chi? = 2.24,df = 2 (P = 033); P =11%
Test for overal effect: Z = 0.14 (P = 0.89)

oloe2 05 1 2 5 10

Favours sertraline Favours other SSRIs

Analysis 4.4. Comparison 4 Failure to remission at endpoint (6 - 12 weeks),
Outcome 4 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 4 Failure to remission at endpoint (6 - 12 weeks)

Outcome: 4 Sertraline versus newer ADs
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Study or subgroup Sertraline newer ADs

nN n/N

Odds Ratio Weight

H,Random,95%
Cl

Odds Ratio

H.Random,95%
a

I Sertraline s bupropion

Coleman 1999 87/118 83/122 —— 517% 132[075.231]
Croft 1999 87119 90/120 — 83 % 091 [ 051, 1.62]
Subtotal (95% CI) 237 242 - 100.0 % 1.10 [ 0.74, 1.64 ]
Total events: 174 (Sertraline), |73 (newer ADs)
Heterogeneity: Tau® = 0.0, Chi? = 083, df = | (P = 036); P =0.0%
Test for overall effect: Z = 047 (P = 0.64)
2 Sertraline vs hypericum
Brenner 2000 1315 1215 R 4.1 % 1631023, 11.46 ]
Davidson 2002 85/111 96113 — 307 % 058029, 1.14]
Gastpar 2005 77118 82/123 —— 463% 054 [ 055, 160
Van Gurp 2002 32145 28145 B 190 % 149 (062,361
Subtotal (95% CI) 289 296 - 100.0 % 0.90[0.61,1.35]
Total events: 207 (Sertraline). 218 (newer ADs)
Heterogeneity: Tau? = 0,02 Chi? = 327, df = 3 (P = 0.35);  =8%
Test for overall effect: Z = 049 (P = 0.62)
3 Sertraline vs mirtazapine
Behnke 2003 97/170 1001176 - 612% 101 [ 086, 155]
Thase 2000 89/124 811126 T 388% 141 [ 083,241 ]
Subtotal (95% CI) 294 302 - 100.0 % 1.15 [ 0.82, 1.60]
Total events: 186 (Sertraling), 181 (newer ADs)
Heterogeneity: Tau? = 0.0, Chi2 = 093, df = | (P = 0.34); # =00%
Test for overall effect: Z = 082 (P = 0.41)
4 Sertraline vs moclobemide
Orsel Donbak 1995 21133 19729 — 57% 092032262
Sogaard 1999 65/100 7297 —— 743 % 064035, 119 ]
Subtoral (95% CI) 133 126 - 100.0 % 0.71[0.42,1.20]
Total events: 86 (Sertraline), 91 (newer ADs)
5 10
urs newer ADS
Stucy or subgroup Sertraline newer ADs Odds Ratio Weight Odds Ratio
¥ M
HRandomd5% HRandom 95%
N N o a
Heterageneity: Tau? = 00; ChiZ = 033, df = | (P = 0.56);  =00%
Test for overall effect: Z = 1.29 (P = 0.20)
5 Sertraline vs nefazodone
Feiger 1996 63182 59178 —— 1000 % 107 [052. 221
Subtotal (95% CI) 82 78 — 100.0 % 107 [052, 2,21 ]
Total events: 63 (Sertraline), 59 (newer ADs)
Heterogeneity: not applicable
Test for overall efiect: Z = 0,18 (P = 0.86)
6 Sertraline vs reboxetine:
Fker 2005 16724 11725 —a— 1000 % 255 (080,811 ]
Subtotal (95% CI) 24 25 — 100.0 % 2.55[0.80, 8.11]
Total events: 16 (Sertraline), |1 (newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.58 (P = 0.1 1}
7 Sertraline vs tianeptine
Szadoczky 2002 73109 £8/103 i 1000 % 104 [ 059, 185 ]
Subtotal (95% CI) 109 103 — 100.0 % 1.04 [0.59, 1.85 ]
Total events: 73 (Sertraline), 68 (newer ADs)
Heterogeneity: not applicable
Test for overall eflect: Z = 0,15 (F = 0.88)
8 Sertraline vs trazodone
Munizza 2006 31060 25062 —-— 448 % 158 (077,324 ]
Toutsui 1997 91112 82/106 —m— 552% 113[059. 216
Subtotal (95% CI) 172 168 T 100.0 % 1.32 (081, 2.13 ]
Total events: 120 (Sertraline), 107 {newer ADs)
Heterogeneity: Tau? = 0.0; Chi2 = 046, df = | (P = 0.50); # =00%
Test for overall eflect: Z = 112 (P = 0.26)
9 Sertraline vs venlafaxine
Chen 2001 345 30444 —— 214% 052(037,233)
Shelion 2006 5162 41178 —— 389 % 148 [079, 279 ]
Sir 2005 379 41784 - 397% 071 (038, 133]
Subtotal (95% CI) 206 206 - 100.0 % 1.00 [ 0.63, 1.60 ]
Total events: |15 (Sertraline), 114 (newer ADs)
Heterogeneity: Tau? = 004 Chi? = 2.67,df = 2 (P = 026); P =25%
Test for overall eflect: Z = 001 (P = 099)
0l 02 05 | 2 5 10

Favours seriraline Favours niewer ADs

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



Cipriani et al. Page 112

Analysis 5.1. Comparison 5 Failure to remission (at 1 - 4 weeks), Outcome 1
Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 5 Failure to remission (at 1 - 4 weeks)

Outcome: 1 Sertraline versus other SSRIs

Study or subgroup Sertraline other SSRIs Odds Ratio Weight Odds Ratio

) M-
H,Random,35% HRandom,95%
N N cl a

| Sertraline versus fluoxetine

Suri 2000 28135 1218 — 1000 % 200 [ 055,722 ]
Subtotal (95% CI) 35 18 S 100.0 % 2.00[0.55,7.22]

Total events: 28 (Sertraline}, 12 (other SSRls)
Heterogeneity: not applicable
Test for overal effect: Z = 1.06 (P = 0:29)

2 Sertraline versus fluvoxamine

Rossini 2005 47148 39/40 — 1000 % 121 [007, 1990 ]

Subtotal (95% CI) 48 40 ——— 100.0 % 1.21[0.07, 19.90 ]
Total events: 47 (Sertraling), 3% (other SSRIs)

Heterogeneity: not applicable

Test for overal effect: Z = 0.13 (P = 0:50)

01 02 05 2 5 10

Favours sertraline  Fawours other SSRls
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Analysis 5.2. Comparison 5 Failure to remission (at 1 - 4 weeks), Outcome 2
Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 5 Failure to remission (at 1 - 4 weeks)

Outcome: 2 Sertraline versus newer ADs

Study or subgroup Sertraline newer ADs Odds Ratio Weight Odds Ratio
HRandom95% HRandom 95%
N /N a a
| Sertraline versus mirtazapine
Behnke 2003 146/170 1371176 — 755 % 1.73[ 099,303 ]
Thase 2000 118/124 11126 —— 215% 266 1.00,7.09]
Subtotal (95% CI) 294 302 - 100.0 % 1.92[1.18,3.13]

Total events: 264 (Sertraline), 248 (newer ADs)
Heterogeneity: Tau? = 0.0; Chi2 =055, df = | (P = 0.46); P =0.0%
Test for overall effect: Z = 2.64 (P = 0.0083)

2 Sertraline versus trazodone

Munizza 2006 58/60 55062 + 100:0 % 369073, 1854 ]

Subtotal (95% CI) 60 62 —— 100.0 % 3.69[0.73,18.54 |
Total events: 58 (Sertraline), 55 (newer ACs)

syduosnuelA Joyiny sispun4 DA @doing ¢

Heterogeneity: not applicable

Test for overall effect: Z = 1.59 (P = 0.11)
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Analysis 6.1. Comparison 6 Failure to remission (at 16 - 24 weeks),
Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 6 Failure to remission (at 16 - 24 weeks)

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio

HRandom95% H Random,25%
/N n/N Cl Cl

I Sertraline versus imipramine

Fournier 1997 40054 35/50 B 1000 % 122 052,289 ]
————

Subtotal (95% CI) 54 50
Total events: 40 (Sertraline), 35 (TCAs)

100.0 % 1.22[0.52,2.89]

Heterogeneity: not applicable
Test for overall effect: 7 = 046 (P = 0.64)

01 02 05 2 5 10

Favours sertraline  Favours TCAS

Analysis 6.2. Comparison 6 Failure to remission (at 16 - 24 weeks),
Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 6 Failure to remission (at 16 - 24 weeks)

Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline other SSRIs Odds Ratio Weight Odds Ratio
M- M-

H,Random,95% H,Random.55%
niN n/N Cl Cl

1 Sertraline versus fluoxetine

Sechter 1999 83/118 94/130 i 1000 % 066036, 1187
Subtotal (95% CI) 118 120 — 100.0 % 0.66 [ 0.36, 1.18 ]
Total events: 83 (Sertraling), 94 (other SSRIs)
Heterogeneity: not applicable
Test for overall effect: Z = 141 (P = 0.16)

ol 0z 05 | 2 5 10

Favours sertraline  Favours ther SSRis

Analysis 6.3. Comparison 6 Failure to remission (at 16 - 24 weeks),
Outcome 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 6 Failure to remission (at 16 - 24 weeks)
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Outcome: 3 Sertraline versus newer ADs

Study or subgroup Sertraline newer ADs Odds Ratio Weight Odds Ratio
M .
H,Random,5; H,Random,95%
n/N n/N Cl Cl
| Sertraline versus moclobemnide
Orsel Donbik 1995 2133 19129 —— 1000 % 092[032.262]
Subtotal (95% CI) 33 29 —— 100.0 % 0.92 [0.32,2.62]
Total events: 21 (Sertraline), 19 (newer ADs)
Heterageneity: not applicable
Test for overall effect: Z = 0.15 {P = 0.88)
01 02 05 1 2 s 0

Favours sertraline Favours newer ADs
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Analysis 7.1. Comparison 7 Standardised mean difference at endpoint (6 -

12 weeks), Outcome 1 Sertraline versus TCAs

Outcome: 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 7 Standardised mean difference at endpoint (6 - 12 weeks)

Std. Std.
Mean Mean
Study or subgroup Sertraline TCAs Difference Weight Difference
N Mean(SD) N Mean(SD) N.Random,95% CI WRandom,95% CI
| Sertraline vs amitriptyline
Bersani 1994 3 16(65) 34 16 (6.1) - 72% 00[-048,048 ]
Cohn 1990 121 133 (762) 64 142 (7.62) " 152 % 0.12[-019,042]
Kamijima 1997 80 15.1 (104) 77 103 (84) - 141 % 050[0.19,082]
Lee 1994 25 7.65 (5.17) 23 217 (53) hi 52% -029[-086,028]
Lydiard 1997 19 111 (687) 104 128 (6.83) L] 186% 025[-002,051 ]
Moller 2000 100 -154 (79) 105 -169 (8.1) . 176% 0.19[-009, 046 |
Reimherr 1990 142 11.66 (8.24) 144 1264 (7.97) . 222 % 012[-011,035]
Subtotal (95% CI) 621 551 ) 100.0%  0.18 [ 0.04,0.32]
Heterogeneity: Tau? = 0.01; Chi* = 7.78, df = 6 (P = 025); P =23%
Test for overall effect: Z = 2.60 (P = 0.0093)
2 Sertraline vs clomipramine
Edwards 1996 17 162 (8.3) 15 18 (82) T 11.0% 021 [-048,091]
Lepine 2000 80 123 (88) 82 127 92) ] 562% 004 035,026]
Moon 1994 47 125 (762) 48 11.3 (7.62) L 328% 0.16[-056,025]
Subtotal (95% CI) 144 145 1 100.0 %  -0.05 [ -0.28,0.18 ]
Heterogeneity: Tau? = 0.0; =081, df =2 (P = 067); B =0.0%
Test for overal effect: Z = 045 (P = 0.65)
3 Sertraline vs dothiepin
Doogan 1994 83 -154(1003) 96 -13.1 (10.03) | ] 1000 % -023[-052,007]
Subtotal (95% CI) 83 96 1 100.0 %  -0.23 [-0.52, 0.07 ]
Heterogeneity: not applicable
Test for overall effect: Z = 1.52 (P = 0.13)
4 Sertraline vs imipramine
Chen 2001 45 7(5) 43 7(6) L ] 378% 00[-042, 042 ]
Forlenza 2001 27 1444 (901) 28 1271 9.01) [ 4 235% 0.19[-034,072]
Murasakd 1997 48 13 3) 3 133107 = 387% 020[-061,021]
Subtotal (95% CI) 120 114 1 100.0 %  -0.03 [ -0.29,0.22 ]
Heterogeneity: Tau? = 0.0; ChiZ = 132, df = 2 (P = 052); P =0.0%
Test for overall effect: Z = 025 (P = 0.80)
-10 -5 1] 5 0
Favours sertraline. Favours TCAs.
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Analysis 7.2. Comparison 7 Standardised mean difference at endpoint (6 -
12 weeks), Outcome 2 Sertraline versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression
Comparison: 7 Standardised mean difference at endpoint (6 - 12 weeks)

Outcome: 2 Sertraline versus Heterocyclics

Weight

E) 78 (64) n 69 (63) | 1000% 0.14[035,063]

Subtotal (95% CI) 32 32 * 100.0 % 0.14 [ -0.35, 0.63 |
Heterogeneity: not applicable

Test for overal effect; Z = 056 (P = 0.58)

Analysis 7.3. Comparison 7 Standardised mean difference at endpoint (6 -
12 weeks), Outcome 3 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 7 Standardised mean difference at endpoint (6 - 12 weeks)

Outcome: 3 Sertraline versus other SSRIs
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Std 5td.
Mean Mean
Study or subgroup  Sertraline other SSRis Difference Weight Difference
N Mean(SD) N Mean(SD) WRandom 5% CI MRandom95% CI
I Sertraline versus citalopram
Ekselius 1957 200 11(901) 200 104 (901) ] 713% 007 [0.13,026 ]
Stahl 2000 78 -147 (995) 83 -153(995) . 287% 006 [ 025,037
Subtotal (95% CI) 278 283 | 100.0 %  0.06 [-0.10,0.23 ]
Heterogeneity: Tau® = 0.0; Chi? = 000, df = | (P = 097); P =0.0%
Test for overall effect: Z = 076 (P = 0.44)
2 Sertraline versus escitalopram
Alexopoulos 2004 135 -1673 (108) 131 -1575 (1076) u 558 % 009 [ 033,015
Ventura 2007 107 -184 (931) 104 -19. (5.18) L] 442% 008[-0.19,035 ]
Subtotal (95% CI) 242 235 1 100.0% -0.02 [ -0.20, 0.16 ]
Heterogeneity: Tau? = 0.0; Chi? = 081, df = | (P = 037); P =0.0%
Test for overall effect: Z = 0.19 (P = 0.85)
3 Sertraline versus fluoxetine
Aguglia 1993 8 92 (55) 40 106 (54) < 145 % 025 068,017 ]
Fava 2002 96 81171y 88 873(7.1) w 307 % <009 [0.38,020]
Sechter 1999 88 156 (762) 7 14.6 (7.62) - 8% 013043017
Van Moffaert 1995 82 -108 (7.62) 80 10.2 (7.62) " 27.1% -008[0.3%,023]
Subtotal (95% CI) 314 287 ‘ 100.0 % -0.12 [ -0.28,0.04 ]
Heterogeneity: Ta? = 0.0; Chi? = 052, df = 3 (P = 092); P =0.0%
Test for overall effect: Z = 148 (P = 0.14)
4 Sertraline versus fluvoxamine
Nemeroff 1995 46 1217 (646) 46 1396.(755) = 507 % 025 [ 0.66,0.16 ]
Rossini 2005 45 1127 (11.33) 9 756(1231) L 193% 031[0.12,074]
Subtotal (95% CI) 91 85 T 100.0%  0.03 [ -0.53,0.58 ]
Heterogeneity: Tau? = 0.1 |; Chit = 345, df = | (P = 0.06) P =71%
Test for overall effect: Z = 0.09 (P = 093)
5 Sertraline versus paroxetine
Aberg-Wistedt 2000 176 -169 (10.2) 177 183 (105) | | 100.0 % 013[-0.07,034]
Subtotal (95% CI) 176 177 t 100.0% 0.13 [-0.07,0.34 ]
Heterogeneity: not applicable
Test for overalleffect: Z = 1.27 (P = 021)
e 5 0 5
Fau ertraline Favours other SSRis

Analysis 7.4. Comparison 7 Standardised mean difference at endpoint (6 -
12 weeks), Outcome 4 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 7 Standardised mean difference at endpoint (6 - 12 weeks)

Outcome: 4 Sertraline versus newer ADs
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Std. Std.
Mean Mean
Study or subgroup Sertraline newer ADs Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandom95% CI IVRandom,95% CI
I Sertraline vs bupropien
Coleman 1999 109 -195(146) 118 21 (152) L 324% 0.10[0.16036]
Croft 1999 16 -185(129) 16 -177 (129) L 332% 006 [ -0.32,020]
Kavoussi 1997 122 187 (12.14) 119 -193(1309) = 345% 005[-021,030]
Subtotal (95% CI) 347 353 ! 100.0 %  0.03[-0.12,0.18 ]
Heterogeneity: Tau? = 0.0; Chi? = 0.79, df = 2 (P = 0.68) F =00%
Test for overal effect: Z = 0.37 (P = 0.71)
2 Sertraline vs hypericum
Brenner 2000 15 125 (56) 13 127 (67) - 75% 003077071 ]
Davidson 2002 109 -1053 (7.09) 113 -868 (722 L 374 % 026[-052.001 ]
Gastpar 2005 98 81 (56) 102 83(55) [} 353% 004[ 031,024 ]
an Gurp 2002 43 115 (84) 44 9.4 (83) " 198% 025[-0.17,067]
Subtotal (95% CI) 265 272 + 100.0 % -0.06 [ -0.28, 0.15 ]
Heterogeneity: Tau? = 0.01; Chi? = 4.19, df = 3 (P = 024); I =28%
Test for overal effect: 7 = 0.57 (P = 0.57)
3 Sertraling vs mirtazapine
Behnke 2003 168 147 (7.62) 171 153 (762) L} 584 % 008[-0.13.029]
Thase 2000 124 105 (7.2) 19 87 (76) 416% 024[-001,049 ]
Subtotal (95% CI) 292 290 d 100.0 % 0.15[-0.02,0.31]
Heterogeneity: Tau? = 0.0; Chi2 = 095, df = | (P = 0.33); ¥ =00%
Test for overal effect: Z = 1.77 (P = 0.077)
4 Sertraline vs moclobemide
Orsel Donbak 1995 28 86 (1.7) 271052 (94) = 242 % 022075031 ]
Sogaard 1999 89 145(119) 83 16l (113) ] 758% 014 [-044,0.16 ]
Subtotal (95% CI) 17 110 i 100.0 % -0.16 [ -0.42, 0.10]
Heterogeneity: Tau? = 0.0; Chi? = 0.07, df = | (P = 0.79); ¥ =00%
Test for overall effect: Z = 1.18 (P = 0.24)
050 s 00
Favours sertraline Favours newer ADs
Std, Std,
Mean Mean
Study or subgroup Sertraline newer ADs Difference Weight Difference
N Mean (SD) N Mean(SD) IV,Random,95% CI IV,Randem,95% CI
5 Sertraline vs nefazodone
Feiger 1996 7 117759 71 117 (75% = 1000 % 00[-033,033]
Subtotal (95% CI) 72 71 ! 100.0 % 0.0 [-0.33,0.33]
Heterogeneity: not applicable
Test for overall effect: Z = 0.0 (P = 1.0)
6 Sertraline vs reboxetine
Eker 2005 21 7.76 (289) 20 655 (523) 1000 % 028[-033.090]
Subtotal (95% CI) 21 20 Id 100.0 %  0.28 [-0.33,0.90]
Heterogeneity: not applicable
Test for overall effect: Z = 090 (P = 037}
7 Sertraline vs tianeptine
Szadoczky 2002 109 158(107) 103 148 (9.4) | 1000 % 0.10[-017.037]
Subtotal (95% CI) 109 103 1 100.0 %  0.10 [-0.17,0.37 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 047}
8 Sertraline vs trazodone
Munizza 2006 59 95 (6.29) 62 856 (732) 399 % 0.13[-023,049 ]
Tsutsui 1997 Bl 13(92) 92 127 (9) [ ] 401 % 003[-026,032]
Subtotal (95% CI) 149 154 ! 100.0 %  0.07 [-0.15, 0.30]
Heterogeneity: Tau> = 0.0; Chi2 = 0.17, df = | (P = 0.68);, ¥ =00%
Test for overall effect: Z = 0.63 (P = 0.53)
9 Sertraline vs venlafaxine
Chen 2001 45 7 () 43 65 . 239 % 020(-022,062 ]
Oslin 2003 25 122 (5.1) 7 157 (6.2) - 185% 060 [-1.16,-005 ]
Shelton 2006 8 108 (64) 7% 97 (64) L] 288 % 0.17 [ 0.14,048 ]
Sir 2005 79159 (604) 79 -143 (504) L 288% 026 [ 058,005 ]
Subtotal (95% CI) 231 225 1 100.0 % -0.09 [ -0.42, 0.24 ]

Heterogeneity: Tau? = 0.07; Chi2 = 885, = 3 (P = 003); P =66%
Test for overall effect; Z = 0:54 (P = 059)

G0 s

Favours sertraline

5 ]

Favours newer ADs

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Page 117



syduiosnuel Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispun4 DA @doing ¢

Cipriani et al. Page 118

Analysis 8.1. Comparison 8 Standardised mean difference (at 1 - 4 weeks),
Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 8 Standardised mean difference (at 1 - 4 weeks)

Outcome: 1 Sertraline versus TCAs

Std. Std,
Mean Mean
Study or subgroup Sertraline TCAs Difference Weight Difference
N Mean(SD) N Mean(SD) VRandom,25% CI VRandom,95% CI
I Sertraline vs imips
Chen 45 15(9) 43 16 (8) | 1000 % 012[-053,030]
Subtotal (95% CI) 45 43 1 100.0 %  -0.12[-0.53,0.30]
Heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
10 ] 50
Favours TCAS

Analysis 8.2. Comparison 8 Standardised mean difference (at 1 - 4 weeks),
Outcome 2 Sertraline versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression
Comparison: 8 Standardised mean difference (at 1 - 4 weeks)

Outcome: 2 Sertraline versus Heterocyclics

std Std
Mean Mean
Study or subgroup  Sertraline Heterocyclics Difference Weight Difference
N Mean(SD) N Mean(SD) NVRandom95% Cl VRandom,95% C1

| Sertraline vs maprotiline
Li 2001 3 202058 2 19.6 (48) u 1000% 030[-020.079]
Subtotal (95% CI) 32 32 e 100.0% 0.30 [ -0.20,0.79 ]

Heterogeneity: not applicable
Test for overall effect: Z = 118 (P = 0.24)

Analysis 8.3. Comparison 8 Standardised mean difference (at 1 - 4 weeks),
Outcome 3 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 8 Standardised mean difference (at 1 - 4 weeks)

Outcome: 3 Sertraline versus other SSRIs
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Std. Std.
Mean Mean
Study o subgroup Sertraline other SRl Difference Weight Difference
N Mean(SD) N Mean(SD) IV Random95% CI IWRandom95% CI
I Sertraline versus fluvoxamine
Rossini 2005 45 215(5.1) 39 214 (599) = 1000 % 002[-041,045]
Subtotal (95% CI) 45 39 * 100.0 % 0.02 [-0.41, 0.45 |
Heterogeneity: not applicable
Test for overall effect: Z = 0.08 (P = 093)
0 5 0 [}
Fauours sertraine Favours other SSRs

Page 119

Analysis 8.4. Comparison 8 Standardised mean difference (at 1 - 4 weeks),

Outcome 4 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 8 Standardised mean difference (at 1 - 4 weeks)

Outcome: 4 Sertraline versus newer ADs

Stdl Std
Mean Mean
Study or subgroup Sertraline newer ADs Difference Weight Difference
N Mean(SD) N Mean(SD) V,Random,95% CI IV,Random,95% C|
I Sertraline vs buprapion
Kavoussi 1997 122 112 (11.04) 119 -112(109) | | 1000 % 00[ 025 025]
Subtotal (95% CI) 122 119 ? 100.0 % 0.0[-0.25,0.25]
Heterogeneity: not applicable
Test for overall effect: Z = 0.0 (P = 1.0)
2 Sertraline vs reboxetine
Eker 2005 20 2071 9) 20 2215 (365) ] 548 % 043[-105,0.19]
Quednow 2004 8 15 (3.74) 15 1053 (84) = 452 % 050 [ 028, 148 |
Subtotal (95% CI) 29 35 -* 100.0 % 0.04 [-0.97,1.04 ]
Heterogeneity: Tau? = 0.38; Chi2 = 351, df = | (P = 0.06); * =72%
Test for overall effect: Z = 0.07 (P = 094)
3 Sertraline vs venlafaxine
Chen 2001 45 15(9) 43 15 (6) = 1000 % 00[-042,042]
Subtotal (95% CI) 45 43 t 1000 % 0.0 [-0.42,0.42 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.0 (P = 1.0)
0 5 0o 5
Favours sertraline Favours newer ADs

Analysis 9.1. Comparison 9 Standardised mean difference (at 12 - 24

weeks), Outcome 1 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 9 Standardised mean difference (at 12 - 24 weeks)

Outcome: 1 Sertraline versus other SSRIs

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



Cipriani et al. Page 120

Std Std
Mean Mean
Study or subgroup  Sertraline other SSRs Difference Weight Difference
N Mean(SD) N Mean(sD) MRandom,95% CI MRandom,95% CI
| Sertraline versus fluoxeting
Sechter 1999 88 -156 (762) 79 -146 (762) | 1000 % 013[043.017]
Subtotal (95% CI) 88 79 1 100.0 % -0.13 [ -0.43,0.17 ]
Heterogeneity: not applicable
Test for overall effect: 7 = 0:84 (P = 0.40)
2 Sertraline versus paroxetine
Aberg Wistedt 2000 176205 (11.3) 177204 (123) | 1000 % Q01 [022.020]
Subtotal (95% CI) 176 177 t 100.0 % -0.01[-0.22,0.20 ]

Heterogeneity: not applicable
Test for overall effect: Z = 008 (P = 0.94)

Favours sertraline Favor

Analysis 9.2. Comparison 9 Standardised mean difference (at 12 - 24
weeks), Outcome 2 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 9 Standardised mean difference (at 12 - 24 weeks)

syduiosnuel Joyiny sispun4 JINd adoin3 ¢

Outcome: 2 Sertraline versus newer ADs

Std Std
Mean Mean
Study or subgroup  Sertraline newer ADs Difference Weight Difference
N Mean(SD) N Mean(SD) IV Random 95% CI IViRandomg5% CI
I Sertsaline vs bupropion
Kavoussi 1997 122208 (1325) 119 -196 (1309) | 1000 % 009 [-034.0.16]
Subtotal (95% CI) 122 119 L 100.0 % -0.09 [ -0.34, 0.16 ]
Heterogeneity: not applicable
Test for overal effect: Z = 0.70 (P = 0.48)
2 Sertraline versus moclobemide
Orsel Denbak 1995 8 86 (77 27 1052(94) | 1000 % 022075031
Subtotal (95% CI) 28 27 * 100.0 % -0.22 [ -0.75, 0.31 ]
Heterogeneity: not applicable
Test for overall effect: Z = 082 (P = 041)
a0 s 0 5 0
Favours sertraline Favours newer ADs

Analysis 10.1. Comparison 10 Failure to complete (any cause), Outcome 1
Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 10 Failure to complete (any cause)

syduosnuelA Joyiny sispun4 DA @doing ¢

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-

HRandom95% HRandom 5%
N N ol a

| Sertraline vs amitriptyline

Bersani 1994 3134 4134 —_—T 2% 073015 352]
Cohn 1930 790161 41780 —— 186 % 092 [ 054, 1.57]
Hegerl 1997 1781 1579 - 89 % 1.13[052,246]
Kamnijima 1997 51093 42194 T 16.1 % 1.50 [ 0.84, 268 ]
Lydiard 1997 36132 507131 —=— 198 % 061 [036,1.02]
Moller 2000 141116 161124 " 9.1% 093043, 1.99 ]
Reimherr 1990 514149 631149 —— 253% 0.95 [ 040, 1.50]
Subtotal (95% CI) 766 691 - 100.0 % 0.94[0.74,1.18]

Total events: 26| (Sertraline), 231 (TCAs)
59,df = 6 (P = 047); # =0.0%
Test for overal effect: Z = 0.56 (P = 0.58)

Heterogeneity: Tau? = 0.0; Chil

2 Setraline vs clomipramine

Lepine 2000 13/82 19/84 — 712% 064029, 141 ]
Moo 1994 U5 1055 — 288 % 038[011,1.31]
Subtotal (95% CI) 133 139 — 100.0 % 0.55[0.29,1.07 ]

Total events: 17 (Sertraline), 2% (TCAs)
Heterogeneity: Tau? = 0.0; Chi? = 049, df = | (P = 0:48), P =0.0%
Test for overall effect: Z = 1.75 (P = 0.080)

3 Setraline vs desimipramine

Ravindran 1995 15140 17137 —— 1000% 071 (028,175 ]
Subtotal (95% CI) 40 37 ———— 100.0 % 0.71[0.28,1.75]
Total events: 15 (Sertraline), |7 (TCAS)

Heterogeneity: not applicable
Test for overall effect; Z = 075 (P = 045)
A Sertraline versus dothiepin

Doogan 1994 16/99 12/108 —— 1000 % 154 [ 069, 345 ]
Subtotal (95% CI) 99 108 ——— 100.0 % 1.54[0.69,3.45]
Total events: 16 (Sertraline). 12 (TCAs)

Heterogeneity: not applicable
Test for overall effect; Z = 106 (P = 0.29)
01 02 05 2 5 10
Favows sertraine  Favours TCAs
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
™ M-
HRandom 95% H Random95%
n/N n/N (e Cl
5 Sertraline s imipramine
Baca 2003 2116 45123 —-— 1% 043[024,077]
Chen 2001 025 1144 —_— 18% 032[001,8041
Forlenza 2001 8n7 1378 —— 130% 049016, 148
Fournier 1997 28754 2350 —-— 234% 126 [ 058,273 ]
Murasaki 1997 45/106 26048 — 277 % 0.62[031, 1.24]
Subtotal (95% CI) 348 293 - 100.0 % 0.62 [ 0.40, 096 |
Total events: 104 (Sertraling), 108 (TCAS)
Heterogeneity: Tau? = 005 Chi? = 5.15, df = 4 (P = 0.27): F =22%
Test for overall effect: 7 = 2.16 (P = 0.031)
6 Sertraline vs nortriptyline
Bondareff 2000 31105 350105 - 1000% 084047, 1501
Subtotal (95% CI) 105 105 —— 100.0 % 0.84[0.47,1.50]
Total events: 31 (Sertraline), 35 (TCAs)
Heterogeneity: not applicable
Test for overal effect Z = 0.59 (P = 0.55)
0l 02 05 2 5 10
Favours sertraline Favours TCAs

Analysis 10.2. Comparison 10 Failure to complete (any cause), Outcome 2
Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 10 Failure to complete (any cause)
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Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline other S5Ris Odds Ratio Weight Odds Ratio
M

H Randa % H,Random,95%
n/N /N Cl

| Sertraline versus citalopram

Ekselius 1997 550200 371200 i 530% 167 1.04.2.68 ]

Stahl 2000 60/108 607107 —i— 470 % 098057, 168]
Subtotal (95% CI) 308 307 -— 100.0 % 1.30[0.77,2.19 ]
Total events: |15 (Sertraline). 97 (ather SSRIs)

08; Chi*
Test for overall effect: Z = 0.98

Heterogeneity: Tau?

2 Sertraline versus escitalopram

Alexopoulos 2004 25/138 281136 —— €0.1 % 085 [ 0.47, 1.56 ]
Ventura 2007 15/108 197107 — 99 % 075036, 156 ]
Subtotal (95% CI) 246 243 - 100.0 % 0.81[0.51,1.29]

Total events: 40 (Sertraline), 47 (other 53Rls)
Chi2 =008, df = | (P =078); ¥ =00%

089 (P =0.37)

Heterogeneity: Tat

Test for overall efiect: Z

3 Sertraline versus fluoxetine
Aguglia 1993 17152 31156 - 104 % 039[0.18,086 ]
Bennie 1995 24/142 737194 —— 148 % 1,07 [057,200]
Boyer 1998 6122 5/120  — 48% 119 (035,401 ]
Fava 2000 10743 16135 — 72% 036[0.14,095]
Fava 2002 2619 29192 e 146 % 081 (043,151
Newhouse 2000 37117 39119 —— 179 % 095 [ 055, 1.64]
Sechter 1999 30118 417120 - 173% 066038, 115
Suri 2000 9135 218 s — 27% 277053, 1448
Van Moffaert 1995 14/83 16/82 B 102% 084038, 1.85 ]

Subtoral (95% CI) 808 786 - 100.0 % 0.77[0.58,1.02 ]

Total events: 173 (Sertraline), 202 (other SSRIs)
Heterogeneity: Tau* = 0.04; Chi* = 1001, df = 8 (P = 0.26); I* =20%
Test for overall effect: Z = 1.80 (P = 0.072)
4 Sertraline versus fluvoxamine
Nemeroff 1995 7148 1849 —— 618% 029 [0.11,079]

Favours sertraine Fauours other SSRis

Study or subgroup Sertraline other SSRis Odds Ratio Weight Odds Ratio
M- M-

H Random 5% H.Random,95%
N N cl [e]
Rossini 2005 3/48 1440 I e 382% 260[026,2602]
Subtotal (95% CI) 92 89 e — 100.0 % 0.68 [ 0.08, 5.43 ]

Total events: 10 (Sertraline), 19 (other S5Rls)
Heterogeneity: Tau? = .57, Chi? = 292, df = | (P = 0.09);  =66%
(=071

Test for overall effect: Z = 0.3

5 Sertraling versus paroxetine

Aberg-Wistedt 2000 64176 611177 —a— 381 % 109 [0.70, 168 ]
Fava 2000 10/43 13/30 — 235% 040 [0.14,109]
Fava 2002 26096 2996 — 331% 086 [046, 151]
Zanardi 1996 0124 9122 — 53% 003 [ 0.00,054]
Subtotal (95% CI) 339 325 ——— 100.0 % 0.65[0.32, 1.34 ]

Total events: 100 (Sertraling), |12 (other SSRIs)
874,df =3 (P =003); P =66%
.25)

Heterogeneity: Tau? =

Test for overall effect: Z = 1,16 (|

0l 02 05 I 2 5 10

Favours sertraine  Favours other 35s

Analysis 10.3. Comparison 10 Failure to complete (any cause), Outcome 3
Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 10 Failure to complete (any cause)

Outcome: 3 Sertraline versus newer ADs
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Study or subgroup Sertraline newer ADs Odds Ratio Weight Odds Ratio
[ M-

HRandom35% HRandomd5%
N n/N Cl (o]

| Sertraline vs bupropicn

Colemnan 1999 43116 2772 —— 315% 202[ 114,356
Croft 1999 9119 36/120 —— 338% 114066, 197
Kavoussi 1997 43/126 35122 i i 8% 1290075221 ]
Subtotal (95% CI) 363 364 - 100.0 % 1.42[1.02,1.99]
Total events: 125 (Sertraline). 98 (newer ADs)
Heterogeneity: Tau? = 001; Chi? = 222, df = 2 (P = 0.33); P =10%
Test for overall effect: Z = 2.06 (P = 0.039)
2 Sertraline vs hypericum
Brenner 2000 315 5 B 57% 029 [ 006, 145]
Davidson 2002 32111 3113 —.— 441 % 107 [ 060, 192
Gastpar 2005 19/118 171123 —a— 298% 120 [ 059, 243 ]
Van Gurp 2002 17145 16445 — 204 % 110 [ 047, 259 ]
Subtotal (95% CI) 289 296 - 100.0 % 1.03 [0.70, 1.52]
Total events: 71 (Sertraline), 71 (newer ADs)
Heterogeneity: Tau? = 00; Chi? = 262, df = 3 (P = 045); ¥ =00%
Test for overall effect: Z = 0.16 (P = 0.87)
3 Sertraline vs mirtazapine
Behnke 2003 31170 4176 —- 51.1% 073044, 1.24]
Thase 2000 34/124 47126 —— 489 % 063[037,108]
Subtotal (95% CI) 294 302 - 100.0 % 0.68 [ 0.47,0.99]
Total events: 65 (Sertraling), 88 (newer ADs)
Heterogeneity: Tau? = 00; Chi? = 015, df = I (P = 0.70); ¥ =00%
Test for overall effect: Z = 199 (P = 0.047)
4 Sertraline vs mocloberide
Orsel Donbak 1995 14133 1229 — 375 % 1.04 [ 038, 287 ]
Sogaard 1999 17/100 13197 —— 625% 132 [ 060,290
Subtotal (95% CI) 133 126 —— 100.0 % 1.21 [ 0.65, 2.25 ]
Total events: 31 (Sertraline), 25 (newer ADs}
Heterogeneity: Tau* = 00; Chi2 = 0,13, df = | (P = 0.72); P =00%
Test for overall effect: Z = 0.61 (P = 0.54)
0102 05 1 2 5 10

Favours sertralive  Favours newer ADs
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Total events: 49 (Sertraling), 70 (newer ADs)

Study or subgroup Sertraline newer ADs Odds Ratio Weight Odds Ratio
HRandom95% HRandom 5%
N N o a
5 Sertraline vs nefazodone
Feiger 1996 2082 26178 - 1000 % 115 (060,221
Subtotal (95% CI) 82 78 —— 100.0 % 1.15 [ 0.60, 2.21 ]
Total events: 30 (Sertraline), 26 (newer ADs)
Heterogeneity: not applicable
m Test for overall effect; Z = 043 (P = 0:67)
E 6 Sertraline vs reboxetine
o Eker 2005 324 55 —a 1000 % 057 [0.12.271]
=) Subtotal (95% CI) 24 25 ——— 1000 % 0.57 0,12, 2.71]
D Total events: 3 (Sertraline), 5 (newer ADs)
o Heterogeneity: not applicable
Test for overall effect; Z = 0.70 (P = 048)
< T —
O Szadoczky 2002 144109 12103 —— 1000 % 112 [ 049, 254
n Subtotal (95% CI) 109 103 —— 100.0 % 1.12 [ 0.49, 2.54]
c Total events: 14 (Sertraling), 12 (newer ADs)
S Heterogeneity: not applicable
o Test for overalleffect: Z = 0.26 (P = 0.79)
(-D 8 Sertraline vs trazodane
a Munizza 2006 8/60 5162 —— 174% 175 [054,5.70]
Toutsui 1997 0 41108 - 826% 123[072.212]
> Subtotal (95% CI) 172 168 - 100.0 % 1.31[0.80, 2.14]
(= Total events: 57 (Sertraline), 46 (newer ADs)
= Heterogeneity: Tau? = 0 028,df= 1 (P =059 F =00%
o Test for overall effect; Z = 1.08 (P = 0.28)
=3 9 Sertraline vs venlafaxine
Z Chen 2001 05 1144 56% 032[001,804]
> Mehtanen 2000 1272 1675 —— 248% 074032 169]
S Oslin 2003 525 1707 -— 189 % 0.15[004,051]
(% Shelton 2006 19/82 178 —— 249 % 184081, 4.16]
(@) Sir 2005 1379 25084 - 258% 06[022,099]
=
_5' Subtotal (95% CI) 303 308 - 100.0 % 058 [0.25, 1.34 ]
—+
w

Heterogeneity: Tau? = 0.56; Chi =4 (P=001)1? =68%

Test for overall effect: 7 = 1.28 (f

Favours newer ADs

Analysis 11.1. Comparison 11 Failure to complete (due to inefficacy),

s1dLIosNUBIA JouIny sispund JINd 8doin3 g

Outcome 1 Sertraline versus TCAs

Outcome: 1 Sertraline versus TCAs

Comparison: 11 Failure to complete (due to inefficacy)

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline TCAs Odds Ratic Weight Oxdds Ratia
b |Randonrj,;i5%
n/N /N Cl
| Sertraline vs amitriptyline
Bersani 1994 0/34 234 D E— 24 % 0.19[001,407]
Cohn 1990 11161 7/80 —— 233% 076[0.28,205 ]
Hegerl 1997 7i81 79 - 11.8% 240[0.60,962]
Kamijima 1957 11193 5/94 T 188 % 239[0.80,717]
Lydiard 1997 9132 5131 T 18.1% 1.84 060, 566 |
Moller 2000 e U124 T 39% 0.53[0.05593]
Reimherr 1990 117149 6149 T 218% 1.90[ 068,528 ]
Subrtotal (95% CI) 766 691 ™ 100.0 % 1.48[0.92,2.38]

Total everts: 50 (Sertralin

(TCAS)
Heterogeneity: Tau? = 0.0; Chi2 = 571, df = 6 (P = 0.46); I =0.0%
Test for overall effect Z = 160 (P = 0.11)

“hi

2 Setraline vs clomipramine

Lepine 2000 1782 1784 — 1000 % 102 1006, 16.66 1

Subtotal (95% CI) 82 84 R —— 100.0 % 1.02 [ 0.06, 16.66 ]
Total events: | (Sertraline), | (TCAs)

Heterogeneity: not applicable

Test for overall effect: Z = 002 (P = 099)

3 Sertraline vs imipramine

Fournier 1997 5/54 650 — S514% 0.75(021,262]
Murasaki 1997 5/106 5/48 — 486% 04310121551
Subrtotal (95% CI) 160 98 e 100.0 % 0.57[0.23,1.40]

Total events: 10 (Sertraling), |1 (TCAs)
Heterogeneity: Tau? = 0.0; Chi? =038, df = | (P = 0.54); I =0.0%
Test for overal effect Z = 1.23 (P = 0.22)
4 Sertraline vs nortriptyline
Bondarefl 2000 11105 11105 — 1000 % 100 (006, 1620 ]
Subtotal (95% CI) 105 105 e ——— 100.0 % 1.00 [ 0.06, 16.20 ]
Total events: | (Sertraline), | (TCAs)
Heterogeneity: not applicable
Test for overall effect Z = 00 (P = 1.0)

15 o

Favours TCAs

Analysis 11.2. Comparison 11 Failure to complete (due to inefficacy),
Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 11 Failure to complete (due to inefficacy)

Outcome: 2 Sertraline versus other SSRIs
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Study or subgroup Sertraline other SSRIs QOdds Ratio Weight Odds Ratio
H,Randem,35% H&muomés%
n/N /N Cl Cl
| Sertraline versus citalopram
Ekselivs 1997 47200 21200 —— 1000% 202[037,11.16]
Subtotal (95% CI) 200 200 T——— 100.0 % 2.02[0.37,11.16]
Total events: 4 (Sertraline), 2 (other SSRIs})
Heterogeneity: not applicable
Test for overall effect: Z = 0.81 (P = 0.42)
2 Sertraline versus escitalopram
Alexopoulos 2004 11138 3136 —— 1000 % 032003, 315
Ventura 2007 0/108 ono7 Mot estimable
Subtoral (95% CI) 246 243 —1— 100.0 % 0.32[0.03,3.15]
Total events: | (Sertraine), 3 (other SSRis)
Heterogeneity: not applicable
Test for overall effect: 7 = 0.57 (P = 0.33)
3 Sertraline versus fluoxetine
Aguglia 1993 5/52 11456 — 176% 044 [0.14,135]
Bennie 1995 4142 4144 s 114% 101025 4.14]
Fava 2000 1143 035 21% 251 [0.10,6344 1
Fava 2002 996 5/92 I 176 % 180 [ 058,559
Newhouse 2000 37 519 — 1 107 % 060 [0.14, 257 ]
Sechter 1999 16/118 16/120 —— 406 % 1.02[048.2.15]
Subtotal (95% CI) 568 566 - 100.0 % 0.93 [ 0.58, 1.50 ]
Total events: 38 (Sertraline), 41 (other SSRls)
Heterogeneity: Tau? = 0.0; Chi? = 381, df = 5 (P = 0.58) P =0.0%
Test for overal effect: Z = 0.28 (P = 0.78)
4 Sertraline versus fluvoxamine
Nemeroff 1995 0/48 2449 - 1000 % 020[001,419]
Rossini 2005 0/48 040 Mot estimable:
Subtoral (95% CI) 96 89 R —— 100.0 % 0.20 [ 0.01, 4.19]
Study or subgroup Sertraline other SSRls Odds Ratio Weight Odds Ratio
HRandom 5% HRandom95%
niN /N Cl (=]
Total events: 0 (Sertraiine), 2 (other S5Ris)
Heterogeneity: not applicable
Test for overall effect; Z = 1.04 (P = 0.30)
5 Sertraline versus paroxetine
Fava 2000 1143 1130 —_—— 139 % 069 [0.04, 1149 ]
Fava 2002 996 5/96 —— 86.1 % 188 (061,584 ]
Zanardi 1996 024 022 Not estimable
Subtotal (95% CI) 163 148 ———— 100.0 % 1.64 [ 0.57, 4.68 ]
Total events: 10 (Sertraline), & (other SSRIs)

Heterogeneity: Tau? = 0, 042.df=1 (P=0

Test for overall effect: Z = 0.92 (P = 0.36)

Analysis 11.3. Comparison 11 Failure to complete (due to inefficacy),

Outcome 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 11 Failure to complete (due to inefficacy)

Outcome: 3 Sertraline versus newer ADs
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Study or subgroup Sertraline newer ADs Odds Ratio Weight Odds Ratic
HRandom,95% HRandom95%
niN n/N Cl Cl
| Sertraline vs bupropion
Coleman 1999 7118 4122 — 366% 186 [0.53,6.53 ]
Croft 1999 24119 2120 I — 148 % 101 [0.14,728]
Kavoussi 1997 61126 81122 —— 484 % 071[024,2.12]
Subtotal (95% CI) 363 364 —— 100.0 % 1.07 [ 0.50, 2.28 ]
Total events: |5 (Sertraline), 14 (newer ADs)
Heterogeneity: Tai? = 0.; Chiz
Test for overall effect: Z = 0,16
2 Sertraline vs hypericum
Davidson 2002 il 6113 — 749% 120 (039, 369 1
Gastpar 2005 o N2 — . 92% 034 (001,854 ]
Van Gurp 2002 1145 2445 — 159 % 049 [0.04,559 ]
Subtotal (95% CI) 274 281 ———— 100.0 % 0.93 [ 0.35, 245 ]
Total events: 8 (Sertraline), % (newer ADs)
Heterogeneity: Tau? = 0.0; Ch* = 084, of =
Test for overalleffect; Z = 0.15 (P = 0.88)
3 Sertraline vs moclobemide
Sogaard 1999 3/100 897 —— 1000 % 034009, 134
Subtotal (95% CI) 100 97 ——— 100.0 % 0.34 [ 0.09,1.34 ]
Total events: 3 (Sertraline), 8 (newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = .54 (P = 0.12)
4 Sertraline vs nefazodone
Feiger 1996 282 0678 — 1000% 488023, 10318 ]
Subtotal (95% CI) 82 78 T — 100.0 % 4.88 [ 0.23, 103.18 |
Total events: 2 (Sertraline), 0 (newer ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 1.02 (P = 031)
5 Sertraline ws reboxetine
Eker 2005 024 1125 '—-7 1000 % 033[001,859]
Subtotal (95% CI) 2% 25 — 100.0 % 0.33 [ 0.01,8.59 ]
Study or subgroup Sertraline newer ADs Odds Ratio Weight Qdds Ratio
e X
HAandom95% HiRandom,95%
n/N n/N Cl Cl
Total events: O (Sertraline), | (newer ADs)
Heterogeneity: not applicable
Test for overall effect Z = 0,66 (P = 051)
6 Sertraline vs tianeptine
Stadocky 2002 1109 3103 —— 1000% 062 (010,381
Subtotal (95% CI) 109 103 —— 100.0 % 0.62[0.10, 3.81]
Total events: 2 (Sertraline), 3 (newer ADs)
Heterogeneity: not applicable
Test for overal effect; 2 = 051 (P = 061)
7 Sertraline vs trazodone
Munizza 2006 060 1162 —— 103 % 034[001,848]
Tsutsui 1997 6112 8/106 —— BIT % 0.69[023,207]
Subtotal (95% CI) 172 168 —— 100.0 % 0.640.23, 1.81]
Total events: 6 (Sertraline), 9 (newer ADs)
Heterogeneity: Tau? = 0.0; Chi2 = 0.17, df = | (P = 068); P =00%
Test for overall effect; Z = 0.83 (P = 0.40)
8 Sertraline vs venlafaxine
Mehtonen 2000 472 675 + 100.0 % 068 [0.18, 250]
Subtotal (95% CI) 72 75 ———— 100.0 % 0.68[0.18,2.50]
Total events: 4 (Sertraline), 6 (newer ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 0.59 (P = 0.56)
0102 05 | 2 5 1o
Favours sertraine  Fauours newer AD

Analysis 12.1. Comparison 12 Failure to complete (due to side effects),

Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
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Comparison: 12 Failure to complete (due to side effects)

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAs Qdds Ratio Weight Odds Ratio
M- M-

HRandom95% HRandom5%
N /N Cl Cl

I Sertraline vs amitriptyine

Bersani 1994 0/34 1434 N 09 % 032[001,823]
Cohn 1990 9N6| 28/80 —&— 286 % 081 [ 046, 1.44]
Hegerl 1997 5/81 479 L 5.0 % 12310324771
Karnijima 1997 10/93 15/94 -1 126 % 063027, 1.50]
Lydiard 1997 13132 24131 — 17.7 % 049 [ 024, 1.00]
Moller 2000 5116 8124 e 70% 065[021,206]
Reimherr 1990 261149 307149 - 281 % 092052 1.63]
Subtotal (95% CI) 766 691 - 100.0 % 0.74[0.55,1.01]

Total events: | 10 (Sertraline). |10 (TCAs)
Heterogeneity: Tau? = 0.0; ChiZ =290, df = 6 (P = 0.82); B =00%
Test for overall effect: Z = 1.21 (P = 0055)

2 Setraline vs clomipramine

Behan 1995 320 220 e e —— 175% 159024, 1070 ]
Edwards 1996 U7 1415 B 11.0% 1.87[0.15,2294 ]
Lepine 2000 9/82 14/84 — 478 % 062 [ 025 1.52]
Moon 1994 251 10455 - 37 % 0.18[ 004,088 ]
Subtotal (95% CI) 170 174 ——— 100.0 % 0.62[0.25,1.49]

Total events: 16 (Sertraling), 27 (TCAS)
Heterogeneity: Ta? =021 Chi2 = 400, df = 3 (P = 0.26); P =25%
Test for overall effect: Z = 107 (P = 028)

s1duosnuBlA Joyny sispund OINd edoin3 g

3 Setraline vs desimipramine

s1dLIosNUBIA JouIny sispund JINd 8doin3 g

Ravindran 1995 5040 937 —— 1000 % 044013, 148
Subtotal (95% CI) 40 37 ——— 100.0 % 0.44[0.13, 1.48 |
Total events: 5 (Sertraling), 9 (TCAS)

Heterogeneity: not applicable:
Test for overall effect: Z = 1.32 (P = 0.19)
4 Sertraline vs imipramine
Baca 2003 127116 301123 — 35.3% 036[0.17,074]
Chen 2001 045 1444 R e E— 103% 0.32[001,804]
0l 02 05 15 0
Fawurssertaline  Favours TCAs
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M M-
HRandom, 5% H.Random,95%
N N a a

Fournier 1997 954 6/50 — 300% 147 [0:48, 447

Murasaki 1997 14/106 2/48 T 245 % 350 [ 076, 16.06 ]
Subtotal (95% CI) 321 265 ——— 100.0 % 0.94[0.29,3.12]
Total events: 35 (Sertraline), 39 (TCAs)

Heterogeneity: Tau? = 0.92; Chi? = 9.55, df = 3 (P = 0.02); # =69%
Test for overall effect: Z = 0.10 (P = 0.92)
5 Sertraline vs nortriptyline

Bondareff 2000 20105 19/105 —— 1000 % 107 [053,2.14]
Subtotal (95% CI) 105 105 — 100.0 % 1.07 [0.53, 2.14]
Total events: 20 (Sertraline), 19 (TCAS)

Heterogeneity: not applicable
Test for overall effect: Z = 0.18 (P = 0.86)
01 02 2 It

Favours sertraline Favours TCAS

Analysis 12.2. Comparison 12 Failure to complete (due to side effects),
Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 12 Failure to complete (due to side effects)
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Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline other SSRIs Odds Ratio Weight Odds Ratio
H,Randem,35% H&muomés%
n/N /N Cl Cl
| Sertraline vs citalepram
Ekselius 1997 25200 181200 —— S6.1 % 144 (076,274 ]
Stahl 2000 21/108 15/107 — 439 % 148072, 306]
Subtotal (95% CI) 308 307 I 100.0 % 1.46 [ 0.90, 2.36 ]

Total events: 46 (Sertraling), 33 (other SSRIs)
Heterogeneity: Tau? = 0.0; Chi? = 0,00, df = | (P = 0.95); P =00%
Test for overall effect: Z = 155 (P = 0.12)

2 Sertraline vs escitalopram

Alexopoulos 2004 5/138 8/136 — 646 % 060 [0.19, 189]
Ventura 2007 4/108 2107 — 34% 202[036, 1126]
Subtotal (95% CI) 246 243 ——— 100.0 % 0.92 [ 0.30, 2.87 ]

Total events: 9 (Sertraline), 10 (other 53Ris)
Heterogeneity: Tau? = 0.18; Chi2 = 132, df = | (P = 025) I =24%
Test for overall effect: Z = 0.14 (P = 0.89)

3 Sertraline vs fluoxetine

Agugia 1993 452 8156 — 72% 050014, 177]
Bennie 1995 20/142 19/144 — 252 % 108055 212]
Fava 2000 343 235 - 34% 124020, 785]
Fava 2002 6/9 8/92 T 95% 070[023,210]
Newhouse 2000 20117 20119 — 25% 072038, 134)
Sechter 199% 118 127120 71 123% 057022 150]
Suri 2000 4/35 e D 22% 2190023,2123)
Van Moffaert 1995 9183 782 —— 107% 130 [ 046,368

Subtotal (95% CI) 686 666 - 100.0 % 0.84 [ 0.60, 1.17 ]

Total events: 75 (Sertraline), 86 (other SSRIs)
Heterogeneity: Tau? = 0.0 Chi2 = 369, df = 7 (P = 081); © =00%
Test for overall effect: Z = 1.03 (F = 0.30)

4 Sertraline vs fluvoxamine

Nemeroff 1995 1148 9149 —_ 510% 009 001,078 ]
ol 05 2 5 0
Favours sertraline Favours othe

Study or subgroup Sertraline other 55Rls Odds Ratio Weight Odds Ratio
M X

H Randc HRandom,95%
niN n/N Cl Cl
Rossini 2005 3148 1140 e 490% 260 [ 026, 2602 ]
Subroral (95% CI) 96 89 —— 100.0 % 0.48 [ 0.02, 12.57 ]

Total events: 4 (Sertraline), 10 {other SSRis)
Heterogeneity: Tau® = 4.29; Chi> = 4.38, df = | (P = 0.04); > =77%
Test for overall effect: 2 = 044 (P = 0.66)

5 Sertraline vs paroxetine

Fava 2000 343 6/30 ——— 364% 030007, 131]
Fava 2002 6196 11196 — 9.1 % 052 [0.18, 145 ]
Zanardi 199 0/24 9122 — 145% 003 [ 0:00,054]
Subroral (95% CI) 163 148 — 100.0 % 0.28 [ 0.08, 0.96 ]

Total events: 9 (Sertraline), 26 (other SSRls)
Heterogeneity: Tau? = 0.54; Chi2 = 361, df = 2 (P = 0.16); > =45%
Test for overall effect: 2 = 202 (P = 0.043)

01 02 05 25 1

aline Favours other SSRls

Analysis 12.3. Comparison 12 Failure to complete (due to side effects),
Outcome 3 Sertraline vs newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 12 Failure to complete (due to side effects)

Outcome: 3 Sertraline vs newer ADs
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Study or subgroup Sertraline newer ADs Odds Ratio \Weight Odds Ratio
M- M-
HRandom95% H.Randorn,95%
niN N a a
1 Sertraline vs bupropion
Colemnan 1999 9118 M2 — 350 % 136 [ 049,377 ]
Croft 1999 anne 8/120 — 36% 049 [ 014, 166
Kavoussi 1997 171126 40122 — 334% 460[ 150, 14.10]
Subtoral (95% CI) 363 364 ——— 100.0 % 1.48 [ 0.43, 5.01]
Total events: 30 (Sertraline), 19 (newer ADs)
Heterogeneity: Tau? = 0.84; Chi = 7.14, df = 2 (P = 0.03); P =72%
Test for overal effect: Z = 062 (P = 053)
2 Sertraline s hypericum
Brenner 2000 pIE 215 I S— 180 % 100012821
Davidson 2002 5011 2113 — 289 % 262[050, 1379 1
Gastpar 2005 28 1123 B a— 137% 210[0.9,2351 ]
Van Gurp 2002 7145 3445 — 394 % 258 [0.62, 1069 ]
Subtoral (95% CI) 289 296 T— 100.0 % 2.12[0.87,5.19 ]
Total events: 16 (Sertraling), 8 (newer ADs)
Heterogeneity: Tau? = 0.0; Chi? = 0,62, df = 3 (P = 0.89); 2 =0.0%
Test for overall effect: Z = 165 (P = 0.098)
3 Sertraline vs mirtazapine
Befnke 2003 5170 21176 e 402% 022[ 008,061 ]
Thase 2000 12/124 23126 —— 598% 048 [023.101]
Subtoral (95% CI) 294 302 —— 100.0 % 0.35 [0.17, 0.74 ]
Total events: 17 (Sertraline), 44 (newer ADs)
Heterogeneity: Tau? = 0.0, Chi2 = 145, df = | (P =023 P =31%
Test for overall effect: Z = 277 (P = 0.0056)
4 Sertraline vs moclobemide
Orsel Donbak 1595 433 029 B E— 148 % 900 046, 17472 ]
Sogaard 1999 8/100 4197 —— 852% 202059, 695 ]
Subtoral (95% CI) 133 126 T 100.0 % 2.52[0.81,7.88]
Total events: 12 (Sertraline), 4 (newer ADs)
Heterogeneity: Tau? = 0.0: Chi? = 086, df = | (P = 0.35); P =0.0%
Test for overal effect Z = 1.59 (P = 0.11)
01 02 05 2 5 10

Favours sertraline  Favours newer ADs
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Study or subgroup Sertraline newer ADs Odds Ratio Weight Odds Ratio
M -
H.Random, HRandom95%
n/N n/N I Cl
5 Sertraline vs nefazodone
Feiger 1996 10/82 1578 — 1000 % 058 (024,139
Subtotal (95% CI) 82 78 —— 100.0 % 0.58 [0.24,1.39]
Total events: 10 (Sertraline), 15 (newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.22 (P = 0.22)
6 Sertraline vs reboxetine
Eker 2005 o4 115 —_——— 402% 033(001,859]
Quednow 2004 5/8 315 — 598 % 6.67 099, 4504 ]
Subtotal (95% CI) 32 40 T— 100.0 % 2.00 [ 0.11, 36.64 ]
Total events: § (Sertraline), 4 (newer ADs)
Heterogeneity: Tau? = 2.73; Chit = 248, df = | (P = 0.12); P =60%
Test for overall effect: Z = 047 (P = 064)
7 Sertraline vs tianeptine
Szadoczky 2002 3109 2103 — 1000 % 143 023,873
Subtotal (95% CI) 109 103 —— 100.0 % 143 [0.23,8.73 ]
Total events: 3 (Sertraline), 2 (newer ADs)
Heterogeneity: not applicable
Test for overal efiect: Z = 0.39 (P = 070)
8 Sertraine vs trazodone
Muniza 2006 660 2662 e 190 % 333065, 1722]
Tsutsui 1997 191112 11106 —— BIO% 176 [ 080,391
Subtotal (95% CI) 172 168 - 100.0 % 1.99 [0.97, 4.07]
Total events: 25 (Sertraline), 13 (newer ADs)
Heterogeneity: Tau? = 0.0; Chi* = 047, df = | (P = 0.49); ¥ =0.0%
Test for overall effect: Z = 1.89 (P = 0.059)
9 Sertraline vs venlafaxine
Chen 2001 045 144 _— 43% 032[001,804]
Mehtonen 2000 sim 1275 . 374% 039 (013,1.18]
Oslin 2003 45 1307 - 23% 021 [006,076]
Shelton 2006 182 378 —_—— 86% 0311003, 303]
Sir 2005 79 7184 — 234% 043011, 174]
Subtotal (95% CI) 303 308 — 100.0 % 0.33[0.17, 0.64 ]

Total events: 13 (Sertraline), 36
0.0: ¢

iewer ADs)
075, df =4 (P = 0.94),  =0.0%

Heterogeneity: Tau
Test for overall effect: Z = 325 (P = 00012)

0102 05 1 2 5 10

Favours sertraine Favours newer AD

Analysis 13.1. Comparison 13 SE - Participants with at least one TEAE,
Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 13 SE - Participants with at least one TEAE

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-
HRandom 95% H Random 95%
N N Cl I
| Sertraline vs amitriptyline
Bersani 1994 24134 2334 B 122% 1151041,321
Cohn 1990 1474161 77180 —_— 87% 041 [0.11,147]
Kamijima 1997 9593 65094 —— 240% 050(027.090]
Lydiard 1997 65132 947131 —-— 277% 038[023.064]
Moller 2000 416 SIr124 —-— 274% 087052 147]
Subtotal (95% CI) 536 463 - 100.0 % 0.59[0.39,0.89]
Total events: 329 (Sertraline), 310 ( )
Heterogeneity: Tau? = 0.10; Chi2 = 7.22,df = 4 (P = 0.12); I =45%
Test for overall effect: Z = 250 (P = 0012)
2 Setraline vs clomipramine
Behan 1995 1520 18720 — 49% 033[006, 157]
Boyer 1998 67122 591120 —— 338% 126 076,209 ]
Edwards 1996 217 8/15 — 97 % 210 (049,900 ]
Lepine 2000 2182 28184 —— 2%8% 069035, 135]
Moan 1994 2051 37155 — 28% 0511023 1111
Subtoral (95% CI) 294 - 100.0 % 0.83 [0.50, 1.38 ]
Total events: |41 (Sertraline), 150 { )
Heterogeneity: Tau? = (113 Chi? = 687, df = 4 (P = 0.14);
Test for overal effect: Z = 071 (
3 Sertraline vs desipramine
Ravindran 1995 32040 337 —— 1000 % 048013, 177]
Subtotal (95% CI) 40 37 T———— 100.0 % 0.48 [ 0.13, 1.77 ]
Total events: 32 (Sertraline), 33 (TCAS)
Heterogeneity: not applicable
Test for overal effect: Z = 110 (P = 027)
4 Sertraline vs dothiepin
Doogan 1994 3399 /108 i 1000 % 119[066.214]
Subtotal (95% CI) 99 108 — 100.0 % 1.19 [ 0.66, 2.14 ]
0 B
F; sertraline
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M M-
H,Random,95% HRandom,35%
N N ci al
Total events: 33 (Sertraline), 32 (TCAs)
Heterogeneity: not applicable
Test for overall effect: 2 = 0.57 (P = 057)
5 Sertraline vs imipramine
Forienza 2001 17 24728 — 245 % 0.117003,042]
Murasaki 1997 211106 2748 Al 755 % 0.19 [ 0.09. 040 ]
Subtotal (95% CI) 133 76 - 100.0 % 0.17 [ 0.09, 0.32 ]
Total events: 32 (Sertraline), 51 (TCAS)
Heterogeneity: Tau? = 0.0; Chi2 = 045, df = | (P = 0.50); ¥ =00%
Test for overall effect: Z = 5,38 {P < 0.00001)
& Sertraline vs nortriptyline
Bondareff 200 501105 620105 - 1000% 0631037, 1091
Subtotal (95% CI) 105 105 " 100.0 % 0.63 [ 037, 1.09]

Total events: 50 (Sertraline), 62 (TCAS)
Heterogeneity: not applicable
Test for overall effect: 7 = 1.66 (P = 0.098)

Analysis 13.2. Comparison 13 SE - Participants with at least one TEAE,

Outcome 2 Sertraline versus other SSRIs

Outcome: 2 Sertraline versus other SSRIs

Comparison: 13 SE - Participants with at least one TEAE

Review: Sertraline versus other antidepressive agents for depression

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



s1duosnuBlA Joyny sispund OINd edoin3 g

s1dLIosNUBIA JouIny sispund JINd 8doin3 g

Cipriani et al.

Page 133

Study or subgroup Sertraline SSRls Qdds Ratio Weight Odds Ratio
M- M-
H Random95% HRandom95%
/N N cl d
| Sertraline vs citalopram
Ekselius 1997 1807200 1717200 i 794% 1.53[ 083,280
Stahl 2000 104/108 974107 — 06 % 268 081,883
Subtotal (95% CI) 308 307 - 100.0 % 1.71 [ 1.00, 2.94 ]
Total events: 284 (Sertraline), 268 (SSRls)
Heterogeneity: Tau? = 0.0; Chi2 = 068, df = | (P = 041); P =00%
Test for overall effect: Z = 1.95 (P = 0.051)
2 Sertraline vs escitalopram
Alexopoulos 2004 1241138 109/136 —— 542% 219 110,440
Ventura 2007 94/108 89/107 —— 458% 1.36 [ 064, 2.89
Subroral (95% CI) 246 243 - 100.0 % 1.76 [ 1.06, 2.94 ]
Total events: 218 (Sertraline), 198 (SSRls)
Heterogeneity: Tau? = 084, dF = | (P =036): P =0.0%
Test for overall effect: Z = 2.17 (P = 0.030)
3 Sertraline vs fluoxetine
Aguglia 1993 21452 2256 — 160% 105 [ 048,226
Bennie 1995 90142 86/144 —— 430% 085[053,135]
Newhouse 2000 10117 1054119 —— 157 % 091 (042 197]
Van Moffaert 1995 4083 44/82 —.— 354 % 080 [ 044, 148 ]
Subtotal (95% CI) 394 401 - 100.0 % 0.87 [ 0.64, 1.19 ]
Total events: 247 (Sertraling), 757 (SSRls)
Heterogeneity: Tau? = 0.0; Chi2 = 031, df = 3 (P = 0.96); P =00%
Test for overall effect: Z = 0.86 (P = 0.39)
4 Sertraline vs fluvoxamine
Nemeroff 1995 43448 42049 —— 1000 % 143 [ 042, 487 ]
Subtotal (95% CI) 48 49 ————— 100.0 % 1.43 [ 0.42, 4.87 ]

Total events: 43 (Sertraling), 42 (SSRIs)
Heterogeneity: not applicable
Test for overall effect: 7 = 058 (P = 0.56)

Analysis 13.3. Comparison 13 SE - Participants with at least one TEAE,

Outcome 3 Sertraline versus newer ADs

Outcome: 3 Sertraline versus newer ADs

Comparison: 13 SE - Participants with at least one TEAE

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
H.Random,35% H.Random35%
N N ] a
I Sertraline vs buprapion
Coleman 1999 991118 101122 — BI% 1080552147
Croft 1999 90119 88/120 —.— 375 % 1.80[ 096,337 ]
Kavoussi 1997 109/126 109/122 - 286% 076 0.35, 165
Subtoral (95% CI) 363 364 - 100.0 % 1.19 [ 0.73, 1.93]
Total events: 307 (Sertraline), 298 (Newer ADs)
Heterogeneity: Tau? = 0.06; Ch? = 3,00, df = 2 (P = 022); P =33%
Test for overall effect: Z = 069 (P = 049)
2 Sertraline vs hypericum
Gastpar 2005 60/118 713 i 734% 068[ 041, 1.14]
\an Gurp 2002 25/45 29/45 —— 266% 049030, 1.61]
Subtotal (95% CI) 163 168 - 100.0 % 0.69 [ 0.44, 1.06 ]
Total events: 85 (Sertraling), 103 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi? =000, df = | (P = 0.99); P =00%
Test for overall effect: Z = 169 (P = 0091)
3 Sertraline vs mirtazapine
Behnke 2003 115/170 113176 : 3 1000 % 117075, 182]
Subtotal (95% CI) 170 176 - 100.0 % 1.17 [ 0.75, 1.82]
Total events: 115 (Sertraline), 113 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 068 (P = 050)
4 Sertraline vs moclobemide
Sogaard 1999 700 82197 — 1000 % 061 [030, 126 ]
Subroral (95% CI) 100 97 ———— 100.0 % 0.61 [ 0.30, 1.26 ]
Total events: 77 (Sertraling), 82 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 133 (P = 0.18)
5 Sertraline vs nefazodone
Feiger 1996 75/82 78178 Ea— 1000 % 006000, 1.14]
Subtotal (95% CI) 82 78 —T 100.0 % 0.06 [ 0.00, 1.14]
Total events: 75 (Sertraline), 78 (Newer ADs)
I 2 10
sertraline Favours newer ADs
Study or subgroup Sertraline Newer ADs Odds Ratio ‘Weight Odds Ratio
HRandom 5% HRandom95%
AN N a a
Heterogenaity: not applicable
Test for overall effect: Z = .67 (P = 0.062)
6 Sertraline vs tianeptine
Szadoczky 2002 24/109 25/103 = 1000% 088047, 167]
Subtortal (95% CI) 109 103 —— 100.0 % 0.88 [ 0.47, 1.67 ]
Total events: 24 (Sertraline), 25 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.39 (P = 0.70)
7 Sertraline vs trazodone
Munizza 2006 26/60 26162 —— 1% 106[052.2.17]
Tsutsui 1997 33/112 34/106 —a— 609 % 088[ 050, 157]
Subtotal (95% CI) 172 168 - 100.0 % 0.95[0.61, 1.49 |
Total events: 59 (Sertraline), 60 (Newer ADs)
Heterogeneity: Tar? = 0.0; Chi2 = 015, dr = | (P = 0.70) R =00%
Test for overall effect: 7 = 023 (P = 082)
oro2 os 12 5 00
Favours sertraline Favours newer ADs

Analysis 14.1. Comparison 14 SE - Agitation / Anxiety, Outcome 1

Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 14 SE - Agitation / Anxiety

Outcome: 1 Sertraline versus TCAs

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



s1duosnuBlA Joyny sispund OINd edoin3 g

s1dLIosNUBIA JouIny sispund JINd 8doin3 g

Cipriani et al.

Page 135

Study or subgroup Sertraline TChs Odds Ratio Weight Odds Ratio
M- M-
HRandom95% HRandom5%
niN N a a
| Sertraline vs amitriptyine
Cohn 1990 200161 8/80 —-—— 375 % 128054, 304
Maller 2000 2116 0124 34 % 5441026, 11445 ]
Reimherr 1990 18/149 231149 —— 59.1 % 075039, 146]
Subtotal (95% CI) 426 353 —— 100.0 % 0.98 [ 0.56, 1.73 ]
Total events: 40 (Sertraline), 31 (TCAS)
Heterogeneity: Tau* = 0.03; Chi® = 218, df = 2 (P = 0.34); P =8%
Test for overall effect: Z = 0.06 (P = 0.95)
2 Sertraline vs imiprarmine
Baca 2003 130116 18/123 —— 7I6% 074[034,1.58 ]
Forlenza 2001 707 78 - 284 % 105 031,353
Subtotal (95% CI) 143 151 —— 100.0 % 0.81[0.43,1.55]

Total events: 20 (Sertraline), 25 (TCAs)

Heterogeneity: Tau? = 0.0; Chi2 = 024, df = | (P = 0.63); P =0.0%

Test for overall effect: Z = 062 (P = 0.53)

Analysis 14.2. Comparison 14 SE - Agitation / Anxiety, Outcome 2

Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 14 SE - Agitation / Anxiety

Outcome: 2 Sertraline versus other SSRIs
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Study or subgroup Sertraline S5RIs Odds Ratio WWeight Odds Fatio
M-
HRandom,35% HRandom95%
N N a Cl
I Sertraline vs flucxetine
Aguglia 1993 1/52 3156 35% 035003, 344]
Bennie 1995 41142 8144 —T 122% 049 [0.14, 167
Boyer 1998 1122 8/120 —_1— 203 % 1.39[ 0,54, 358 ]
Fava 2000 5143 335 — 8.1% 140 [031,633]
Fava 2002 519 11592 — 169% 0497017, 139
Newhouse 2000 171117 15119 — 128% 1.18[ 0.56, 249 ]
Sechter 1999 41118 2120 —_— 62% 207 [ 037, 1152
Subtotal (95% CI) 690 686 - 100.0 % 0.95 [ 0.62, 1.46 ]
Total events: 48 (Sertraline), 50 (SSRls)
Heterogeneity: Tau? * =538 df = 6 (P = 050) F =00%
Test for overall effect: 23 (P = 082)
2 Sertraline vs fluvoxamine
Nemeroff 1995 1648 13449 —— 1000 % 138(058.332)
Subtotal (95% CI) 48 49 —— 100.0 % 1.38 [ 0.58,3.32 ]
Total events: 16 (Sertraline), 13 (SSRIs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.73 (P = 0.47)
3 Sertraline vs paroxetine
Aberg-Wistedt 2000 171176 19177 —— 64.2% 0.89[ 045, 1.77 ]
Fava 2000 5143 230 B 105% 184033, 1019
Fava 2002 6196 896 — 254% 073[024,220]
Subtotal (95% CI) 315 303 — 100.0 % 0.91 [0.53, 1.59]
Total events: 28 (Sertraline), 29 (SSRIs)
Heterogeneity: Tau? = 0.0; ChiZ = 081, df = 2 (P = 067 B =0.0%
Test for overall effect: Z = 0.32 (P = 0.75)
05 2 5

Analysis 14.3. Comparison 14 SE - Agitation / Anxiety, Outcome 3

Sertraline versus newer ADs

Comparison: 14 SE - Agitation / Anxiety

Outcome: 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline Newer ADs Odds Ratio ‘Weight Odds Ratio
M- -
H,Randor HRandom 5%

N niN cl

| Sertraline vs bupropion
Colemnan 1999 6118 141122 — 3BI% 041 [0.15, 1.11]
Croft 1999 19 3120 e 188 % 101 [020,5.10]
Kavoussi 1997 12/126 9122 — 429 % 132 054,326
Subtotal (95% CI) 363 364 —— 100.0 % 0.80 [ 0.37, 1.76 ]

Total events: 21 (Sertraline), 26 (Newer ADs)
Chi? = 297, df = 2 (P = 0.23); I =33%

Test for overall effect; Z = 0.5 (P = 0.59)

Heterogeneity: Tau? = 0.,

2 Sertraline vs hypericum
Van Gurp 2002 18/45 18/45 —B— 1000 % 100 [043,232]
—

Subtotal (95% CI) 45 45 100.0 % 1.00 [ 0.43, 2.32 ]
Total events: |8 (Sertraline), 18 (Newer ADs)

Heterogeneity: not applicable

Test for overall effect: Z = 0.0 (P = 1.0)

3 Sertraline vs moclobemide

Sogaard 1999 6/100 397 —— 1000 % 200 049,823

Subtoral (95% CI) 100 97 ————— 100.0 % 2.00 [ 0.49, 8.23 |
Total events: 6 (Sertraline), 3 (Newer ADs)

Heterogeneity: not applicable

Test for overal effect; Z = 0.96 (P = 0.34)

4 Sertraline vs nefazodone

Feiger 1996 1382 378 —— 1000 % 471129, 1724
Subtotal (95% CI) 82 78 — 100.0 % 4.71[1.29,17.24]

Total events: 13 (Sertraline), 3 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 234 (P = 0.019)

5 Sertraline vs trazodone

Munizza 2006 060 262 - 1000 % 020 (001,425 ]
Subtoral (95% CI) 60 62 —— 100.0 % 0.20 [ 0.01, 4.25 |
Total events: 0 (Sertraline), 2 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1,03 (P = 030}

0102 05 1 2 5 10

Favours sertraline Favaurs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
H Random,95% HRandom 5%
n/N n/N Cl Cl
& Sertraline vs venlafaxine
S 2008 179 w7184 = 1000% 144078, 267 ]
Subtotal (95% CI) 79 84 — 100.0 % 1.44 [ 0.78, 2.67 ]

Total events: 42 (Sertraline), 37 (Newer ADs)
Heterogeneity: not appiicable

Test for overall effect: Z = 1.16 (P = 0.25)

0roz 05 |2 5 10

Favours sertraline Favours newer ADs

Analysis 15.1. Comparison 15 SE - Constipation, Outcome 1 Sertraline
versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 15 SE - Constipation

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sertraline TCAs Odds Ratio Weight Cdds Fatio
M- M-
HRandom 95% HRandom95%
N nN Cl Cl
| Sertraline vs amitriptyline
Bersani 1994 4 834 —_— 93% 043012, 161
Cohn 1990 181161 22/80 —— 3% 033[0.17,066
Lee 1994 0/25 323 — 1.8 % 011 [001,235]
Lydiard 1997 5132 15/131 —_— 147 % 03070.11,086
Moller 2000 016 6124 —_ 19% 008[000,140]
Reimherr 1990 171149 2149 —— 9.1 % 047 025,089 ]
Subtotal (95% CI) 617 541 - 100.0 % 0.37[0.25,0.55 |
Total events: 44 (Sertraline), 86 (TCAs)
Heterageneity: Taw? = 00: Chi? = 2.56,d = 5 (P = 077); I =0.0%
Test for overal effect: Z = 491 P < 0.00001)
2 Setraline vs clomipramine
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-
H Random 5% HRandom 95%
N N s a
Edwards 1996 o7 315 —_— 109% 0.10[000,216]
Lepine 2000 4182 16/84 —— 773% 022 007,068 1
Moon 1994 orsi 5155 8% 009000, 1651
Subtotal (95% CI) 150 154 —— 100.0 % 0.18 [ 0.07, 0.49 ]
Total events: 4 (Sertraing), 24 (TCAS)
Heterogeneity: Tau? = 47, =2 (P = 079); P =0.0%
Test for overall effect: Z = 334 (P = 000084)
3 Sertraline vs dothiepin
Doogan 1994 1199 2108 —n 1000 % 054005, 606 ]
Subtotal (95% CI) 99 108 —— 100.0 % 0.54 [ 0.05, 6.06 ]
Total events: | (Sertraline), 2 (TCAs)
Heterogeneity: not applicable
Test for overal effect: Z = 0.50 (P = 0.62)
4 Sertraline vs imipramine
Baca 2003 e 360123 — 274% 006[ 002,027 ]
Chen 2001 045 17144 — 161 % 002[000,030]
Forlenza 2001 927 828 — 279 % 1251040, 393 ]
Fournier 1997 6154 17150 - 2856% 024 [ 009,068 ]
Subtotal (95% CI) 242 245 —— 100.0 % 0.17 [ 0.03, 0.87 ]
Total events: 18 (Sertraling), 78 (TCAS)
Heterogeneity: Tau? = 207 Chi? = 1680, df = 3 (P = 000078); P =B2%
Test for overall effect: Z = 213 (P = 0033)
5 Sertraline vs nortriptyfine
Bondarelf 2000 16/105 411105 —— 1000 % 028 0.14,054 ]
Subtotal (95% CI} 105 105 —— 100.0 % 0.28 [ 0.14, 0.54 ]
Tetal events: 16 (Sertraline), 41 (TCAs)
Heterogeneity: not applicable:
Test for overall effect: Z = 377 (P = 000016)
0l 02 05 1 5 10
Favours sertraline Favours TCAs

Analysis 15.2. Comparison 15 SE - Constipation, Outcome 2 Sertraline

versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression

Comparison: 15 SE - Constipation

Outcome: 2 Sertraline versus Heterocyclics
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Analysis 15.3. Comparison 15 SE - Constipation, Outcome 3 Sertraline

Study or subgroup Sertraline Heterocyclics Odds Ratio Weight Odds Ratio
HRandom95% HRandom,95%
N N Cl <l

1 Sertraline vs maprotiine

Li 2001 032 a3 — 1000 % 0.10 (001 189]
Subtotal (95% CI} 32 32 — 100.0 % 0.10 [ 0.01, 1.89]
Total events: O (Sertraline), 4 (Heterocyclics)
Heterogeneity: not applicable
Test for overal effect: Z = 1.54 (P = 0.12)

0102 05 1 2 5 10
Favours sertraiine Favours Heteracyclc

versus other SSRIs

Analysis 15.4. Comparison 15 SE - Constipation, Outcome 4 Sertraline

Comparison: 15 SE - Constipation

Outcome: 3 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline SSRis ©dds Ratio Weight Odds Ratio
HRandom95% HRandom95%
N N a d

| Sertraline versus fluoxetine

Fava 2002 4196 292 —— 1000% 196 (035, 1095
Subtotal (95% CI) 9% 92 ——— 100.0 % 1.96 [ 0.35, 10.95 |
Total events: 4 (Sertraline), 2 (S5Rs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.76 (P = 0.44)
2 Sertraline versus fluvaxamine

Nemeroff 1595 10/48 9149 —— 1000% 1170043, 319)
Subtotal (95% CI) 48 49 ———— 100.0 % 1.17 [ 0.43, 3.19 ]
Total events: 10 (Sertraline), 9 (SSRls)
Heterogeneity: not applicable
Test for overal effect: Z = 0.31 (P = 0.76)
3 Sertraline versus paroxetine

Aberg Wistedt 2000 10176 w177 —— 707 % 0311014,045]

Fava 2002 4196 1256 - 293% 030009, 098]
Subrotal (95% CI) 272 273 - 100.0 % 0.31 [ 0.16, 0.58 ]
Total events: 14 (Sertraline), 41 (S5Rs)
Heterogeneity: Tau? = 0% Chi2 = 0,00, df = | (P = 099} ¥ =00%
Test for overal effect: Z = 366 (P = 0.00025)

0102 05 1 2 5 10
Favours sertraline Favours other SSRIs

versus newer ADs

Comparison: 15 SE - Constipation

Outcome: 4 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Cdds Ratio
HiRandom95% HRandom95%
n/N niN Cl Cl

I Sertraline vs bupropion

Crof 1999 819 114120 —— 1000 % 071 (028, 184
Subrotal (95% CI) 119 120 ——— 100.0 % 0.71[0.28, 1.84 ]
Total events: 8 (Sertraline), |1 (Newer ADs)
Heterogeneity: not applicable
Test for overal effect: Z = 0.70 (P = 0.49)
2 Sertraline vs reboxetine

Eker 2005 024 3125 | e 1000 % 0.13[001,268]
Subtotal (95% CI) 24 25 — 100.0 % 0.13 [ 0.01, 2.68 |
Total events: 0 (Sertraline), 3 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 132 (P = 0.19)
3 Sertraline vs venlafaxine

Chen 2001 0r45 8/44 e 1000 % 0.05[0.00,085]
Subtotal (95% CI) 45 44 _— 100.0 % 0.05 [ 0.00, 0.85 |
Total events: 0 (Sertraline), B (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 207 (P = 0.038)

ol 02 05 1 2

Favours sertraline

Page 140

Analysis 16.1. Comparison 16 SE - Diarrhoea, Outcome 1 Sertraline versus

TCAs

Comparison: 16 SE - Diarrhoea

Outcome: 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-

HRandom,95% HRandom,95%
N N a a

| Sertraline vs amitriptyline

Cohn 1990 450161 1/80 i 27.6% 30,65 [4.14, 22693 ]

Moller 2000 1r1é 0r124 IE— 17.1% 2455( 14242390 )

Reimherr 1990 35/149 8r149 —— 552 % 541241, 1212]
Subtotal (95% CI) 426 353 — 100.0 % 11.32 [ 2.90, 44.18 ]
Total events: 30 (Sertraline), % (TCAs)

70; Chit = 371, df = 2 (P = 0.16) I* =46%
Test for overall effect: Z = 349 (P = 0.00048)

2 Setraline vs clomipramine

Heterogeneity: Tau?

Edwards 1956 17 o5 i 15.1% 500[022,11288]
Lepine 2000 11182 3484 —a— 849% 418112, 1559
Subtotal (95% CI) 99 29 — 100.0 % 4.30 [ 1.28, 14.44 ]

Total events: 13 (Sertraline), 3 (TCAs)

Heterogeneity: Tau df = 1 (P =092y 12 =0.0%

0.018)

Test for overall effect:

3 Sertraline vs imipramine

Baca 2003 147116 14123 E— 323% 1675 216, 12952 ]
Forlenza 2001 1127 1128 A — 188% 104 [ 006, 1749 ]
Foumier 1997 13154 250 —= 488 % 761 [1.62,3571 ]
Subtotal (95% CI) 197 201 —— 100.0 % 6.75[1.82,24.97 ]

Total events: 28 (Sertraline), 4 (TCAS)
Heterogeneity: Tau? = 0.29; Chi? = 252, df = 2 (P = 0.28); I =21%
Test for overal effect: Z = 286 (P = 0.0043)

4 Sertraline vs nortriptyline

Bondareff 2000 23/105 124105 + 100.0°% 217 [ 102 464]
Subtotal (95% CI) 105 105 [— 100.0 % 2,17 [ 1.02, 4.64 ]
Total events: 23 (Sertraline), |2 (TCAs)

Heterogeneity: not applicable
Test for overall effect: 7 = 201 (P = 0.045)
ol 02 05 | 2 5 10
Favours sertraine Favours TCAS

Analysis 16.2. Comparison 16 SE - Diarrhoea, Outcome 2 Sertraline versus
Heterocyclics

Review: Sertraline versus other antidepressive agents for depression
Comparison: 16 SE - Diarrhoea

Outcome: 2 Sertraline versus Heterocyclics

Study or subgroup Sertraline Heteracyclics Odds Ratio Weight Odds Ratio

H,Random,95% HRandom 95%
niN nN Cl <l

I Sertraline vs maprotiline

i 2001 bl 032 — 1000 % 5330025, 11550

Subtotal (95% CI) 32 32 ——— 100.0 % 5.33[0.25,115.50 ]
Total events: 2 (Sertraling), 0 (Heterocyclics)

Heterogeneity: nat applicable

Test for overall effect: Z = 107 (P = 0.29)

01 02 05 1 2 5 10

Favours sertraline  Favours Heterocycli
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Analysis 16.3. Comparison 16 SE - Diarrhoea, Outcome 3 Sertraline versus

other SSRIs

Comparison: 16 SE - Diarrhoea

Outcome: 3 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline SSRis Odds Ratio Weight Odds Ratio
HRandom 5% HRandom25%
n/N n/N Cl Cl
I Sertraline vs citalopram
Ekselius 1997 441200 317200 - 1000 % 154 [ 092,256
Subtotal (95% CI) 200 200 T 100.0 % 1.54 [ 0.92, 2.56 |
Total events: 44 (Sertraline), 31 (S5Rls)
Heterogeneity: not applicable
Test for overall effect: Z = 1.66 (P = 0.097)
2 Sertraline vs escitalopram
Alexopoulos 2004 197138 10/136 — 45.2 % 201 [090, 450 ]
Ventura 2007 25108 130107 —i— 548 % 218 1.05,453]
Subrotal (95% CI) 246 243 —— 100.0 % 2.10[1.22,3.61]
Total events: 44 (Sertraline), 23 (S5Rls)
Heterogeneity: Tau? = 0.0, Chi2 = 0,02, df = | (P = 0.89); # =00%
Test for overall effect: Z = 2.69 (P = 0.0072)
3 Sertraline vs fluoxetine
Bennie 1995 742 5/144 T 134% 1.44 [ 045, 465 ]
Fava 2002 25096 17192 —— 381 % 1.55[077,3.12]
Newhouse 2000 26117 19/119 - 429 % 1,50 [ 0.78, 290
Sechter 1999 318 2120 —_— 56% 154025938
Subtotal (95% CI) 473 475 - 100.0 % 1.52[0.99, 2.33 |
Total events: 61 (Sertraline), 43 (S5R1s)
Heterogeneity: Tau? = 0.0; Chi? = 001, df = 3 (P = 1.00); B =00%
Test for overall effect: Z = 1.90 (P = 0.058)
4 Sertraline vs fluvoxamine
Nemeroff 1995 1148 7149 —— 1000 % 178 [ 063,508 ]
Subtotal (95% CI) 48 49 —— 100.0 % 1.78 [ 0.63, 5.08 |
Total events: || (Sertraling), 7 (SSRIs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.08 (P = 0.28)
5 Sertraline vs paroxetine
Aberg-Wistedt 2000 62176 28/177 - 664 % 289 [ 174,481 ]
Fava 2002 2596 15/96 —a— 336% 190 093,389 ]
0l 02 05 2 5
Favours sertraline Favor
Study o subgroup Sertraline S5RIs Odds Ratio Weight Odds Ratio
M- M-
HRandom,95% HRandom95%
N /N [s] d
Subtotal (95% CI) 272 273 e 100.0 % 2.51 [ 1.66, 3.80 |

Total events: 87 (Sertraline

(SSRE)

Heterogeneity: Tau? = 0.0;
Test for overall effect Z = 4.36 (P = 0.000013)

=088, df = | (P =035

2 =0.0%

ol 01 05 1 2 5

Favours sertraline Favours athe

Analysis 16.4. Comparison 16 SE - Diarrhoea, Outcome 4 Sertraline versus

newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 16 SE - Diarrhoea
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Outcome: 4 Sertraline versus newer ADs

Study or subgreup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
HRandom95% HRandom95%

N N 8] i

1 Sertraline s buprapion
Coleman 1999 210118 14122 —— 365% 1.67 [ 081,346 ]
Croft 1999 3119 8120 — 4% 493[216,11.26]
Kavoussi 1997 28/126 41122 —= 2.0 % 843[286,2485)
Subtotal (95% CI) 363 364 —— 100.0 % 3.88 [ 1.50, 10.07 |

Total events: 80 (Sertralin), 26 (Newer ADs)

Heterogeneity: Tau? = 051; Chi = 7.23, df = 2 (P = 003y, R =72%
Test for overall effect: Z = 279 (P = 0.0053)

2 Sertraline s hypericumn

Davidson 2002 4201 23113 A 706 % 238[1.31,433]
Van Gurp 2002 1745 10/45 — 294% 213[084.536]
Subtotal (95% CI) 156 158 — 100.0 % 2.30[1.39,3.80]
Total events: 59 (Sertraling), 33 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi = 004, df = | (P = 0.84);

Test for overall effect: Z = 326 (P = 0.0011)

0102 05 |2 5 10
Favours sertralne  Favours newer ADs
Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
M. -
H,Rando H.Random,95%
/N N d
3 Sertraline vs mirtazapine
Befinke 2003 16/170 776 — 422% 2510101,626]
Thase 2000 25/124 10/126 —— 578% 293[1.34,640]
Subtotal (95% CI) 294 302 - 100.0 % 2.74[1.52,4.97 ]

Total events: 41 (Sertraling), 17 (Newer ADs)

Heterogeneity: Tau? = 0.0; Chi2 = 006, df = | (P = 0.80); ¥ =00%
Test for overal effect: Z = 333 (P = 0.00086)

4 Sertraline vs moclobemide:

Sogaard 1999 15/100 4197 —— 1000 % 2681 099,7.22]
Subtotal (95% CI) 100 97 [—— 100.0 % 2.68 [0.99,7.22]
Total events: 15 (Sertraline), 6 (Newer ADs)

Heterogeneity: not applicable
Test for overall effect: 7 = 195 (P = 0052)
5 Sertraline vs nefazodone

Feiger 1996 16/82 778 —— 1000 % 2461095, 6.35 |
Subtotal (95% CI) 82 78 —— 100.0 % 2.46 [ 0.95, 6.35 ]
Total events: 16 (Sertraline), 7 (Newer ADs)

Heterogeneity: not applicable
Test for overall effect: 7 = 1 86 (P = 0063)
6 Sertraline vs trazodone

Muniza 2006 3460 762 —B— 1000 % 158 025,980 ]
Subtotal (95% CI) 60 62 ——— 100.0 % 158 [ 0.25, 9.80 |
Total events: 3 (Sertraline), 2 (Newer ADs)

Heterogengity: not applicable
Test for overall effect 7 = 049 (P = 0.62)
7 Sertraline vs venlafaxine

Mehtonen 2000 10172 675 — 31% 185 [ 064, 540 ]

Shelton 2006 2282 18778 —— 689% 122 060,251 ]
Subtotal (95% CI) 153 -— 100.0 % 1.39 [0.77,2.53 ]

Total events: 32 (Sertraline)

Heterogeneity: Tau® = 0.0;

Test for overall effect: 7 = 1.0/

0102 05 | 2 5 10

Favours sertraline

Analysis 17.1. Comparison 17 SE - Dry Mouth, Outcome 1 Sertraline versus
TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 17 SE - Dry Mouth
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Page 144

Weight Odds Ratio

HRandom,95%
Cl

Study or subgroup Sertraline TCAs
N niN
| Sertraline vs amitriptyline
Bersani 1994 11434 19/34 ]
Cohn 1990 41161 57/80 -—
Lee 1994 0725 1023 —
Lydiard 1997 2132 630131 —
Maller 2000 e 171124 e
Reimherr 1990 460149 118/143 -—
Subtotal (95% CI) 617 541 -

Total events: 123 (Sertraline), 284 (TCAS)
Heterogeneity: Tau® = 0.06; Chi2 = 7.09, df
Test for overall effect: Z = 9.19 (P < 0.001
2 Setraline vs clomipramine

5(P =021y P =29%

Edwards 1996 37 P S R
Lepine 2000 9482 35/84 <
Moon 1994 5651 15/55 —

Subtotal (95% CI) 150 154 —

Total events: 17 (Sertraline), 52 (TCAs)
Heterogeneity: Tau? = 034 Chi? = 386, df = 2 (P = 0.14); I =48%
Test for overal effect: Z = 247 (P = 0.014)

3 Sertraline: vs dothiepin

12.1% 038[ 014, 101 ]
3% .14 008,025
17% 003 000.046]
BI% 022[0.12,038]
81% 0.17 [ 0.05, 059 ]
B1% 012 007,020]
100.0 % 0.16 [0.11, 0.24 ]
178% 139[020,971]
460% 0.17[ 008,039
36.1% 029[0.0.087]
100.0 % 0.30 [0.12,0.78 ]

Doogan 1994 2099 /108 —— 023 005, 1087
Subtotal (95% CI) 99 108 —— 100.0 % 0.23 [ 0.05, 1.08 ]
Total events: 2 (Sertraline), 9 (TCAS)

Heterogeneity: not applicable
Test for overall effect: 7 = .87 (P = 0.062)
4 Sertraline vs imipramine

Baca 2003 1971186 74123 - 347 % 0.13[007,024]

Chen 2001 0145 2544 - 85% 001 [000,0.15]

Forlenza 2001 12027 17128 — %5% 052[ 018,151 ]

Fournier 1997 13654 33750 - 03% 0.6 [007, 038 ]

01 02
Favours sertraline
Study or subgroup Sertraline TCAs Weight Ods Ratio
™.
HRandom 5%
/N n/N Cl
Subtotal (95% CI) 242 245 — 100.0 % 0.16 [ 0.06, 0.40 |
Total events: 44 (Sertraline), 149 {TCAs)
Heterogeneity: Tau? = 0.55; Chi? = 9.59, df = 3 (P = 002); I* =69%
Test for overall effect; Z = 387 (P = 00001 1)
$ Sertraline vs nortriptyline
Bondareff 2000 431105 801105 B 1000 % 022 (012,039 ]
Subtotal (95% CI) 105 105 — 100.0 % 022[0.12,039]
Total events: 43 (Sertraline), 80 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 504 (P < 000001)
o 02

avours sertraline

Analysis 17.2. Comparison 17 SE - Dry Mouth,

Heterocyclics

Outcome 2 Sertraline versus

Review: Sertraline versus other antidepressive agents for depression

Comparison: 17 SE - Dry Mouth

Outcome: 2 Sertraline versus Heterocyclics
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Study or subgroup Sertraline Heterocyclics Odds Ratio Weight Odds Ratio
) M
H Random,95% HRandom,S
N n/N Cl Cl

| Sertraline vs maprotiline
Li2001 232 832 M 1000 % 020004, 103 ]
Subtotal (95% CI) 32 32 —— 100.0 % 0.20 [ 0.04, 1.03 ]

Total events: 2 (Sertraline), & (Heterocyclics)
Heterogeneity: not appiicable

Test for overall effect: Z = 1.92 (P = 0.054)

250

Favonurs Heterocyclic

Page 145

Analysis 17.3. Comparison 17 SE - Dry Mouth, Outcome 3 Sertraline versus

other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 17 SE - Dry Mouth

Outcome: 3 Sertraline versus other SSRIs

Study or subgroup Sertraline

N

SS5RIs

N

Qdds Ratio Weight
M

HRandom95%
c

Odds Ratio
M

H Random.95%
o]

I Sertraline vs citalopram

Ekselius 1997 - 1000 % 119 [071,200]
Subtotal (95% CI) - 100.0 % 1.19 [ 0.71, 2.00 |
Total events: 37 (Sertraline), 32 (S5Rls)

Heterogeneity: not applicable
Test for overal effect: Z = 066 (P = 051)
2 Sertraling vs escitalopram

Alexopoulos 2004 211138 19/136 —— 562 % 111 [056,216]

Ventura 2007 15/108 4107 — 438% 415[1.33, 1296 ]
Subtotal (95% CI) 246 243 ——— 100.0 % 1.97 [0.54,7.19]
Total events: 36 (Sertraline), 23 (S5Rls)

Heterogeneity: Tau? = 066 Chi? = 389, df = | (P = 0.05); I =74%
Test for overall effect: Z = 103 (P = 030)
3 Sertraline vs fluoxetine

Fava 2002 17196 8/92 — 96% 226 092,553

Newhouse 2000 18/117 9119 — 7% 222[095.517]

Sechter 1999 2118 5120 e 186% 040 [ 0.08,209]
Subtotal (95% CI) 331 331 T—— 100.0 % 1.62[0.71,3.72]
Total events: 37 (Sertraline), 22 (S5Rls)

Heterogeneity: Tau? = 0.24; Chi2 = 368, df = 2 (P = 0.16);
Test for overal effect: Z = 1.14 (P = 0.25)
4 Sertraline vs fluvexamine

Nemeroff 1995 10/48 9/49 —— 1000 % 117[043.319]
Subtotal (95% CI) 48 49 —— 100.0 % 1.17 [ 0.43,3.19 ]
Total events: 10 (Sertraline), 9 (SSRis)

Heterogeneity: not applicable
Test for overal effect: Z = 031 (P = 076)
5 Sertraline vs paroxetine

Aberg-Wistedt 2000 34/176. 430177 — 60.1 % 075 [ 045, 124]

Fava 2002 17196 12/9 T 399 % 151 [068.335]
Subtotal (95% CI) 272 273 —— 100.0 % 0.99 [0.50, 1.94 ]
Total events: 51 (Sertraling), 55 (SSRis)

Heterogeneity: Tau® = 0.13; Chi? = 2.1, df = | (P =0.15) > =53%
Test for overall effect: Z = 004 (P = 097)
02 05 2 0

sertralne Favo
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Analysis 17.4. Comparison 17 SE - Dry Mouth, Outcome 4 Sertraline versus
newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 17 SE - Dry Mouth

Outcome: 4 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

H.Random,95% H.Random 95%
niN N cl cl

I Sertraline vs bupropien

Coleman 1999 19118 2122 —— 344 % 092[ 047, 182]
Croft 1999 16119 20120 - 323% 0.69[034, 139 ]
Kavoussi 1997 191126 19/122 —— 333% 0.96 [ 048, 192
Subtotal (95% CI) 363 364 - 100.0 % 0.85[0.57,1.27 ]

Total events: 54 (Sertraling), 62 (Newer ADs)
0; Chi2 = 051, df = 2 (P = 0.77); F =00%
=078 (P =043)

Heterogeneity: Tau

Test for overall effect:

2 Sertraline vs hypericum

Van Gurp 2002 20045 16/45 —— 1000 % 145 [ 062.338 ]
Subtotal (95% CI) 45 45 —— 100.0 % 1.45[0.62,3.38 ]
Total events: 20 (Sertraline), 16 (Newer ADs)

Heterogeneity: not applicable
Test for overall effect: Z = 086 (P = 0.39)
3 Sertraline vs mirtazapine

Behnke 2003 121170 00176 — 69% 059028, 125]

Thase 2000 16/124 200126 —a— 531 % 0.74 [ 037, 150 ]
Subtotal (95% CI) 294 302 — 100.0 % 0.67 [ 0.40, 1.11 ]
Total events: 28 (Sertraline), 41 (Newer ADs)

Heterogeneity: Tau hi2 =018, 4F = | (P =067) P =00%
Test for overall effect: Z = 155 (P = 0.12)
4 Sertraline vs moclobemide

Sogaard 1999 9/100 597 —— 1000 % 1.82 [ 059, 564 ]
Subtotal (95% CI) 100 97 — 100.0 % 1.82[0.59, 5.64 ]
Total events: 9 (Sertraline), 5 (Newer ADs)

Heterogeneity: not applicable
Test for overal effect: Z = 104 (P = 0.30)
5 Sertraline vs nefazodone
Feiger 1996 20/82 19/78 —— 1000% 100 [ 049, 206 ]
0102 05 I 2 5 10
Favours sertraine  Favours newer ADs
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
M- M-
HRandom 95% H Random.95%
/N N o a
Subtotal (95% CI} 82 78 — 100.0 % 1.00 [ 0.49, 2.06 ]

Total events: 20 (Sertraline), |9 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.0)
6 Sertraline vs reboxetine
Eker 2005 1/24 13025 h— 1000 % 004 [ 000,034 ]

Subtotal (95% CI) 24 25 —_— 100.0 % 0.04 [ 0.00, 0.34 ]
Total events: | (Sertraiing), 13 (Newer ADs)

Heterogeneity: not applicable

Test for averall effect: Z = 2.93 (P = 0.0034)

7 Sertraline vs taneptine

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Sertralin), 0 (Newer ADs)

Heterogeneity: not applicable

Test for overal effect: not applicable

8 Sertraline vs trazodone

Munizza 2006 260 362 —— 1000% 048 [0.11,421]

Subtotal (95% CI) 60 62 — 100.0 % 0.68 [ 0.11, 4.21 ]
Total events: 2 (Sertraling), 3 (Newer ADs)
Heterogeneity: not applicable
Test for overall eflect; Z = 042 (P = 068)
9 Sertraline vs venlafaxine
Chen 2001 0145 16144 — 1000% 002[000,033 ]

Subtotal (95% CI) 45 44 _ 100.0 % 0.02 [ 0.00, 0.33 ]
Total events: O (Sertraline), 16 (Newer ADs)

Heterogeneity: not applicable

Test for overall effect: Z = 272 (P = 0.0064)

0103 05 1 2 5 10

Favours sertraine  Favours newer ADs

Analysis 18.1. Comparison 18 SE - Hypotension, Outcome 1 Sertraline
versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 18 SE - Hypotension

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio

HRandom95%. F \‘Random‘z;ﬁ%
niN n/N Cl Cl

I Sertraline vs clomipramine

Edwards 199 "7 315 —— 1000 % 025002, 271

Subtotal (95% CI) 17 15 S ——— 100.0 % 0.25[0.02,2.71]
Total events: | (Sertraline], 3 (TCAs)

Heterogeneity: not applicable

Test for overall effect: Z = 114 (P = 0.25)

0l 02 05 1 2 5 In

Favours Sertralne  Favours TCAs

Analysis 18.2. Comparison 18 SE - Hypotension, Outcome 2 Sertraline
versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression
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Comparison: 18 SE - Hypotension

Outcome: 2 Sertraline versus Heterocyclics

Study or subgroup Sertraline Heterocyclics Odds Ratio Weight Odds Ratio

H.Random,25% HRandom,95%
N N Cl «]

I Sertraline vs maprotiline

Li 2001 0/32 1132 B 1000 % 032[001,823]

Subtotal (95% CI) 32 32 R ———— 100.0 % 0.32[0.01, 823 ]
Total events: 0 (Sertraline), | (Heterocyclics)

Heterogeneity: not applicable

Test for overall effect; Z = 0,68 (P = 0:49)

0102 05 1 2 5 10

Favours Sertraline  Favours Heterocyelic

Analysis 19.1. Comparison 19 SE - Insomnia, Outcome 1 Sertraline versus
TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 19 SE - Insomnia

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sartraline TCAs Odds Ratio Weight Odds Ratio
M- M-
HRandom95% HRandom5%
n/N niN Cl Cl
| Sertraline vs amitriptyline
Cohn 1990 281161 6180 — 307 % 2601[ 103,656 ]
Lydiard 1997 8132 3131 - 145% 275071, 1061 ]
Reimherr 1990 26/149 14/149 —— 548 % 204 [ 102,408 ]
Subtotal (95% CI) 442 360 — 100.0 % 2.29[1.37,3.83]
Total events: 62 (Sertraline), 23 (TCAs)
Heterogeneity: Tau® = 0.0: Chi2 = 025, df = 2 (P = 0.88); 1 =0.0%
Test for overal effect: Z = 3.17 (P = 00015)
2 Setraline vs domipramine
Lepine 2000 8/82 10/84 B 1000 % 080[030,2.14]
Subtotal (95% CI) 82 84 ——— 100.0 % 0.80 [ 0.30, 2.14 ]
Total events: 8 (Sertraline), 10 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.4 (P = 0.66)
3 Sertraline vs dothiepin
Subtotal (95% CI) [} 0 Not estimable
Total events: 0 (Sertraline), 0 (TCAS)
Heterogeneity: not applicable
Test for overall effect: not applicable
4 Sertraline vs imipramine
Baca 2003 10116 130123 —— 410% 0807034, 1,90
Chen 2001 0/45 0/44 Not estimable
Forlenza 2001 16127 14128 —T— 292% 145 [0.50, 423 ]
Fournier 1997 13/54 6150 e 297 % 23310816691
Subtotal (95% CI) 242 245 —— 100.0 % 1.31[0.70, 2.45 |
Total events: 39 (Sertraline), 33 (TCAs)
Heterogeneity: Tau? = 0.05; Chi2 = 242, df = 2 (P = 0.30) I =17%
Test for overall effect: Z = 0.84 (P = 040)
5 Sertraline vs nortriptyline
Bondarefl 2000 214105 114105 —— 1000 % 214[097,469 ]
Subtotal (95% CI) 105 105 [r—— 100.0 % 2.14[0.97,4.69
0l 02 05 2 5 10
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M M-
HRandom 5% HRandom95%
N N a o
Total events: 2| (Sertraline), | | (TCAs)
Heterogeneity: not applicable
Test for overall effect Z = 189 (P = 0.059)
01 02 05 2 5 10

Page 149

Analysis 19.2. Comparison 19 SE - Insomnia, Outcome 2 Sertraline versus

Heterocyclics

Review: Sertraline versus other antidepressive agents for depression

Comparison: 19 SE - Insomnia

Outcome: 2 Sertraline versus Heterocyclics
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Study o subgroup Sertraline Heterocyclics Odds Ratio Weight Odds Ratio
HRandom95% HRandom 95%
n/N nN a Cl
| Sertraline vs maprotiline
Li 2001 332 5} — R 1000 % 771 038, 155,64 ]
Subtotal (95% CI) 32 32 T — 100.0 % 7.71[0.38, 155.64 ]

Total events: 3 (Sertraline), 0 (Heterocyclics)
Heterogeneity: not appiicable
Test for overall effect: Z = 133 (P = 0.18)

0102 65 1 2 5 10

Favours sertraine  Favours Heterocyclic

Analysis 19.3. Comparison 19 SE - Insomnia, Outcome 3 Sertraline versus

other SSRIs

Comparison: 19 SE - Insomnia

Outcome: 3 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline SSRIs Odds Ratio Weight Odds Ratio
H,Random, :)5% H,Random, :,‘5%
N N Cl Cl
I Sertraline vs escitalopram
Alexcpoulos 2004 15/138 200136 —— 519 % 071035 145]
Wentura 2007 18/108 14/107 — 481 % 133[062,283]
Subtotal (95% CI) 243 ———— 100.0 % 0.96[0.52,1.78 ]
Total events: 33 (Sertraline), 34 (5
Heterogeneity: Tau? = 0:06; Chi 1 (P=024) I =29%
Test for overll effect: Z = 0.14 (P = 0.89)
2 Sertraline vs fluoxetine
Aguglia 1993 1152 256 _— 3% 053005, 602]
Fava 2000 10/43 6135 I B 143% 146 [ 047,453 ]
Fava 2002 2509 20092 — 400 % 127 [ 065, 249 ]
Newhouse 2000 16117 17119 —— 335% 095046, 198 ]
Sechter 1999 40118 40120 —_— 9.0 % 102 [ 025,417
Subtotal (95% CI) 426 422 - 100.0 % 1.12[0.73,1.72]
Total events: 56 (Sertraline), 49 (SSRls)
Heterogeneity: Tau? = 0.0 Chi? =092, df = 4 (P = 0.92); I =00%
Test for overall effect: Z = 0.53 (P = 0.60}
3 Sertraline vs fluvoxamine
Nemeroff 1995 16148 13049 —— 1000 % 138 [ 058 332
Subtotal (95% CI) 48 49 —— 100.0 % 1.38 [ 0.58,3.32]
Total events: |6 (Sertraline), |3 (SSRis)
Heterogeneity: not applicable
Test for overl effect: Z = 073 (P = 0.47)
4 Sertraline vs paroxetine
Aberg- Wistedt 2000 240176 2177 —— 482% 088048, 159
Fava 2000 10/43 7130 —_— 140 % 1.00 [ 0.33,300 ]
Fava 2002 2519 20096 —m— 378% 134 [ 0:68, 262 ]
Subtotal (95% CI) 315 303 - 100.0 % 1.05[0.69,1.58]
Total events: 5% (Sertraline), 54 (SSRls)
Heterogeneity: Tau® = 0.0; Chi’ = 086, df = 2 (P = 0.65); ! =00%

Test for overall effect; Z = 022 P = 0.83)
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Analysis 19.4. Comparison 19 SE - Insomnia, Outcome 4 Sertraline versus

newer ADs

Comparison: 19 SE - Insomnia

Outcome: 4 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
HRandom 5% HRandom95%
AN wN a a
| Sertraline vs bupropion
Coleman 1999 200118 241122 —— 347 % 083[043, 1.61]
Croft 1999 2119 15120 - 290% 150 [ 073, 307]
Kavoussi 1997 240126 21122 —.— 363 % 107 [0.56, 203 ]
Subtotal (95% CI) 363 364 - 100.0 % 1.08 [ 0.74, 1.59 |
Total events: 65 (Sertraline), 61 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi? = 141, df =2 (P = 0.50); P =0.0%
Test for overal effect: Z = 040 (P = 0.69)
2 Sertraline vs hypericum
Van Gurp 2002 24145 2345 B 1000 % 1.09 [ 048, 250 ]
Subtotal (95% CI) 45 45 —— 100.0 % 1.09 [ 0.48, 2.50 ]
Total events: 24 (Sertraline), 23 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 021 (P = 083)
3 Sertraline vs mirtazapine
Behnke 2003 15170 9176 —— 52.6% 180 [ 0.76, 422 ]
Thase 2000 20124 61126 — AT74% 430168, 11.05]
Subtoral (95% CI) 294 302 — 100.0 % 2.72[1.15, 643 ]
Total events: 37 (Sertraline), 15 (Newer ADs)
Heterogeneity: Tau? = 0.18: ChP = 1.83,df = | (P = 0.18); P =45%
Test for overal effect: Z = 2.28 (P = 0.022)
4 Sertraline vs moclobemide
Sogaard 1997 19/100 2097 —— 1000 % 090045, 182]
Subtoral (95% CI) 100 97 —— 100.0 % 0.90 [ 0.45, 1.82]
Total events: 19 (Sertraline), 20 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.28 (P = 0.78)
5 Sertraline vs nefazodone
Feiger 1996 19/82 16178 —&— 1000 % 117 (055 248]
Subtotal (95% CI) 82 78 ——— 100.0 % 1.17 [ 0.55, 2.48 |
Qr oz o5 12 5 10
Favours sertraine  Favours newer ADs
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
HRandom 95% HRandom95%
N niN d c
Total events: 19 (Sertraline), 16 (Newer ADs)
Heterogeneity: not applicable:
Test for overall effect: Z = 0.41 (P = 0.68)
6 Sertraline vs reboxetine
Eker 2005 124 ans - 1000 % 02310022211
Subretal (95% CI) 24 25 —— 100.0 % 0.23[0.02,2.21]
Total events: | (Sertraline), 4 (Newer ADs)
Heterogeneity: not applicable:
Test for overall effect: 7 = 1.28 (P = 0.20)
7 Sertraline vs venlafaxine
Chen 2001 045 2144 20% 019 [001, 400]
Mehtonen 2000 8/72 975 — 182% 092[033,252]
Shelton 2006 19/82 14178 e 312% 138[ 064,299 ]
Sir 2005 46179 42184 —— 487 % 139 [0.75,2.59
Subtotal (95% CI) 278 281 - 100.0 % 1.24 [ 0.80, 1.90 ]
Total events: 73 (Sertraline}, 67 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi2 = 2.02, df = 3 (P = 0.57); B =00%
Test for overall effect: Z = 0.97 (P = 033)
0102 05 1 2 5 10

Favours sertraline  Favours rewer ADS

Analysis 20.1. Comparison 20 SE - Nausea, Outcome 1 Sertraline versus

TCAs

Comparison: 20 SE - Nausea

Outcome: 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline TCAs Oclds Ratio Weight Ods Ratio
HRandom35% HRandom.95%
N niN a e
1 Sertraline vs amitriptyline
Cohn 1990 44161 280 _— 10.1 % 14.67 [ 346, 6226 ]
Lee 1994 525 023 -— 214% 12,61 [ 066, 242.14]
Lydiard 1997 141132 4131 —_— 163% 3770121, 1177
Moller 2000 12116 4124 — 157 % 346108, 11.06]
Reimherr 1990 531149 16/149 —— 555% 459 247,851
Subtotal (95% CI) 583 507 - 100.0 % 4.90 [3.09,7.76 ]
Total events: 128 (Sertraline), 26 (TCAs)
Heterogeneity: Tau? = 0. 337,df = 4 (P = 050) I =0.0%
Test for overal effect: Z = 6.77 (P < 0.00001)
2 Setraline s clomipramine
Edwards 1996 an7 3015 e 104% 123[023.667]
Lepine 2000 21/82 20/84 —— 599% 110 [ 054,2.23 ]
Moon 1994 8/51 11155 — 297% 0.74[027.203 ]
Subtotal (95% CI) 150 154 —— 100.0 % 0.99[0.57, 1.71]
Total events: 33 (Sertraline), 34 (TCAs)
Heterogeneity: Tau? = 0.0; Chi? = 046, df = 2 (P = 079); I =0.0%
Test for overall effect: Z = 0.03 (P = 098)
3 Sertraline vs dothiepin
Doogan 1994 7199 11108 —A 1000% 814098, 67.40 ]
Subtotal (95% CI) 29 108 — 100.0 % 8.14 [ 0.98, 67.40 ]
Total events: 7 (Sertraling), | (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.94 (P = 0052)
4 Sertraline vs imipramine
Baca 2003 18/116 8123 — 367 % 264 1.10,634 ]
Chen 2001 445 0/44 o e—— 60% 9.65[ 050, 18479 ]
Forlenza 2001 1227 308 — 205% 667(161,2752]
Founier 1997 16/54 — 368% 133[056,3.19 ]
Subtotal (95% CI) 242 245 ——— 100.0 % 2.68[1.26,5.73]
oro2 05 1 2 5 10
Favours sertraline Favours TCAs
Study or subgroup Sertraline TCAs ds Ratio Weight Odds Ratio
H Random,35% HRandom95%
N N a d
Total events: 50 (Sertraline), 23 (TCAs)
Heterogeneity: Tau? = 0.21; Chi® = 4,67, df = 3 (P = 0.20) I* =36%
Test for overall effect: Z = 255 (P = 0011)
5 Sertraline vs nertriptyline
Bondareff 2000 25/105 12/105 —— 1000 % 2420 114,5.13]
Subtotal (95% CI) 105 105 —— 100.0 % 2.42[1.14,5.13]

Total events: 25 (Sertraline), 12 (TCAS)
Heterogeneity: not applicable
Test for overall effect: Z = 231 (P = 0021)

Favours TCAs

Heterocyclics

Review: Sertraline versus other antidepressive agents for depression

Comparison: 20 SE - Nausea

Outcome: 2 Sertraline versus Heterocyclics

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Page 153

Analysis 20.2. Comparison 20 SE - Nausea, Outcome 2 Sertraline versus



s1duosnuBlA Joyny sispund OINd edoin3 g

s1dLIosNUBIA JouIny sispund JINd 8doin3 g

Cipriani et al.

Study or subgroup Sertraline Heteroeyelics Odds Ratio Weight Odds Ratio
M- M-
H Random,95% HRandom 5%
n/N n/N Cl Cl
I Sertraline vs maprotiine
Li 2001 532 32 1600 % 13,00 [ 069, 24572 ]
Subtotal (95% CI) 32 32 —— 100.0 % 13.00 [ 0.69, 245.72 ]
Total events: 5 (Sertraline), 0 (Heterocyclics)
Heterogeneity: not applicable
Test for overal effect: Z = 1.71 (P = 0.087)
0102 05 | 2 0

Favours sertraline  Favours Heterceyclic

Page 154

Analysis 20.3. Comparison 20 SE - Nausea, Outcome 3 Sertraline versus

other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 20 SE - Nausea

Outcome: 3 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRis Odds Ratio Weight ©Odds Ratio
HRandom95% HRandom95%
n/N N Cl Cl
| Sertraline versus citalopram
Eselius 1997 69200 647200 R 3 1000 % 112 (074,170
Subtotal (95% CI) 200 200 - 100.0 % 1.12 [ 0.74, 1.70 ]
Total events: 69 (Sertraline), 64 (SRls)
Heterogeneity: not applicable
Test for overal effect: Z = 053 (P = 0.60)
2 Sertraline vs escitalopram
Alexopoulos 2004 24/138 25/136 —— 573% 093050, 1.73]
Ventura 2007 18/108 187107 —a— 27% 099 048,202
Subtotal (95% CI) 246 243 - 100.0 % 0.96 [ 0.60, 1.53 ]
Total events: 42 (Sertraline), 43 (S5Rls)
Heterogeneity: Tau? = 00; Chi? = 001, df = | (P = 091}, & =00%
Test for overal effect Z = 0.18 (P = 0.86)
3 Sertraline versus fluoxetine
Aguglia 1993 5/52 6156 —_— 63% 089[025,310]
Benrie 1995 30142 36/144 —.— 322% 080 (046, 140
Fava 2000 20096 1492 . 173% 147069, 311 ]
Newhouse 2000 17 20119 T 205 % 075038, 1.50]
Sechter 1999 271118 201120 . 87% 148 078, 283 ]
Subtotal (95% CI) 525 531 e 100.0 % 1.02[0.75, 1.40 ]
Total events: 99 (Sertral )
Heterogeneity: Tau? = 72.df=4 (P = 045): ¥ =00%
Test for overal effect: Z = 0.14 ( )
4 Sertraline versus fluvosarmine
Nemeroff 1995 10/48 1549 —— 1000 % 060[ 024, 150]
Subtotal (95% CI) 48 49 —— 100.0 % 0.60 [ 0.24, 1.50 ]
Total events: 10 (Sertraline), 15 (SSRls)
Heterogeneity: not applicable
Test for overal effect: Z = 1.10 (P = 0.27)
5 Sertraline versus paroetine
Aberg-Wistedt 2000 92176 78177 L 614% 1390091, 211 ]
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Study or subgroup Sertraline SSRls Odds Ratio Weight Odds Ratio
H Random95% HRandom 95%
/N N sl ol
Fava 2002 20096 24196 — 386 % 0.79 [ 040, 155 ]
Subtotal (95% CI) 272 273 — 100.0 % 1.12[0.65,1.92]
Total events: 112 (Sertraline), 102 (SSRls)
Heterogeneity: Tau® = 0.08; Chi> = 1.95, df = | (P = 0.18); > =49%

Test for overall effect: Z = 040 (P = 0.69)

0l 01 05 2510

Favours sertraline

Analysis 20.4. Comparison 20 SE - Nausea, Outcome 4 Sertraline versus
newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 20 SE - Nausea

Outcome: 4 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

HRandom,95% H Random,95%
C Cl

n/N niN |

I Sertraline vs bupropion

Colernan 1999 260118 2312 b i 340% 122 [ 0:65.2.28
Croft 1999 37119 210120 = 346 % 213[1.16,392]
Kavoussi 1997 38126 12122 —— 313% 396 195,803 ]
Subtotal (95% CI) 363 364 — 100.0 % 2,14 [ 1.12, 4.08 ]

Total events: 101 (Sertraline), 56 (Newer ADs)
Heterogeneity: Ta? = 0.2 =599.d1=2 (P = 005); P =67%
Test for overall effect: Z = 2.30 (P = 0.021)

2 Sertraling vs hypericum

Davidson 2002 4 21113 —— 673% 257 139,473 ]
Van Gurp 2002 17445 4145 - 327 % 622 1.89,2047 ]
Subtotal (95% CI) 156 158 — 100.0 % 3.43 [ 1.52,7.76]

Total events: 58 (Sertraline), 25 (Newer ADs)

Heterogeneity: Tau? = 0.16; Chi = 1,69, df = 1 (P = 0.19); P =41%

Q02 05 1 2 5 10

Favours sertraline Favours newer ADs
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Study or subgroce Sertraline Newer ADs Weight
N N
Test for overaleflect Z = 296 (P = 00031
35 “s mirtazapine
ehnke 2003 o170 176 = 703% 261 1185,706]
hase 2000 e 51126 —— 7% 384( 137, 10771
Subtotal (95% CI) 294 302 — 100.0 % 3.68[2.10,6.45 ]
| (= 092) # =009
4 Sertraine
A - 2o ‘- i o
Subtotal (95% CI) 100 97 - 100.0 % 1.390.73,2.65 ]
Total svert @
7 = 101 (P =031)
zodone
8 25/78 - 1000 % 078039, 1541
Subtotal (95% CI) 82 78 — 100.0 % 078039, 1.54 ]
Totalevents: 22 (Sertraine), 25 (Newer ADS)
1125 — 1000 % 63
25 R 100.0 % 6.320.68,58.72]
662 —— 1000 % 65 055,495 ]
62 ——— 100.0 % 1.65 055, 4.95 ]
y44 %
7175 -
Shelton 2006 1282 178 . 094(040,225]
52005 1579 soiB4 - % 090 [046, 1681
Subtotal (95% CI) 278 281 - 100.0 % 0.89 (059, 1.33 ]
Total events: 82 (Sertraline), 89 (Newer ADS)
Heterogensity 00 Chi = 287,dr=3 (P = 0A1) ¥ =00%
Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
- M
H,Random,95% H,Random,?5%
N N s} a

Test for overall effect; Z = 0.59 (P = 0.56)

102 05 | 2 5 10

Favours sertraline Favaurs newer ADs

Analysis 21.1. Comparison 21 SE - Sleepiness / Drowsiness, Outcome 1

Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents fo
Comparison: 21 SE - Sleepiness / Drowsiness

Outcome: 1 Sertraline versus TCAs

r depression
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Study or subgroup Sertraline TCAs Odds Ratio Weight Cdds Ratio
HRandom 95% HRandom95%
N W o a
I Sertraline vs amitriptyine
Cohn 1990 10161 19480 — 192% 021009, 048]
Lee 1994 s 523 —_— 6% 069 [0.16,295 ]
Lydiard 1997 147132 471131 —=— 289 % 021[011,041]
Moller 2000 e 8124 DE— 1.7 % 006 [0.00, 1.03]
Reimherr 1990 297149 627149 —u— 438% 034[020,057]
Subtotal (95% CI) 583 507 - 100.0 % 0.27 [ 0.19, 0.40 |
Total events: 57 (Sertraline}, 141 (TCAs)
Heterogeneity: Tau? = 0.01; Chit = 425, df = 4 (P = 0.37): P =6%
Test for overall effect: Z = 680 (P < 0.00001)
2 Setraline vs clomipramine
Edwards 1996 517 5 —— 1000 % 167 032,859
Subtotal (95% CI) 17 15 e ——— 100.0 % 1.67 [0.32, 8.59 ]
Total events: § (Sertraling), 3 (TCAs)
Heterogeneity: not applicabl
Test for overall effect: Z = 0.61 (P = 0.54)
3 Sertraline vs dothiepin
Doogan 1994 299 41108 —— 1000 % 0.54 010,299 ]
6102 05 510
Favours sertraling Favours TCAs
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M M-
H.Random,35% H,Random,?5%
N n/N Cl Cl
Subtotal (95% CI) 99 108 T ———— 100.0 % 0.54[0.10,2.99 ]
Total events: 2 (Sertraline), 4 (TCAs)
Heterogeneity: not appiicable
Test for overall effect: Z = 071 (P = 048)
4 Sertraline vs imipramine
Forlenza 2001 227 1728 —_— T 15.1 % 216[0.18 2532 ]
Fournier 1997 11754 7450 — 849 % 157 [ 056, 444 ]
Subtotal (95% CI) 81 78 —— 100.0 % 1.65 [ 0.63,4.29 ]
Total events: |3 (Sertraline}, 8 (TCAS)
Heterogeneity: Tau? = 0.0; Chi2 = 005, df = | (P = 082) P =00%
Test for overall effect: Z = 1.02 (P = 0.31)
5 Sertraline vs nortriptyline
Bondareff 2000 51105 40105 —— 1000% 126 [033,484]
Subtotal (95% CI) 105 105 —— 100.0 % 1.26 [ 0.33, 4.84 ]

Total events: § (Sertraline), 4 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.34 (P = 0.73)

Favours sertralne  Favours TCAS

Analysis 21.2. Comparison 21 SE - Sleepiness / Drowsiness, Outcome 2

Sertraline versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression

Comparison: 21 SE - Sleepiness / Drowsiness

Outcome: 2 Sertraline versus Heterocyclics
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Study or subgroup Sertraline Heterocyclics 0Odds Ratio Weight Odds Ratio
H.Random5% HRandom 5%
N /N Cl Cl
| Sertraline vs maprotiline
Li 2001 032 53 P 1000% 008000, 145]
Subtotal (95% CI) 32 32 — 100.0 % 0.08 [ 0.00, 1.45 |

Total events: 0 (Sertraline), 5 (Heteracyclics)
Heterogeneity: not applicable
Test for overall eflect: Z = 1.71 (P = 0.087)

Favours sertraline  Favours Heterocyclic

Page 158

Analysis 21.3. Comparison 21 SE - Sleepiness / Drowsiness, Outcome 3

Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 21 SE - Sleepiness / Drowsiness

Outcome: 3 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRIs Odds Ratio Weight Odds Ratio
M-
H,Random,95% HRandom,5%
n/N /N Cl Cl
I Sertraline vs escitalopram
Alexopoulos 2004 167138 14/136 —— 574 % 1.14[ 053,244 ]
Ventura 2007 6108 12107 — 426 % 04707, 1.29]
Subtotal (95% CI) 246 243 —— 100.0 % 0.78[0.33,1.86 ]
Total events: 22 (Sertraline}, 26 (SSRls)
Heterogeneity: Tau? = 0.19; Chi? = 192, df = | (P =0.17); I =48%
Test for overall effect: Z = 0.56 (P = 0.58)
2 Sertraline vs fluoxetine
Aguglia 1993 4f52 1156 N 58% 458050, 4242 )
Bennie 1995 6142 6/144 — 214 % 101 [032,322]
Fava 2000 743 4135 — 164 % 151 (040, 564]
Fava 2002 1379 14092 — 429% 087039, 197)
Sechter 1999 Y18 5/120 —_— 135% 060[0.14,2.57
Subtotal (95% CI) 447 - 100.0 % 1.03 [ 0.60, 1.76 |
Total events: 33 (Sertraline),
Heterogeneity: Tau* =
Test for overall effect: Z = 0.11 (
3 Sertraline vs fluvoxamine
Nemeroff 1995 /48 12449 —i— 1000 % 062023, 168 ]
Subtotal (95% CI) 48 49 —— 100.0 % 0.62[0.23,1.68]
Total events: 8 (Sertraline), 12 (SSRls)
Heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
4 Sertraline vs paroxetine
Aberg-Wistedt 2000 476 10177 — 282% 039012 1.26]
Fava 2000 743 330 —T 201 % 175 041,740 )
Fava 2002 139 1709 —— 51.7% 073[033,160]
Subtotal (95% CI) 315 303 —— 100.0 % 0.73[0.36, 1.46 ]

Total events: 24 (Sertraline}, 30 (SSRls)

Heterogeneity: Tau? = 0.08; Chi? = 251, df = 2 (P = 0.28); P =20%

Test for overall effect: Z = 0.50 (P = 0.37)
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Analysis 21.4. Comparison 21 SE - Sleepiness / Drowsiness, Outcome 4
Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 21 SE - Sleepiness / Drowsiness

Outcome: 4 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
M -
H.Randormn,95%

N N a

| Sertraline vs bupropion
Coleman 1999 10/118 3122 I 28.5% 367 [ 098, 13.70 ]
Croft 1999 00119 4120 e 404 % 586[194,17.72]
Kavoussi 1997 16/126 2 — 30 % 5771 1.64,2034 ]
Subtotal (95% CI) 363 364 —— 100.0 % 5.10 [ 2.53, 10.31]

Total events: 46 (Sertraline). 10 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi2 = 034, df = 2 (P = 085); B =00%
Test for overall effect: Z = 454 (P < 0.00001)

2 Sertraline vs mirtazapine

Befnke 2003 13/170 350176 —— 51.6% 033[ 017,066 ]
Thase 2000 13/124 33126 — 484 % 033[0.16,066]
Subrotal (95% CI) 294 302 - 100.0 % 0.33 [ 0.20, 0.54 ]

Total events: 26 (Sertraline), 68 (Newer ADs)
Heterogeneity: Tau? = 0.0: Chi? =000, df = | (P = 098); P =00%
Test for overall effect: Z = 445 (P < 0.00001)

3 Sertraline vs moclobemide

Sogaard 1999 4100 797 —— 1000 % 054015, 189
Subtotal (95% CI) 100 97 ——— 100.0 % 054 [ 0.15, 1.89]

Total events: 4 (Sertraline), 7 (Newer ADs)

Heterogeneity: not applicable
Test for overall effect: Z = 097 (P = 0.33)
4 Sertraline vs nefazodone
Feiger 1996 17182 18/78 —— 1000 % 087 [ 041, 185 ]
———

Subtotal (95% CI) 82 78
Total events: 17 (Sertraline), 18 (Newer ADs)

100.0 % 0.87 [ 0.41,1.85]

Heterogeneity: not applicable
Test for overall effect: Z = 0.36 (P = 0.72)
5 Sertraline vs reboxetine

Eker 2005 o4 4125 — 1000 % 0.10[000, 192

Subtotal (95% CI) 24 25 — 100.0 % 0.10 [ 0.00, 1.92 ]
Total events: 0 (Sertraling), 4 (Newer ADs)

0102 05 | 2 5 10

Favours sertraline Favours newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

- M-
HRandom,95% H.Random.35%
/N n/N Cl I

Heterogeneity: not applicable
Test for overall effect: Z = 153 (P = 0.13)

6 Sertraline vs trazodone

Munizza 2006 60 62 - 1000% 020[001,425]
Subtotal (95% CI) 60 62 —— 100.0 % 020 [ 0.01, 4.25]

Total events: 0 (Sertraiine), 2 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.03 (P = 0.30)
7 Sertraline vs venlafaxine
Mehtonen 2000 872 5175 —— 1000% 175[054,563]
Subtotal (95% CI) 72 75 ——— 100.0 % 1.75 [ 054, 5.63 |
Total events: 8 (Sertraline), 5 (Newer ADs)
Heterogeneity: not applicable

Test for overall effect; Z = 0.94 (P = 0.35)

0102 05 | 2 5 10

Favours sertraline  Favours newer ADs
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Analysis 22.1. Comparison 22 SE - Urinary problems, Outcome 1 Sertraline
versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 22 SE - Urinary problems

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAs Ockds Ratio Weight Odds Ratio
HRandom 955 HRandom95%

N N cl a

| Sertraline vs amitriptyline
Cohn 1950 12161 3180 — 405 % 207 057,754 ]
Lee 1994 035 233 -— 27% 0170001, 3717
Reimherr 1990 2149 111149 e 378% 0.17[0.04,078]
Subtotal (95% CI) 335 252 ———— 100.0 % 0.47 [ 0.07, 3.19 ]

Total events: 14 (Sertraline}, 16 (TCAs)
679,df =2 (P=003); L =71%
Test for overall effect: Z = 0.78 (P = 0.44)

Heterogeneity: Tau® = 1.94; Chi? =

2 Sertraline versus imipramine

Forlenza 2001 27 3028 — R 1000 % 067010, 434 ]

Subtotal (95% CI) 27 28 ——— 100.0 % 0.67 [ 0.10, 4.34 ]
Total events: 2 (Sertraline), 3 (TCAs)

Heterogeneity: not applicable

Test for overall effect: Z = 042 (P = 067)

Analysis 22.2. Comparison 22 SE - Urinary problems, Outcome 2 Sertraline
versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression
Comparison: 22 SE - Urinary problems

Outcome: 2 Sertraline versus Heterocyclics

Study or subgroup Sertraline Heteracyclics Odds Ratio Weight ©dds Ratio

HRandom95% HRandom5%
n/N /N <l Cl

1 Sertraline vs maprotifine

Li 2001 032 132 — 1000 % 032[001,823]
Subtotal (95% CI) 32 32 S 100.0 % 0.32[0.01,8.23]

Total events: 0 (Sertraine), | (Heterocyelics)
Heterogeneity: not applicable
Test for overall effect; Z = 0.68 (P = 04%)

0102 05 1 2 5 00

Favours sertraline  Favours Heterocyclic
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Analysis 22.3. Comparison 22 SE - Urinary problems, Outcome 3 Sertraline
versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 22 SE - Urinary problems

Outcome: 3 Sertraline versus other SSRIs

Study or subgroup Sertraline S5Rls. Odds Ratio Weight Odds Ratio

HRandom95%. H, Random,#5%
N N Cl cl

I Sertraline versus paroxetine
Aberg-Wistedt 2000 1176 a7 '7 1000 % 009 001,058 ]

Subtotal (95% CI) 176 177 — 100.0 % 0.09 [ 0.01,0.68 ]
Total events: | (Sertraiin), |1 (S5RIs)

Heterogeneity: not applicable:

Test for overall effect: Z = 233 (P = 0.020)

Analysis 22.4. Comparison 22 SE - Urinary problems, Outcome 4 Sertraline
versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 22 SE - Urinary problems

Outcome: 4 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

H.Random.95% H.Random,35%
n/N niN cl cl

| Sertraline vs hypericum

Davidson 2002 23111 30013 —- 770 % 072039 1.34]
Van Gurp 2002 7145 7145 — 29% 100032 3.13]
Subtoral (95% CI) 156 158 - 100.0 % 0.78 [0.45, 1.34 ]

Total events: 30 (Sertraline), 37 (Newer ADs)
Heterogeneity: Tau® = 0.0; Chi2 = 0.24, df = | (P = 0.62); P =0.0%
Test for overall effect: Z = 0.90 (P = 0.37)
2 Sertraline s verlafaxine
Shelion 2006 20082 078 —— 1000 % 054[ 046, 191 ]
Subtotal (95% CI) 82 78 ————— 100.0 % 0.94 [ 0.46,1.91]
Total events: 20 (Sertraline), 20 (Newer ADs)
Heterogeneity: not applicable
Test for overal effect: Z = 0,18 (P = 0.86)

ol 0z 05 | 2 5 10

Favours sertraine  Favours newer ADs

Analysis 23.1. Comparison 23 SE - Vomiting, Outcome 1 Sertraline versus
TCAs

Review: Sertraline versus other antidepressive agents for depression
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Comparison: 23 SE - Vomiting

Outcome: 1 Sertraline versus TCAs

Page 162

Study or subgroup Treatment Control Odds Ratio Weight Ol Ratio
M- M-
HRandom 95% HRandom 5%
N AN d <
| Sertraline vs amitriptyline
Reimherr 1990 5/149 2149 —— 1000% 255 [ 049, 1337 ]
Subtotal (95% CI) 149 149 e ———— 100.0 % 2.55 [ 0.49,13.37 ]
Total events: 5 (Treatment), 2 (Control)
Heterogeneity: not applicable
Test for overall effect: Z = L1 (P = 027)
2 Sertraline vs clomipramine
Moon 1994 W51 5155 —— 1000 % 041 [ 008, 220]
Subtotal (95% CI) 51 55 S 100.0 % 0.41 [ 0.08,2.20]
Total events: 2 (Treatment), 5 (Control)
Heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
0102 05 1 500
Favours Sertraline s TCAs

Analysis 23.2. Comparison 23 SE - Vomiting, Outcome 2 Sertraline versus

newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 23 SE - Vomiting

Outcome: 2 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Cdds Ratio
H.Random95% H.Random.95%
n/N niN Cl Cl

| Sertraline vs bupropion

Coleman 1999 0118 6122 | 1000 % 008 [0.00, 1.36]
Subtotal (95% CI) 118 122 — 100.0 % 0.08 [ 0.00, 1.36 ]
Total events: 0 (Sertraling), 6 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.75 (P = 0.080)
2 Sertraline vs trazodone

Munizza 2006 260 3162 —— 1000 % 048 [0.11, 421
Subtotal (95% CI) 60 62 R —— 100.0 % 0.68 [0.11, 4.21]

Total events: 2 (Sertraline), 3 (Newer ADS)
Heterogeneity: not applicable
Test for overall effect: Z = 042 (P = 0.68)

avours Sertraline  Favours newer AOs

Analysis 24.1. Comparison 24 SE - Appetite increase, Outcome 1 Sertraline

versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 24 SE - Appetite increase
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Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAs Odds Ratio ‘Weight Qdds Ratio
M M-
HRandom,25% H.Random,95%
N /N < Cl
I Sertraline vs amitriptyline
Lydiard 1997 1132 15/131 A 1000 % 006 [001,045]
Subrotal (95% CI) 132 131 — 100.0 % 0.06 [ 0.01, 0.45 ]

Total events: | (Sertraling), 15 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 2.72 (P = 0.0065)

2 Sertraline vs imipramine

Forienza 2001 527 318 —a— 1000 % 189 041,885 ]

Subtotal (95% CI) 27 28 e ———— 100.0 % 1.89 [ 0.41, 8.85 ]
Total events: 5 (Sertraling), 3 (TCAs)

Heterogeneity: not applicable

Test for overall effect: Z = 081 (P = 0.42)

01 02 05 2 5 0

avours sertraine  Favours TCAs

Analysis 24.2. Comparison 24 SE - Appetite increase, Outcome 2 Sertraline
versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 24 SE - Appetite increase

Outcome: 2 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

H Random95% HRandom 95%
n'N nN Cl Cl

| Sertraline vs mirtazapine

Behnke 2003 2170 16/176 -— 322% 0.12[003.053]
Thase 2000 54124 18/126 —— 67.8% 025009, 070 ]
Subtotal (95% CI) 294 302 — 100.0 % 0.20 [ 0.09, 0.46 |

Total events: 7 (Sertraline), 34 (Newer ADs)
Heterogeneity: Tau® = 0.0; Chi = 0.68, df = | (P =041}, P =0.0%
Test for overall effect: Z = 3.76 (P = 000017)

010 05 1 : 5 10

Favours sertraline  Favours newer ADs

Analysis 25.1. Comparison 25 SE - Appetite loss / Anorexia, Outcome 1
Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 25 SE - Appetite loss / Anorexia

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sertraline TCAs Odds Ratio Weight Qdds Ratio
HRandom 95% H.Random,25%
/N n/N Cl Cl
| Sertraline vs amitriptyline
Cohn 1990 157161 180 —= 521 % 8.12[ 105, 6259 ]
Reimherr 1990 6149 1/149 & 479 % 621 [0.74, 5223 ]
Subtotal (95% CI) 310 229 —— 100.0 % 7.14 [ 1.63, 31.18 ]
Total events: 21 (Sertraling), 2 (TCAS)
Heterogeneity: Tau? = 0.0; Chi? = 0.03, df = | (P = 0.86); I! =0.0%
Test for overall effect: Z = 2.61 (P = 0.0090)
2 Sertraline vs imipramine
Chen 2001 245 044 I 10.7 % S [024 109.63 ]
Forlenza 2001 14127 12/28 —— 893% 144 [ 050, 416
Subtotal (95% CI) 72 72 ——— 100.0 % 1.65 [ 0.60, 4.49 ]
Total events: 16 (Sertraline), 12 (TCAs)
Heterogeneity: Tau 0; Chi2 = 0.60, df = | (P = 0.44); I =0.0%
Test for overall effect: 7 = 097 (P = 0.33)
02 05 | 2 5 10

Analysis 25.2. Comparison 25 SE - Appetite loss / Anorexia, Outcome 2

Sertraline versus other SSRIs

Comparison: 25 SE - Appetite loss / Anorexia

Outcome: 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline SSRIs Odds Ratio Weight Odds Ratio
H,Random,95% HRandom,95%
N N s a

| Sertraline vs escitalopram

Ventura 2007 6/108 8/107 —i— 1000 % 073 024,217
Subtotal (95% CI) 108 107 —— 100.0 % 0.73[0.24,2.17 ]
Total events: 6 (Sertraline), 8 (SSRIs)
Heterogeneity: not applicable
Test for overal effect: Z = 057 (P = 0.57)
2 Sertraline vs fluoxetine

Aguglia 1993 2452 0/5. I 24% 559026, 11931]

Newhouse 2000 1117 147119 —— 786 % 078034, 1.79 ]
Subtotal (95% CI) 169 175 ——— 100.0 % 1.19[0.24,5.87 ]
Total events: 13 (Sertraling) Ris)
Heterogeneity: Tau? = 066 Chi? = 151, df = | (P = 022); I =34%
Test for overal effect Z= 021 (P = 083)
3 Sertraline vs fluvoxamine

Nemeroff 1995 6/48 4149 —— 1000 % 161 [ 042 6.10]
Subtotal (95% CI) 48 49 —— 100.0 % 1.61[0.42,6.10]
Total events: 6 (Sertraline), 4 (SSRls)
Heterogeneity: not applicable
Test for overall effect: Z = 0.70 (P = 0.49)

02 05 2 5 10
s sertraline tt S
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Analysis 25.3. Comparison 25 SE - Appetite loss / Anorexia, Outcome 3
Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 25 SE - Appetite loss / Anorexia

Outcome: 3 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

H,Random 95% H,Random,25%
nN niN Cl a

| Sertraline vs hypericum

Van Gurp 2002 11745 10/45 —— 1000 % 113[043,301 ]
Subrotal (95% CI) 45 45 ——— 100.0 % 1.13 [ 0.43, 3.01 ]

Total events: |1 (Sertraline), 10 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: 2 = 0.35 (P = 0.80)

2 Sertraline vs trazodone

Munizza 2006 260 0162 — 1000 % 534025, 11361 ]
Subtotal (95% CI) 60 62 ——— 100.0 % 5.34 [ 0.25, 113.61 ]

Total events: 2 (Sertraline), 0 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect 7 = 1.07 (P = 0.28)
3 Sertraline vs venlafaxine

Chen 2001 245 044 —- 1000 % S0 (024, 102.63 ]
Subrotal (95% CI) 45 44 ————— 100.0 % 5.11 [ 0.24, 109.63 ]

Total events: 2 (Sertraling), 0 (Newer ADs)

syduiosnuel Joyiny sispun4 JINd adoin3 ¢

Heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)

Analysis 26.1. Comparison 26 SE - Depression, Outcome 1 Sertraline
versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 26 SE - Depression

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAS Odds Ratio Weight Odds Ratio
HRandom95% HRandom 5%
N AN ci al
I Setraline vs clomipramine
Lepine 2000 1182 054 — 1000 % 311 7012,7746 1
Subtotal (95% CI) 82 84 e — 100.0 % 3.11[0.12, 77.46 |

Total events: | (Sertraline), 0 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 069 (P = 049)

syduosnuelA Joyiny sispun4 DA @doing ¢

0102 05 | 2 5 10

Favours sertraliie Favours TCAs
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Analysis 26.2. Comparison 26 SE - Depression, Outcome 2 Sertraline
versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 26 SE - Depression

Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRis Cdds Ratio Weight Odds Ratio

M- M-
HRandomd5% HRandom,95%
N /N cl o
I Sertraline vs escitalopram
Alexopoulos 2004 /138 11136 — 1000 % 0.33[001,808]
Subtotal (95% CI) 138 136 e 100.0 % 0.33 [ 0.01, 8.08 ]
Total events: 0 (Sertraline), | (SSRIs)
Heterog: it applicable

ll effect: Z = 0.68 (P = 049)

Analysis 26.3. Comparison 26 SE - Depression, Outcome 3 Sertraline
versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 26 SE - Depression

Outcome: 3 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Cidds Ratio Weight Odds Ratio

. M-
H.Random,95% H.Random,95%
niN N (o] a

| Sertraline vs mirtazapine

Behnke 2003 0170 2176 - 1000 % 020[001,429]
Subtotal (95% CI) 170 176 — 100.0 % 0.20 [ 0.01, 4.29]
Total events: 0 (Sertraline), 2 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.02 (P = 0.31)

Analysis 27.1. Comparison 27 SE - Dermatological Problems, Outcome 1
Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 27 SE - Dermatological Problems

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-
HRandom5% HRandom 95%
WN N ci J<f
I Sertraline vs amitriptyfine
Cohn 1930 6161 3180 B 1000 % 099 [ 024, 408 |
Subtotal (95% CI) 161 80 ———— 100.0 % 0.99 [ 0.24, 4.08]
Total events: 6 (Sertraing), 3 (TCAS)
Heterogeneity not applicable
Test for overall effect: Z = 001 (P = 0.99)
2 Sertraline vs dothiepin
Doogan 1994 299 o8 — 1000 % 556026, 11733
Subtotal (95% CI) 99 108 —————— 100.0 % 5.56 [0.26,117.33 ]
Total events: 2 (Sertraline), 0 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.10 (P = 0.27)
0102 05 1 2 5 0
Favours sertraline: Favours TCAs

Page 167

Analysis 27.2. Comparison 27 SE - Dermatological Problems, Outcome 2

Sertraline versus other SSRIs

Comparison: 27 SE - Dermatological Problems

Outcome: 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline SSRIs Odds Ratio Weight Odds Ratio
H,Random 95% H,Random,95%
N N cl o]

I Sertraline versus fluoxetine

Boyer 1998 4122 2120 — 442 % 200[036,11.13]

Van Moffaert 1995 4183 3/82 — 558 % 1.33[029,615]
Subtotal (95% CI) 205 202 ———— 100.0 % 1.60 [ 0.51, 5.00 ]
Total events: 8 (Sertraline), 5 (SSRIS)
Heterogeneity: Tau? = 00; Chi? = 0.12,df = | (P = 073); P =00%
Test for overall effec MBO (P = 042)

0102 05 1 2 5 10

Favours sertraline Favours other SSRIs

Analysis 27.3. Comparison 27 SE - Dermatological Problems, Outcome 3

Sertraline versus newer ADs

Comparison: 27 SE - Dermatological Problems

Outcome: 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

- M-
H,Random,95% H.Random,95%
/N n/N o] Cl

| Sertraline vs hypericum

Gastpar 2005 o8 2123 A 1000 % 021 [001,432]
Subtotal (95% CI) 118 123 ——— 100.0 % 0.21 [ 0.01, 4.32]
Total events: 0 (Sertraline), 2 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.02 (P = 031)

Favours sertraline  Favours newer ADs

Analysis 28.1. Comparison 28 SE - Dismenorrea, Outcome 1 Sertraline
versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 28 SE - Dismenorrea

Outcome: 1 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Cidds Ratio Weight Odds Ratia

H.Random,75% H.Random,95%
/N niN Cl <l

| Sertraline versus moclobemide
Sogaard 1999 o9 5169

Subtotal (95% CI) 79 69

Total events: 0 (Sertraline), 5 (Newer ADs)

1000 % 007 [000, 136 ]

100.0 % 0.07 [ 0.00, 1.36 ]

|

Heterogeneity: not applicable

Test for overall effect: Z = 1.75 (P = 0079)

Analysis 29.1. Comparison 29 SE - Dizziness, Outcome 1 Sertraline versus
TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 29 SE - Dizziness

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M. M-

HRandom.95% HRandom95%
n/N /N Cl Cl

| Sertraline vs amitriptyline

Bersani 1994 4134 4/34 62% 100[023,437]
Cohn 1990 497161 30/80 —- 332% 073[042.128]
Lee 1994 025 123 _— 13% 0291001, 759 ]
Lydiard 1997 7132 124131 — 71 136 % 056 [ 021, 146 ]
Moller 2000 16 8124 b 130 % 122045 328]
Reimherr 1990 22/149 471149 —— 327% 038[021,086]
Subtotal (95% CI) 617 541 - 100.0 % 0.61 [ 0.42, 0.89 ]
Total events: 91 (Sertraline), 102 (TCAs)
Heterogeneity: Tau® = 003; Chi2 = 570, df = 5 (P = 0.34), > =12%
Test for overall effect: Z = 2.58 (P = 0.010)
2 Setraline vs domipramine
Moon 1994 251 5155 —— 1000 % 041 [ 008, 220
Subtotal (95% CI) 51 55 ——— 100.0 % 0.41 [ 0.08,2.20]
Total events: 7 (Sertraline), 5 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
3 Sertraline vs dothiepin
Doogan 1994 599 3108 —— 1000 % 186 043,800
Subtotal (95% CI) 99 108 ——— 100.0 % 1.86 [ 0.43, 8.00 |
Total events: $ (Sertraline), 3 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 084 (P = 040)
4 Sertraline vs imiprarmine
Baca 2003 116 20123 — 519% 0541025118
Forlenza 2001 827 10028 — 225% 051 [0.16, 169 ]
Fournier 1997 5/54 13/50 — 256 % 029 [0.10,089 ]
Subtotal (95% CI) —— 100.0 % 0.46 [ 0.26, 0.80 ]
Total events: 22 (Sertraline),
Heterogeneity: Tau® = 010;
Test for overall effect: 2 = 273
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
HRandom95% HRandom 5%
n/N n/N Cl Cl
5 Sertraline vs nortriptyline
Bondareff 2000 91105 117105 —— 1000 % 080 [ 032, 202 ]
Subtotal (95% CI) 105 105 ——— 100.0 % 0.80 [ 0.32,2.02 ]
Total events: 9 (Sertraline), | 1 (TCAS)
Heterogeneity: not applicable
Test for overall effect: 7 = 0.47 (P = 0.64)
01 02 05 2 5 10

Analysis 29.2. Comparison 29 SE - Dizziness, Outcome 2 Sertraline versus
Heterocyclics

Review: Sertraline versus other antidepressive agents for depression
Comparison: 29 SE - Dizziness

Outcome: 2 Sertraline versus Heterocyclics
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Study or subgroup Sertraline Heterocyclics Odds Ratio Weight Odds Ratio

) M-
H Randomn95% HRandom,75%
niN n/N Cl Cl

I Sertraline vs maprotiline

Li 2001 532 o132  —— 1000 % 1300 [ 062, 24572
Subtotal (95% CI) 32 32 T —— 100.0 % 13.00 [ 0.69, 245.72 ]
Total events: 5 (Sertraline), O (Heterocyclics)
Heterogeneity: not applicable
Test for overall effect: Z = 1.71 (P = 0.087)

010z 05 I 2 5 10

Favours sertraline Favours Heterooyclic

Analysis 29.3. Comparison 29 SE - Dizziness, Outcome 3 Sertraline versus
other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 29 SE - Dizziness

Outcome: 3 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRis Odds Ratio Weight Odds Ratio
M M-

HRandom 95% HRandom,55%
N N Cl cl

I Sertraline vs fluoxetine

Bennie 1995 2142 8/144 T 16.1 % 0.24[005, 1.16]

Fava 2002 719 892 — 354% 083[029.238]

Newhouse 2000 9117 12/119 — 484 % 074030, 184
Subtotal (95% CI) 355 355 —— 100.0 % 0.64 [0.34,1.21]
Total events: |8 (Sertraliry SSRIs)

Heterogeneity: Tau? = = 181,df =2 (P = 0405 F =00%
Test for overalleffect: Z = 1.37 (P = 0.17)
2 Sertraline vs flovoxamine

Nemeroff 1995 7/48 6/49 . 100:0 % 122[038,395]

Subtotal (95% CI) 48 49 ——— 100.0 % 1.22 [0.38,3.95]
Total events: 7 (Sertraline), 6 (SSRls)

Heterogeneity: not applicable

Test for overall effect: Z = 034 (P = 0.74)

3 Sertraline vs paroxetine

Aberg-Wistedt 2000 28/176 281177 —— 599 % 101 [057, 178 ]
Fava 2002 7% 1596 — 0.1 % 042016, 109]
Subtotal (95% CI) 272 273 —— 100.0 % 0.71 [0.31, 1.63 ]

Total events: 35 (Sertraline), 43 (SSRs)
Heterogeneity: Tau? = 021; Chi = 234,df = | (P = 0.13) # =57%
Test for overall effect: 7 = 080 (P = 0.42)

0102 05 1 2 5 10

Favours sertraline Favours other S5Rls

Analysis 29.4. Comparison 29 SE - Dizziness, Outcome 4 Sertraline versus
newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 29 SE - Dizziness
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Outcome: 4 Sertraline versus newer ADs

Page 171

Study or subgroup Sertraline Newer ADs Odds Ratic Weight Odds Ratio
HRandom95% HfRandom 5%
N N a <]
1 Sertraline vs bupropion
Coleman 1999 101118 9122 —— 9% 116 [ 045, 297 ]
Croft 1999 919 8/120 — 133% 1151043, 308]
Kavoussi 1997 6126 10122 — 298% 056020, 1,59
Subtotal (95% CI) 363 364 — 100.0 % 0.93 [ 053, 1.65
Total events; 25 (Sertraline), 27 (Newer ADs)
Heterogeneity: Tau® = 0.0; Chi* = 1.29, df = 2 (P = 0.52); I =0.0%
fest for overall effect: Z = 0.25 (P = 080
2 Sertraline vs hypericum
Van Gurp 2002 11445 545 —i— 1000 % 259082819 ]
Subtotal (95% CI) 45 45 —— 100.0 % 259 [0.82,8.19]
Total events: || (Sertraline), 5 (Newer ADs)
Heterageneity: not applicable
Test for overall effect: Z = 1.62 (P = 0.11)
3 Sertraline vs mirtazapine
Behnke 2003 171170 121176 ——— 529% 152 070,328 ]
Thase 2000 M1 147126 — 7% 048[0.19.123]
Subtotal (95% CI) 294 302 ——— 100.0 % 0.88 [ 0.28, 2.73 |
Total events: 24 (Sertraline), 26 (Newer ADs)
Heterogeneity: Tau? = 047;
fest for overall effect: Z = 022 (P = 083)
4 Sertraline vs moclobemide
Sogaard 1999 7100 10197 —— 1000 % 065024, 180 ]
Subtotal (95% CI) 100 97 ——— 100.0 % 0.65 [ 0.24, 1.80 ]
Total events: 7 (Sertraline), 10 (Newer ADs)
Heterogeneity: not applic.
Test for overall effect: 7
5 Sertraline vs nefazodone
Feiger 1996 682 25178 M 1000 % 0.17 [ 008, 044 )
Subtotal (95% CI) 82 78 - 100.0 % 0.17 [ 0.06, 0.44
Total events: 6 (Sertraline), 25 (Newer ADs)
Heterogeneity: not applicable
0102 05 1 2 5 10
Favours sertraine Favours newer ADs
Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
M- M-
Hfandom 95% HRandom95%
n/N /N Cl Cl
Tost for overall effect: Z = 366 (P = 0.00025)
6 Sertraline vs trazodone
Munizza 2006 8160 12162 —— 1000% 064024, 170]
Subtotal (95% CI) 60 62 ——— 100.0 % 0.64[0.24,1.70 ]
Total events: 8 (Sertraline), 12 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 089 (P = 0.37)
7 Sertraline vs venlafaxine
Mehtonen 2000 si72 10175 —— 29% 049 (016, 150
Sir 2005 38179 43/84 770 % 088048, 163]
Subtotal (95% CI) 151 159 - 100.0 % 0.77 [0.45, 1.32]
Total events: 43 (Sertralin), 53 (Newer ADs)
Heterogeneity: Tau® = 0.0; Chi* = 084, df = | (P = 0.36); # =00%
Test for overall effect: Z = 095 (P = 0.34)
010z 05 1 2 5 0
Favours sertraline Favours newer ADs

Analysis 30.1. Comparison 30 SE - Gastrointestinal symptoms and

dyspepsia, Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 30 SE - Gastrointestinal symptoms and dyspepsia
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Outcome: 1 Sertraline versus TCAs

Page 172

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M M-
HRandom95% HRandom95%
N N cl cl
| Sertraline vs amitriptyline
Baca 2003 I5/116 8173 L 232% 213[087,524 ]
Bersani 1954 5/34 234 I 95% 276 [ 050, 1533]
Cohn 1590 14f16] 4/80 I 173% 1.81 [0.58, 5.69 ]
Lee 1994 225 023 34% 500(023, 10986
Lydiard 1997 31132 10131 — 143% 0381008, 105 ]
Moller 2000 316 3124 I 104% 107 [021,541]
Reimherr 1950 131149 149 T 218% 1.94 [ 075, 501 ]
Subtotal (95% CI) 733 664 S 100.0 % 1.49 [ 0.83, 2.68 |
Total events: 55 (Sertraling), 34 (TCAs)
Heterogeneity: Tau? = 0.18; Chit = 846,df = 6 (P = 021); I =29%
Test for overall effect: Z = 1.33 (P = 0.18)
2 Setraline s clomipramine
Behan 1995 13120 7120 | 2B0% 345 [ 094, 1265
Edwards 1996 N7 IS —_— 198% 139 [020,9.71 ]
Lepine 2000 9/82 35/84 - B5% 0.17[008,039]
Moon 1994 551 15/55 - 266 % 029[0.10,087]
Subtotal (95% CI) 170 174 ———— 100.0 % 0.63[0.15, 2.61]
Total events: 30 (Sertraline}, 59 (TCAs)
Heterogeneity: Tau? = 1.65 Chit = 16,54, df = 3 (P = 0,00088); 2 =B2%
Test for overall effect: Z = 063 (P = 053)
3 Sertraline vs desipramine
Ravindran 1995 8/40 19137 Ml 1000 % 0241009, 065 ]
Subtotal (95% CI) 40 37 ——— 100.0 % 0.24 [ 0.09, 0.65 ]
Total events: 8 (Sertraline), 19 (TCAs)
Heterageneity: not applicable
Test for overall effect: Z = 2.80 (P = 0.0051)
4 Sertraline vs dothiepin
Doogan 1994 2459 2108 —a— 1000 % 109 [ 045,711
0102 05 PRI
Favours sertraline Favours TCAs
Study or subgroup Sertraline TChs Odds Ratio Weight Odds Ratio
H,Random,95% H.Random,95%
N N i d
Subtotal (95% CI) 99 108 T — 100.0 % 1.09[0.15,7.91]
Total events: 2 (Sertraline), 2 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 0,09 (P = 093)
5 Sertraline vs imipramine
Forlenza 2001 1207 878 — 555 % 200065 6.11]
Foumnier 1997 9/54 4150 — 4.5 % 230[ 066,801 ]
Subtotal (95% CI) 81 78 T— 100.0 % 2.13[093, 4.89 ]

Total events: 21 (Sertraline}, 12 (TCAs)

Heterogeneity: Tau? = 0.0; Chi2 =
Test for overall effect: Z = 1.78 (P = 0.075)

03, df = | (P = 087); 1P =0.0%

0l 02 05 2 5 10

Favours sertraline Favours TCAS

Analysis 30.2. Comparison 30 SE - Gastrointestinal symptoms and

dyspepsia, Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 30 SE - Gastrointestinal symptoms and dyspepsia

Outcome: 2 Sertraline versus other SSRIs
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Study or subgroup Sertraline SSRis Odlds Ratio Weight Qdds Ratio
™. M-
HRandom95% HRandom.5%
/N niN ¢ <
1 Sertraline vs fluoxetine
Bayer 1998 281122 201120 —— 390% 149 [079, 282
Fava 2002 896 6092 —_T 132% 130 [ 043,391 )
Sechter 1999 6118 6/120 I — 118% 102[032.325]
Van Maoffaert 1995 24/83 26182 — 36.1 % 0.88 [ 045, 1.70]
Subtotal (95% CI) 419 414 - 100.0 % 1.16[0.78,1.72]
Total events: 66 (Sertraline), 58 (53Rls)
Heterogeneity: Tau> = 0.0; Chi? = .36, df = 3 (P = 0.71); P =0.0%
Test for overall effect: Z = 071 (P = 048)
2 Sertraline vs paroxetine
Fava 2002 89 10196 B 1000 % 0.78[0.29, 207 |
Subrotal (95% CI) 96 96 ——— 100.0 % 0.78 [ 0.29, 2.07 |
Total events: 8 (Sertraling), 10 (S5Rls)
Heterogeneity: not applicable
Test for overall effect: Z = 049 (P = 062)
01 02 05 1

Favours sertraine

Analysis 30.3. Comparison 30 SE - Gastrointestinal symptoms and

dyspepsia, Outcome 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 30 SE - Gastrointestinal symptoms and dyspepsia

Outcome: 3 Sertraline versus newer ADs
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
HRandom 5% HRandom 5%
n/N N Cl Cl
| Sertraline s bupropion
Coleman 1999 14/118 9/122 — 377 % 1.69 [ 070, 407 ]
Croft 1999 10/119 7120 —T 291 % 148 [ 054,403 ]
Kavoussi 1997 9126 10/122 —— 332 % 086[034,220]
Subtotal (95% CI) 363 364 — 100.0 % 1.30 [ 0.76, 2.23 ]
Total events: 33 (Sertraline), 26 (Newer ADs)
Heterogeneity: Tau? = 00 df =2 (P = 056); F =00%
Test for overall effect: Z = 095 (P = 034)
2 Sertraline vs hypericum
Gastpar 2005 s 10123 — 498 % 071026, 194]
Van Gurp 2002 14445 845 — 502 % 209 078,563 ]
Subtotal (95% CI) 163 168 ————— 100.0 % 1.22 [ 0.43,3.51]
Total events: 21 (Sertraline), 18 (Newer ADs)
Heterogeneity: Tau? = 0.3%; Chi? = 234, df = | (P = 0.13); > =55%
Test for overall effect: 7 = 0.37 (P = 0.71)
3 Sertraline vs mirtazapine
Thase 2000 24/124 8/126 + 100.0 % 354[1.52,823]
Subtotal (95% CI) 124 126 —— 100.0 % 3.54[1.52,8.23]
Total events: 24 (Sertraline), 8 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect Z = 294 (P = 00033)
4 Sertraline vs moclobemide
Sogaard 1999 117100 897 —— 1000 % 1381053 358 ]
Subtotal (95% CI) 100 97 ——— 100.0 % 1.38 [ 0.53, 3.58 ]
Total events: || (Sertraline), 8 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.65 (P = 0.51)
5 Sertraline vs nefazodone
Feiger 1996 14/82 5178 —— 1000 % 301[103,879]
Subtotal (95% CI) 82 78 ———— 100.0 % 3.01[1.03,8.79]
Total events: 14 (Sertraline), 5 (Newer ADs)
01 02 05 | 2 5 ]
Favours sertraling Favours newer ADgs
Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
M- 3
H.Random HRandom,35%
N nfN | Cl
Heterogeneity: not applicable
Test for overall effect: Z = 201 (P = 0.044)
6 Sertraline versus trazodone
Munizza 2006 3i60 /62 — R 100.0% 761 [038,15051 ]
Subtotal (95% CI) 60 62 — 100.0 % 7.61 [ 0.38, 150.51 |
Total events: 3 (Sertraline), 0 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 133 (P = 0.18)
7 Sertraline versus venlafaxine
Shelton 2006 3582 3378 —i- 1000 % 102 054,190 ]
Subtotal (95% CI) 82 78 e 100.0 % 1.02 [ 0.54, 1.90 ]
Total events: 35 (Sertraline), 33 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.05 (P = 0.96)
0l 0. 0s | 0
Favours sertraline Favaurs newer ADs

Page 174

Analysis 31.1. Comparison 31 SE - Fatigue, Outcome 1 Sertraline versus

TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 31 SE - Fatigue

Outcome: 1 Sertraline versus TCAs
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other SSRIs

Analysis 31.2. Comparison 31 SE - Fatigue, Outcome 2 Sertraline versus

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-
HRandom95% HRandom5%
N wN ci a
I Sertraline vs amitriptyline
‘ Bersani 1994 034 234 51% ©19[001,407]
rI-I Cohn 1990 35/161 18/80 —a— 349 % 096 [ 050, 1.82]
E Lydiard 1957 ETE) 9131 — 263% 099038, 2587
o Reimherr 1990 131149 351149 —=— 38% 031[0.16,062]
e}
D Subtotal (95% CI) 476 394 - 100.0 % 0.61[0.29,1.27]
o) Total events: 57 (Sertraline), 64 (TCAs)
Heterogeneity: Tau* = 029 Chit = 7.16, df = 3 (P = 0.07); I* =58%
§ Test for overall effect: Z = 1.33 (P = 0.18)
O 2 Sertraline vs imipramine
Forlenza 2001 1227 828 — 555 % 200065 6117
CI Fournier 1997 9/54 4450 — 445% 230 [ 046,801 ]
= Subtotal (95% CI) 81 78 —— 100.0 % 213 (0.93,4.89]
% Total events: 21 (Sertraline), 12 (TCAs)
— Heterogeneity: Tau? = 0.0; Chi? = 003, df = | (P = 087);  =00%
w Test for overall effect: Z = 178 (P = 0.075)
c 0l 02 05 2
[ d ous sertralne Favours TCAS
=3
QD
=y
=
w
(@)
=
=)
—+
w

Comparison: 31 SE - Fatigue

Outcome: 2 Sertraline versus other SSRIs
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Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline SSRis Cdds Ratio Weight Odds Ratio
M M
HRandom.95% HRandom35%
N N Il o]
I Sertraline vs escitalopram
Alexopoulos 2004 71138 10136 —— 515% 067025, 1.82]
Ventura 2007 9108 707 —a— 485 % 130 047,362 ]
Subtotal (95% CI) 246 243 ——— 100.0 % 0.93[0.45,1.89 ]
Total events: 16 (Sertraline}, 17 (S5RIs)
Heterogeneity: Tau? = 0.0; Chi2 = 081, df = | (P = 0.37); ¥ =00%
Test for overal effect: Z = 021 (P = 083)
2 Sertraline vs fluoxetine
Fava 2000 843 4135 —— 30% 177 [0:49, 646 ]
Fava 2002 11196 10192 —— 67.0% 106 043, 2.63 ]
Subtotal (95% CI) 139 127 —— 100.0 % 1.26 [ 0.60, 2.64 |
Total events: 1% (Sertraline), 14 (S5Ris)
Heterogeneity: Tau? = 040, df = |
Test for overall effect Z = 060 (P = 0.55)
3 Sertraline vs fluvoxamine
Nemeroff 1995 6148 3149 —a— 1000 % 219052932 )
Subtotal (95% CI) 48 49 ———— 100.0 % 2.19[0.52,9.32 ]
Total events: 6 (Sertraline), 3 (SSRIs)
Heterogengity: not applicable
Test for overall effect: Z = 1.06 (P = 0.29)
4 Sertraline vs paroxetine
Aberg-Wistedt 2000 3776 8IN77 — 439 % 032[020,050]
Fava 2000 8443 4130 I e — 24% 1.49 [ 040, 547 ]
Fava 2002 11596 16/96 — BIY% 065028, 148 ]
Subtotal (95% CI) 315 303 ——— 100.0 % 0.57[0.25,1.30 |

Total events: 56 (Sertraling), 101 (SSRE)
Heterogeneity: Tau? = 034; Chi2 = 610, df = 2 (P = 0.05): P =67%
Test for overall effect: Z = 1.34 (P = 0.18)

ol 02 05 2 5 10

Favours sertraline  Favours other S3Rls

Analysis 31.3. Comparison 31 SE - Fatigue, Outcome 3 Sertraline versus

newer ADs

Comparison: 31 SE - Fatigue

Outcome: 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline Newer ADs Odds Ratic Weight Odds Ratio
- M
H,Random,95% H,Random,35%
N N C a
| Venlafaxine vs buprapion
Kavoussi 1997 111126 6122 —— 1000 % 185 [ 066,517
Subtotal (95% CI) 126 122 —T—— 100.0 % 1.85[0.66,5.17 |
Total events: || (Sertraline), & (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 117 (P = 024)
2 Sertraline vs hypericum
Gastpar 2005 218 1123 e 106% 210[019,2351
Van Gurp 2002 21445 19445 B 89.4% 120 [ 052,275 ]
Subtotal (95% CI) 163 168 —— 100.0 % 1.27[0.58,2.79 ]
Total events: 23 (Sertraline), 20 (Newer ADs)
Heterogeneity: Tau? = 0.0;
Test for overall effect: Z = 0:60 (P = 055)
3 Sertraline vs mirtazapine
Behnke 2003 /170 201176 —— 536% 051024, 1.09]
Thase 2000 9124 2212 —a— 464 % 037[0.16,084 ]
Subtotal (95% CI) 294 302 - 100.0 % 0.44 [ 0.25,0.77 |
Total events: 20 (Sertraing), 43 (Newer ADs)
Heterogeneity: Tau? = 00; Chi? = 032, df = |
Test for overall effect: Z = 2.88 (P = 0.0039)
4 Sertraline vs moclobemide
Sogaard 1999 6100 697 —— 1000 % 097[030.311]
Subtotal (95% CI) 100 97 ——— 100.0 % 0.97 [0.30,3.11]
Total events: 6 (Sertraline), 6 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 0.05 (P = 096)
5 Sertraline vs nefazodone
Feiger 1996 15/82 19078 —- 1000 % 070[032. 149]
Subtotal (95% CI) 82 78 ——— 100.0 % 0.70 [ 0.32, 1.49 ]
Total events: |5 (Sertraline), 19 (Newer ADs)
Heterogeneity: not applicable
fest for overal effect: Z = 094 (P = 0.35)
010z 05 1 1
Favours sertraine. Favou
Study or subgroup Sertraline Newer ADs s Ratio Weight Ccids Ratio
HRandom,35% H.R,.wuumés%
N N C a
6 Sertraline vs trazodone
Munizza 2006 260 1162 —a— 1000 % 210019, 2383
Subtotal (95% CI) 60 62 ——— 100.0 % 2.10[0.19, 23.83 ]
Total events: 2 (Sertraline), | (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 040 (P = 0.55)
7 Sertraline v venlafaxine
Sir 2005 43182 1078 - 1000 % 105 0.56, 195
Subtotal (95% CI) 82 78 s 100.0 % 1.05[0.56, 1.95 ]
Total events: 43 (Sertraline), 40 (Newer ADs)
Heterageneity: not applicable
Test for overall effect: Z = 0.15 (P = 0.88)
0102 05 1 2z 5 10

Favours certraline

Favours newer ADs

Page 177

Analysis 32.1. Comparison 32 SE - Flu Syndrome, Outcome 1 Sertraline

versus other SSRIs

Comparison: 32 SE - Flu Syndrome

Outcome: 1 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline SSRIs Odds Ratio Weight Odds Ratio
M M-
HRandom.25% HRandom5%
n/N n/N Cl Cl
1 Sertraline vs fluoxetine
Boyer 1998 16122 19/120 —a— 406 % 080039, 1.65]
Fava 2000 10143 235 - 227% 500[ 1.02,2459 ]
Fava 2002 189 8/92 . 367 % 242 100,589
Subtotal (95% CI) 261 247 ———— 100.0 % 1.82 [ 0.66, 5.06 ]
Total events: 44 (Sertraling), 29 (SSRls)
Heterogeneity: Tau? = 053; C 24, df = 2 (P = 0.04); 12 =68%
Test for overall effect: 7 = 1.1 =025)
2 Sertraline vs fluvoxamine
Nemeroff 1995 8/48 349 —— 1000 % 2191052.932]
Subtotal (95% CI) 48 49 T ——— 100.0 % 2.19[0.52,9.32]
Total events: 6 (Sertrain), 3 (SSRK)
Heterogeneity: not applicable
Test for overall effect: Z = 1.06 (P = 029)
3 Sertraline vs paroxetine
Aberg-Wistedt 2000 6176 o9nT7 — 378% 066023 189
Fava 2000 10143 1130 — 203% 879[ 106, 7287 ]
Fava 2002 18196 9/96 — 419 % 223095 525 ]
Subtotal (95% CI) 315 303 — 100.0 % 1.86 [ 0.55, 6.24 ]

Total events: 34 (Sertraline}, 19 (SSRls)

Heterogeneity: Tau? = 0.72; Chit

Test for overall effect: Z = 1.00 (P = 0.32)

86, df =2 (P

=005) 1! =66%

5 10

Favours other SSRIs

Analysis 32.2. Comparison 32 SE - Flu Syndrome, Outcome 2 Sertraline

versus newer ADs

Comparison: 32 SE - Flu Syndrome

Outcome: 2 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline Newer ADs Cdds Ratio Weight Odds Ratio
M- M-
HRandom95% HRandom5%
n/N niN Cl Cl
I Sertraline vs bupropion
Kavoussi 1997 7126 15/122 —— 1000 % 042[0.16,107]
Subtotal (95% CI) 126 122 —— 100.0 % 0.42 [ 0.16, 1.07 ]
Total events: 7 (Sertraline), 15 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.82 (P = 0.069)
2 Sertraline vs moclobernide
Sogaard 1999 71100 397 — 1000 % 236[059.940
Subtotal (95% CI) 100 97 r— 100.0 % 2.36 [ 0.59, 9.40]
Total events: 7 (Sertraline), 3 (Newer ADs)
Heterogeneity: not applicable
Test for overal effect: Z = 1.22 (P = 0.22)
01 02 05 | 2 5 10

Favours sertraline

Favours newer ADs
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Analysis 33.1. Comparison 33 SE - Headache, Outcome 1 Sertraline versus

TCAs

Comparison: 33 SE - Headache

Outcome: 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline TCAs ©dds Ratio Weight Odds Ratio
HRandom,25% H,Random,95%
N N c a
I Sertraline vs amitriptyline
Cohn 1990 27181 8130 —— 274 % 181 [0.78,420]
Lee 1994 3025 023 2% 731 (036, 14967 ]
Lydiard 1997 12113 11131 — 2%3% 109 [ 046, 257 )
Moller 2000 16 0124 _ 2% 768039, 15028 ]
Reimherr 1990 247149 161149 —a— 0% 160 [081,3.14]
Subtotal (95% CI) 583 507 - 100.0 % 1.60 [ 1.03, 2.48 |
Total events: 69 (Sertraline), 35 (TCAS)
Heterogeneity: Tau® = 93.dF =4 (P =057); P =0.0%
Test for overal effect: Z = 209 (P = 0036)
2 Setraline vs clomipramine
Behan 1995 5120 1120 -— 103% 633[067.60.16]
Edwards 1996 w7 s e 92% 3000283246
Lepine 2000 16/82 13/84 —— 805 % 1321059, 296 ]
Subtotal (95% CI) 119 119 T— 100.0 % 1.68 [ 0.81, 3.45 ]
Total events: 24 (Sertraline), 15 (TCAS)
Heterageneity: Tau? = 0.0; Ch? = 1.92, df = 2 (P = 0.38); P =0.0%
Test for overall effect: 7 = 1.40 (P = 0.16)
3 Sertraline vs dothiepin
Doogan 1994 9% 41108 —— 1000 % 081[0.18,372]
Subtotal (95% CI) 99 108 ——— 100.0 % 0.81[0.18,3.72 ]
Total events: 3 (Sertraline), 4 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 027 (P = 0.79)
4 Sertraline vs imipramine
Chen 2001 05 314 -— 160% 0.13[001,260]
Forlenza 2001 1507 7n8 — 10% 35119 1177]
Fournier 1997 9/54 8150 —. $30% 1051037, 297
Subtotal (95% CI) 126 122 ————— 100.0 % 127 [0.31,5.21 ]
Total events: 24 (Sertraline), 18 (TCAS)
Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
HRandom 955 HRandomg5%
N N S| a
Heterogeneity: Tau? = 0.93; Chi? = 554, df = 2 (P = D06} P =64%
Test for overall effect; Z = 0.33 (F = 0.74)
5 Sertraline vs nortriptyline
Bondareff 2000 357105 41/105 - 1000 % 078044, 137]
Subtotal (95% CI) 105 105 — 100.0 % 0.78 [ 0.44, 1.37 |
Total events: 35 (Sertraline), 41 {TCAS)
Heterogeneity: not appiicable
Test for overall effect: Z = 086 (P = 0.39)
01 02 05 2 5 10
Favours sertraline avours TCAs
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Analysis 33.2. Comparison 33 SE - Headache, Outcome 2 Sertraline versus
other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 33 SE - Headache
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Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRis Odds Ratio Weight Odds Ratio
HRandom 5% HRandoms
n/N n/N ] C
I Sertraline vs citalopram
Ekselius 1997 397200 l 1000 % 075046, 120]
Subtotal (95% CI) 200 - 100.0 % 0.75 [ 0.46, 1.20 ]
Total events: 3% (Sertraline), 49 (
Heterogeneity: not applicable
Test for overall effect: Z = 120 (P = 0.23)
2 Sertraline vs escitalopram
Alexopaulos 2004 33138 271136 —— 687 % 127[071.225]
Ventura 2007 11/108 13107 —— 313% 082[035, 192
Subtotal (95% CI) 246 243 - 100.0 % 1.11[0.69,1.78 ]
Total events: 44 (Sertraline), 40 (SSRls)
Heterogeneity: Tau? = 0.0; Chi2 = 0,69, df = | (P = 041); P =0.0%
01 02 05 25 00
s sertraiine s other S3Rs
Study or subgroup Sertraline SSRls Odds Ratio Weight Odds Ratio
M -
HRandom95% HRandom5%
/N n/N Cl 1
Test for overall effect: Z = 042 (P = 0.68)
3 Sertraline vs fluoxetine
Aguglia 1993 4452 1156 —_1 20% 458 [ 050, 42.42 ]
Bennie 1995 200142 21/144 —a— 29% 095 [ 050, 1.86 ]
Fava 2000 11443 8135 —_— 92% 116 [ 041,330
Fava 2002 2719 2392 - 228% 117 [061,225]
Newhouse 2000 390117 370119 —a— 336 % L1064 191]
Sechter 1999 6118 8/120 — T 84% 0.75[025223]
Subtotal (95% CI) 568 566 - 100.0 % 1.09 [0.79, 1.49 ]
Total events: 107 (Sertraline). 98 (SSRIs)
Heterogeneity: Tau? = 0.0 Chi? = 2.26, df = 5 (P = 0.81); 2 =008
Test for overall effect: Z = 052 (F = 0.60)
4 Sertraline vs fluvoxamine
Nemeroff 1995 15448 13149 —— 1000 % 126 [ 052,304
Subtotal (95% CI) 48 49 ——— 100.0 % 1.26 [ 0.52, 3.04 ]
Total events: |5 (Sertraline), 13 (55Rls)
Heterogeneity: not applicable
Test for overall effect; Z = 051 (P = 061)
5 Sertraline vs paroxetine
Aberg-Wistedt 2000 68176 611177 -+ 627 % 120 [ 078,185 ]
Fava 2000 11743 30 —r 100 % 113[038,335]
Fava 2002 27496 21196 T 273% 140 [ 072,270 ]
Subtotal (95% CI) 315 303 - 100.0 % 1.24[0.88,1.75]
Total events: 106 (Sertraline), 89 (SSRE)
Heterogeneity: Tau? = 0.0 Chi? = 0,18, df = 2 (P = 0.91); I =00%
Test for overall effect: Z = 1.24 (P = 0.22)
01 02 05 25 10
Favours sertraline Favours other SSRls
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Analysis 33.3. Comparison 33 SE - Headache, Outcome 3 Sertraline versus

newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 33 SE - Headache

Outcome: 3 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
s
H Randorr HRandom 5%
N N o o
I Sertraline vs bupropion
Coleman 1999 318 w012 —-— 313% 073042,128]
Croft 1999 471119 40/120 i 344 % 131 [077,221]
Kavoussi 1997 400126 EYps) - 3% 0890521501
Subtotal (95% CI) 363 364 - 100.0 % 0.95[0.68,1.33]
Total events: |18 (Sertraling). 122 (Newer ADs)
Heterogeneity: Tau? = 0.01; Chi? = 231, df =2 (P = 0.32), P =13%
Test for overall effect: Z = 028 (F = 0.78)
2 Sertraline vs hypericum
Van Gurp 2002 14745 18/45 —— 1000 % 068028, 161 ]
Subtotal (95% CI) 45 45 —— 100.0 % 0.68[0.28,1.61]
Total events: 14 (Sertraline), 18 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 088 (P = 0.38)
3 Sertraline vs mirtazapine
Behnke 2003 31170 25/176 —— 513% 135 076,239 ]
Thase 2000 36/124 240126 —— 197% 174 (096,314 ]
Subtotal (95% CI) 294 302 - 100.0 % 153 [1.01,2.30]
Total events: 67 (Sertraline), 49 (Newer ADs)
Heterogeneity: Tau? = 00; Chi? = 037, df = | (P = 0.54) P =0.0%
Test for overall effect: Z = 201 (P = 0,044)
4 Sertraline vs moclobemide
Sogaard 1999 33100 3197 l 1000 % 1.05[0.58, 150
Subtotal (95% CI) 100 97 — 100.0 % 1.05[0.58,1.90]
Total events: 33 (Sertraline), 31 (Newer ADs)
Heterogenefty: not applicable
Test for overall effect: Z = 0116 P = 088)
5 Sertraline vs nefazodone
Feiger 1996 45/82 4378 B 1000 % 099053, 185 ]
Subtotal (95% CI) 82 78 i 100.0 % 0.99[053,1.85]
Total events: 45 (Sertraline), 43 (Newer ADs)
Heterogeneity: not applicable
0102 05 1 2 5 10

Favours sertraline  Favours newer ADs
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight

H,Random,95%
nN niN a

Page 182

Odds Ratia

HRandom,95%
Cl

Test for overal effect: Z = 003 (P = 097)
6 Sertraline vs reboxetine

Eker 2005 1124 8025 L e 1000 %
Subtotal (95% CI) 24 25 — 100.0 %

Total events: | (Sertraline), 6 (Newer ADs)
Heterogeneity. not applicable
Test for overall effect: Z = 1.76 (P = 0078)

7 Sertraline vs trazodone:

Munizza 2006 5160 1162 — 1000 %
Subtotal (95% CI) 60 62 — 100.0 %

Total events: 5 (Sertraline), | (Newer ADs)
Heterogeneity: not applicable:
Test for overall effect: Z = 154 (P = 0.12)

8 Sertraline vs venlafaxine

Chen 2001 045 344 T 37%
Mehtonen 2000 2172 21175 —e— 312 %
Shelton 2006 16/82 2378 — 306%
Sir 2005 53179 48/84 R 345 %
Subtoral (95% CI) 278 281 B 100.0 %

Total events: 90 (Sertraling), 95 (Newer ADs)
Heterogeneity: Tau? = 0.16; Chi2 = 565, df = 3 (P = 0.13);  =47%
Test for overall effect: 7 = 0.26 (P = 0.80)

0141002125
0.14 [ 0.02, 1.25 ]

555 [063,4895 ]
5.55 [ 0.63, 48.95 ]

0.13[001,2.60 ]
106 [052,2.17]
058028, 1.20 ]
153[ 081,289 ]
0.93[0.51,1.68]

Favaurs sertraline Favaurs newer ADs

s1duosnuBlA Joyny sispund OINd edoin3 g

versus TCAs

Analysis 34.1. Comparison 34 SE - Manic State, Outcome 1 Sertraline

Review: Sertraline versus other antidepressive agents for depression

Comparison: 34 SE - Manic State

Outcome: 1 Sertraline versus TCAs

Total events: 0 (Sertraline), | (TCAS)
Heterogeneity: not applicable
Test for overall effect; Z = 0.66 (P = 051)

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M. M-
HRandom95% H,Random.95%
n/™N /N Cl Cl
I Sertraline vs clomipramine
Lepine 2000 0/82 1/84 '_.7 1000 % 034 [ 001,840 ]
Subtotal (95% CI) 82 84 R ——— 100.0 % 0.34 [ 0.01, 8.40 |

0l 02 05 2 5 0

Favours Sertraline Favours TCAs

versus other SSRIs
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Analysis 34.2. Comparison 34 SE - Manic State, Outcome 2 Sertraline

Review: Sertraline versus other antidepressive agents for depression

Comparison: 34 SE - Manic State

Outcome: 2 Sertraline versus other SSRIs
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Study or subgroup Sertraline other SSRIs Odds Ratio Weight Qdds Ratio

H,Random25% H,Random,95%
n/N /N Cl Cl

I Sertraline vs fluoxetine

Bennie 1995 0/142 11144 ‘—.7 100.0 % 0.34 [001,831]

Subtotal (95% CI) 142 144 e 100.0 % 0.34[0.01,8.31]
Total events: 0 (Sertraline], | (other SSR15)

Heterogeneity: not applicable

Test for overall effect: Z = 067 (P = 0.50)

0l 02 05 1 2 5 10

Favours Sertraline Fauours other SRis

Analysis 35.1. Comparison 35 SE - Nervousness and restlessness,
Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 35 SE - Nervousness and restlessness

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAS Qdds Ratio Weight Qdds Ratio
M.

HRandomJ5% HRandom5%
N N cl al

| Sertraline vs amitriptyine

Cohn 1990 6161 1780 —_— T 16.6% 306036, 2584 ]
Lydiard 1997 4132 6131 — 454% 0.65[0.18,2.35 ]
Moller 2000 Il 60124 & BO% 0520013, 2.14]
Subtotal (95% CI) 409 335 — 100.0 % 0.77 [ 0.32, 1.84 ]

Total events: |3 (Sertraline)

3(TCAS)
Heterogeneity: Tau? = 0.0; Chi? = 199, df = 2 (P = 0.37): P =0.0%
Test for overal effect: Z = 058 (P = 056)

0102 05 1 2 5 0

Favours sertraline Favours TCAS

Analysis 35.2. Comparison 35 SE - Nervousness and restlessness,
Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 35 SE - Nervousness and restlessness

Outcome: 2 Sertraline versus other SSRIs
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Study or subgroup Sertraline SSRIs Qdds Ratio Weight. Cdds Ratio
M X
HRandom5% HRandom95%
N WN cl [o]
| Sertraline vs fluoxetine
Fava 2000 9143 8135 — 323% 089 [ 030, 263
Fava 2002 16196 18192 —— 67.7% 082039, 173]
Subtotal (95% CI) 139 127 — 100.0 % 0.84 [ 0.46, 1.56 |
Total events: 25 (Sertraline), 26 (SSRIs)
Heterogeneity: Tau? = 00; Chi? = 002, df = | (P = 0.90); F =0.0%
Test for overall effect; Z = 0.54 (P = 0.5%)
2 Sertraline vs fluvoxarmine
Nemeroff 1995 78 149 —— 1000% 102[033,318)
Subtotal (95% CI) 48 49 —— 100.0 % 1.02 [ 0.33,3.18 ]
Total events: 7 (Sertraline), 7 (SSRls)
Heterogeneity: not applicable
Test for overal effect: Z = 0.04 (P = 097)
3 Sertraline vs paroxetine
Fava 2000 9/43 0 — 222% 238[059,967]
Fava 2002 1696 15196 —;— 768% 1,08 [0.50, 233 ]
Subtotal (95% CI) 139 126 ——— 100.0 % 1.30 [ 0.66, 2.55 ]
Total events: 25 (Sertraline), 18 (SSRls)
Heterogeneity: Taut = 0.0; ChiZ = 094, dF = | (P = 0.33) B =00%
Test for overall effect; Z = 0.76 (P = 045)
0102 05 1 2 5 10

Favours sertraline

Favours other SSRIs

Analysis 35.3. Comparison 35 SE - Nervousness and restlessness,

Outcome 3 Sertraline versus newer ADs

Outcome: 3 Sertraline versus newer ADs

Comparison: 35 SE - Nervousness and restlessness

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline Newer ADs Cdds Ratio Weight Odds Ratio
M- M-
H,Random,95% H.Random,%5%
/N /N Cl Cl
I Sertraline vs bupropion
Kavoussi 1997 11126 51122 -~ 1000 % 224 [075,664]
Subtotal (95% CI) 126 122 T 100.0 % 2.24[0.75, 6.64]
Total events: | 1 (Sertraline), 5 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 145 (P = 0.15)
2 Sertraline vs mirtazapine
Thase 2000 97124 147126 —— 1000 % 063026, 150]
Subtotal (95% CI) 124 126 ——_—— 100.0 % 0.63 [ 0.26, 1.50 ]
Total events: 9 (Sertralin), 14 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.05 (P = 0.30)
0102 05 12 5 10

Favours sertraline.

Favours newer ADs

Analysis 36.1. Comparison 36 SE - Ophthalmological problems (abnormal/

blurred vision), Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
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Comparison: 36 SE - Ophthalmological problems (abnormal/blurred vision)

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
HRandom95% HRandom 5%

N niN a a

| Sertraline vs amitriptyline
Bersani 1994 0134 1134 e 0% 032[001,823]
Cohn 1990 10/161 8/80 — 328% 060023, 1.57]
Reimherr 1990 16/149 217149 —— 642% 073[037, 147 ]
Subtotal (95% CI) 344 263 - 100.0 % 0.67 [0.38, 1.17 ]

Total events: 26 (Sertraline), 30 (TCAs)
Heterogeneity: Tau? = 00

Test for everall effect: Z = 142 (
2 Sertraline versus desipramine

Ravindran 1995 340 9137 A 1000% 025006, 1021

Subtotal (95% CI) 40 37 — 100.0 % 0.25 [ 0.06, 1.02 ]
Total events: 3 (Sertraline), 9 (TCAs)

Heterogeneity: not applicable

Test for overall effect: Z = 1.93 (P = 0.053)

3 Sertraline vs dothiepin

Doogan 1994 99 2108 L] 1000 % 021 [001,451]

Subtotal (95% CI) 929 108 — 100.0 % 0.21 [0.01, 4.51]
Total events: O (Sertraling), 2 (TCAS)

Heterogeneity: not applicable

Test for overall effect: 7 = 099 (P = 0.32)

4 Sertraline vs imipramine

s1duosnuBlA Joyny sispund OINd edoin3 g

Chen 2001 0r45 16/44 ha— 474 % 002 [0.00,033]
Forlenza 2001 72l 328 i 524% 292067, 1275]
Subtotal (95% CI) 72 72 — 100.0 % 0.27 [ 0.00, 66.46 ]

Total events: 7 (Sertraline), 19 (TCAs)
Heterogeneity: Tau? = 14.56; Chi? = |1.85,df = | (P = 0.00058); ¥ =92%
Test for overall effect; Z = 047 (P = 0.64)

Favours TCAs

Analysis 36.2. Comparison 36 SE - Ophthalmological problems (abnormal/
blurred vision), Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 36 SE - Ophthalmological problems (abnormal/blurred vision)

Outcome: 2 Sertraline versus other SSRIs

s1dLIosNUBIA JouIny sispund JINd 8doin3 g
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Study or subgroup Sertraline SSRls 0dds Ratio Weight Odds Ratio

HRandom 5% HRandom 5%
n/N /N [e]) a

| Sertraline vs fluoxetine

Boyer 1998 0122 31120 - 1000% 0.14 001,268
Subtotal (95% CI) 122 120 — 100.0 % 0.14 [ 0.01, 2.68 |
Total events: 0 (Sertraline), 3 (SSRls)

Heterogeneity: not applicable
Test for overall eflect 2 = 131 (P = 0.19)
2 Sertraline vs paroxetine

Aberg Wistedt 2000 10/176 12177 —— 1000 % 083035 197]

Subtotal (95% CI) 176 177 ———

Total events: 10 (Sertraling), 12 (SSRis)

100.0 % 0.83[0.35,1.97]

Heterageneity: not applicable
Test for overall effect Z = 0.43 (P = 0.67)

01 02 05 25 10

Favours sertraline Favours ather SSRIs

Analysis 36.3. Comparison 36 SE - Ophthalmological problems (abnormal/
blurred vision), Outcome 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 36 SE - Ophthalmological problems (abnormal/blurred vision)

Outcome: 3 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
HRandom95% HRandom95%
niN niN cl <l
| Sertraline vs hypericum
Van Gurp 2002 7145 6145 —;— 1000 % 120037, 389 ]
Subtotal (95% CI) 45 45 —— 100.0 % 1.20 [ 0.37, 3.89 ]

Total events: 7 (Sertraline), 6 (Newer ADS)
Heterogeneity: not applicable

Test for overall effect; Z = 0,30 (P = 0.76)
2 Sertraline vs mocloberide

Orsel Donbak 1995 833 129 —a 1000 % 896( 105, 7674 ]
Subroral (95% CI) 33 29 — 100.0 % 8.96 [ 1.05, 76.74 ]

Total events: 8 (Sertraine), | (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 2.00 (P = 0.045)
3 Sertraline vs nefazodone
Feiger 1996 5162 9178 —— 1000 % 050016, 156]
Subtotal (95% CI) 82 78 —— 100.0 % 0.50 [ 0.16, 1.56 ]
Total events: 5 (Sertraline), 9 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.20 (P = 0.23)

4 Sertraline vs venlafaxine

Chen 2001 0/45 444 | 1000 % 0107001, 1.89]
Subtotal (95% CI) 45 44 I — 100.0 % 0.10 [ 0.01, 1.89 |
Total events: 0 (Sertraline), 4 (Newer ADs)

Heterogeneity: not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

010z 05 I 2 5 10

Favours sertraline Favours newer ADs

Analysis 37.1. Comparison 37 SE - Pain, Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
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Comparison: 37 SE - Pain

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline 1CAs Odds Ratio Weight Odds Ratio

HRandom95% HRandom95%
/N n/N a Cl

| Sertraline vs amitriptyline

Cohn 1990 16l 5/80 i 1000% 0.19 [ 004,099 ]

Subtotal (95% CI) 161 80 — 100.0 % 0.19 [ 0.04, 0.99 ]
Total events: 2 (Sertraling), § (TCAS)
Heterogeneity: not applicable
Test for overall effect: Z = 197 (P = 0.049)
2 Sertraline vs imipramine

Forlenza 2001 11727 4028 —— 1000% 4130112, 1525]
Subtotal (95% CI) 27 28 —— 100.0 % 413 [1.12,15.25]
Total events: || (Sertraline), 4 (TCAs)
Heterogeneity: not applicable
Test for overall effect: 7 = 2.12 (P = 0.034)

0102 05 1 2 5 10

Favours sertraine  Favours TCAs

Page 187

Analysis 37.2. Comparison 37 SE - Pain, Outcome 2 Sertraline versus other

SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 37 SE - Pain

Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRIs Ocds Ratio Weight Odds Ratio
™. M-
HRandom,95% H.Random,95%

/N N i ci

I Sertraline vs fluoxetine
Aguglia 1993 3152 /56 — 40 % 108 021,561 ]
Fava 2002 196 192 — 259 % 096 [ 006, 15541
Subtotal (95% CI) 148 148 ——— 100.0 % 1.05[0.25,4.33 ]

Total events: 4 (Sertraline). 4 (S5Rls)
Heterogeneity: Tau? = 0.0; Chi? = 001, df = | (P = 094); F =0.0%
Test for overall effect; Z = 007 (P = 0.95)

2 Sertraline vs paroxetine

Aberg Wistedt 2000 171176 140177 —— 650 % 1241059, 261 ]
Fava 2002 196 519 . 349% 019002 167]
Subtotal (95% CI) 272 273 — 100.0 % 0.65 [0.11, 3.78 |

Total events: 18 (Sertralin), |9 (SSRIs)
Heterogeneity: Tau? = L10; Chi2 = 261, df = | (P = 0.1 1); F =62%
Test for overall effect; Z = 048 (P = 0.63)

0102 05 1 2 5 10

Favours sertraine  Favours other SSRIs

Analysis 37.3. Comparison 37 SE - Pain, Outcome 3 Sertraline versus
newer ADs

Review: Sertraline versus other antidepressive agents for depression
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Comparison: 37 SE - Pain

Outcome: 3 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Cdds Ratio Weight Qdds Ratio
HRandom 5% HiRandom 5%
/N n/N Cl Cl

| Sertraline vs buprapion

Coleman 1999 o118 422 li 1000 % 0.1 [001,209]
Subtotal (95% CI) 118 122 — 100.0 % 0.11 [ 0.01, 2.09 ]
Total events: 0 (Sertraling), 4 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 147 (P = 0.14)
2 Sertraline vs hypericum

Van Gurp 2002 8/45 5045 —— 1000% 173052576
Subtotal (95% CI) 45 45 ———— 100.0 % 1.73 [0.52,5.76 ]
Total events: 8 (Sertraline), 5 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 089 (P = 0.37)
3 Sertraline vs mirtazapine

Behnke 2003 10/170 10176 —._ 1000 % 1.04 [ 042, 2.56 ]
Subtotal (95% CI) 170 176 —— 100.0 % 1.04 [ 0.42, 2.56 ]
Total everts: 10 (Sertraline), 10 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 008 (P = 0.94)
4 Sertraline vs moclobernide

Sogaard 1999 4100 697 —— 1000% 097030, %11]
Subtotal (95% CI) 100 97 —— 100.0 % 0.97 [ 0.30, 3.11]

Total events: 6 (Sertraline), 6 (Newer ADs)
Heterogeneity: not applicable

Test for overall effect: Z = 005 (P = 0.96)

Favaurs sertraline

50 2 5 10

Favours newer ADs

Page 188

Analysis 38.1. Comparison 38 SE - Palpitations / Tachycardia, Outcome 1

Sertraline versus TCAs

Outcome: 1 Sertraline versus TCAs

Comparison: 38 SE - Palpitations / Tachycardia

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline TCAs Ods Ratio Weight Odds Ratio

HRandom,95% HRandomn,25%
/N /N Cl Cl

I Sertraline vs amitriptyine

Bersani 1994 0/34 1734 e E— 48 % 032[001,823]
Cohn 1990 8161 4/80 . 333% 099 [ 029,340 ]
Moller 2000 Yle 2124 - 129 % 107 [0.15,7.72]
Reimherr 1990 7149 97149 — 190% 077[028,212]

Subtotal (95% CI) 460 387 - 100.0 % 0.84 [ 0.41, 1.70 ]

Total events: |7 (Sertraline), 16 (TCAs)

Heterogeneity: Tau? = 00; Ch? = 049, df = 3 (P = 0.92); P =0.0%

Test for overall effect: Z = 049 (P = 0.62)

2 Sertraline vs dothiepin
Doogan 1994 3199 17108 —— 1000 % 3340343269

Subtoral (95% CI) 99 108 — 100.0 % 3.34 [ 0.34, 32.69 ]

Total events: 3 (Sertraline), | (TCAs)

Heterogeneity: not applicable

Test for overall effect: Z = 1.04 (P = 0.30)

3 Sertraline vs imipramine
Chen 2001 0145 844 — 308 % 0.05 [ 000,085 ]
Forlenza 2001 627 328 — B4% 238[053,1070]
Fourier 1997 0/54 7450 — 308 % 0.05 [ 000,095 ]

Subtotal (95% CI) 126 122 —— 100.0 % 0.22 [0.01, 4.74 ]

Total events: 6 (Sertraline), 18 (TCAs)
Heterogeneity: Tau? = 578 Chi2 = 984, df = 2 (P = 001); > =80%
Test for overall eflect: Z = 0.97 (P = 033)

0102 05 | 2 5 10

Favours sertraline Favours TCAs

Analysis 38.2. Comparison 38 SE - Palpitations / Tachycardia, Outcome 2
Sertraline versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression
Comparison: 38 SE - Palpitations / Tachycardia

Outcome: 2 Sertraline versus Heterocyclics

Study or subgroup Sertraline Heterocyclics Odds Ratio Weight Odds Ratio
H,Randc xm.'”/i% HRandom, 795%
n/N n/N Cl Cl
I Sertraline vs maprotiline
Li 2001 32 4/32 I 100.0 % 0100001, 1.89]
Subtotal (95% CI) 32 32 — 100.0 % 0.10 [ 0.01, 1.89 |

Total events: O (Sertraline), 4 (Heterocyclics)
Heterogeneity: not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

0l 02 05 1 2 5 b

Favouss sertraline Favours Heterocydlic

Analysis 38.3. Comparison 38 SE - Palpitations / Tachycardia, Outcome 3
Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 38 SE - Palpitations / Tachycardia
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Outcome: 3 Sertraline versus other SSRIs

Study or subgroup Sertraline Other SSRIs Odds Ratio Weight Odds Ratio

M- M-
HRandom.95% HRandom 5%
niN N o] cl

| Sertraline vs paroxetine

Aberg-Wistedt 2000 7176 9177 B 1000% 0.77[028,212]
Subtotal (95% CI) 176 177 ———— 100.0 % 0.77 [ 0.28, 2.12]
Total events: 7 (Sertraline), 9 (Other SSRls)
Heterogeneity: not applicable

Test for overall effect: Z = 0.50 (P = 0.62)

Favours other SSRIs

Analysis 38.4. Comparison 38 SE - Palpitations / Tachycardia, Outcome 4
Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 38 SE - Palpitations / Tachycardia

Outcome: 4 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Ods Ratio
- M-

HRandomd5% H Random.95%
i N cl o]

| Sertraline vs hypericum

\an Gurp 2002 7145 4145 — 1000 % 189 (051,697
Subtotal (95% CI) 45 45 ——— 100.0 % 1.89[0.51,6.97 ]
Total events: 7 (Sertraline), 4 (Newer ADS)

Heterogeneity. not applicable
Test for overall effect: Z = 095 (P = 034)
2 Sertraline vs reboetine

Eher 2005 on4 825 e 1000% 006000, 115
Subtotal (95% CI) 24 25 — 100.0 % 0.06 [ 0.00, 1.15 ]
Total events: O (Sertraline), & (Newer ADs)

Heterogeneity: not applicable
Test for overall effect: 7 = 186 (P = 0062)
3 Sertraline vs trazodone

Munizza 2006 1760 1162 — 1000 % 1031006, 1591 ]
Subtotal (95% CI) 60 62 —— 100.0 % 1.03 [ 0.06, 16.91 ]
Total events: | (Sertraline), | (Newer ADs)

Heterogeneity: not applicable
Test for overall effect: Z = 002 (P = 0.98)
4 Sertraline vs venlafaxine

Chen 2001 05 4 | 1000 % 0.13[001,260]
Subtotal (95% CI) 45 44 R — 100.0 % 0.13 [ 0.01, 2.60 ]
Total events: O (Sertraline), 3 (Newer ADs)

Heterogeneity: not applicable
Test for overall effect Z = 1.33 (P = 0.18)
ol 0. [ I 5 10

Favours newer ADs

Analysis 39.1. Comparison 39 SE - Peripheral Nervous System + CNS
problems, Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
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Comparison: 39 SE - Peripheral Nervous System + CNS problems

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio

M. M-
HRandom95% HRandom5%
/N i a o]

I Sertraline vs amitriptyfine

Bersani 1994 4434 8/34 —a 740 % 0431012 161 ]
Cohn 1990 11161 4180 -— 260% 0.12[001,108]
Subtotal (95% CI) 195 114 — 100.0 % 0.31[0.10,0.95]

Total events: 5 (Sertraline), 12 (TCAs)
Heterogeneity: Tau? = 0.0; Chi* = 098, df = | (P = 0.32); P =0.0%
Test for overal effect: Z = 2.04 (P = 0.041)

2 Sertraline vs desipramine

Ravindran 1995 21/40 237 —— 1000 % 084 [ 034, 207 ]
Subtotal (95% CI) 40 37 —— 100.0 % 0.84 [ 0.34, 2.07 ]
Total events: 21 (Sertraline), 2| (TCAs)

Heterogeneity: not applicable
Test for overall effect: Z = 0.37 (P = 0.71)
3 Sertraline vs clomipramine

Behan 1995 220 10720 ._ 1000 % 011 [002, 061 ]

Subtotal (95% CI) 20 20 — 100.0 % 0.11 [ 0.02, 0.61 ]

Total events: 2 (Sertraline], 10 (TCAS)
Heterogeneity: not applicable
Test for overall effect Z = 253 (P = 0011)

0l 02 05 2 5 10

Favours sertraline. Favours TCAs

Analysis 39.2. Comparison 39 SE - Peripheral Nervous System + CNS
problems, Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 39 SE - Peripheral Nervous System + CNS problems

Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline Other SSRIs Cdds Ratio ‘Weight Odds Ratio

HRandom 5% HRandom 95%
n/N n/N ] a

| Sertraline vs fluoxetine

Van Moffaert 1995 383 3/82 —— 100.0% 099 [0.19,504]

Subtotal (95% CI) 83 82 ——— 100.0 % 0.9910.19,5.04 ]
Total events: 3 (Sertraling), 3 (Other SSRis)
Heterogeneity: not applicable
Test for overall effect: Z = 0.02 (P = 099)
2 Sertraine vs paroxetine
Aberg Wistedt 2000 11176 nT —— 1000 % 16210614281
————

Subtotal (95% CI) 176 177

Total events: | | (Sertraline), 7 (Other SSRis)

100.0 % 1.62[0.61, 4.28 ]

Heterogeneity: not applicable:
Test for overall eflect: 7 = 0.97 (P = 033)

0102 05 I 2 5 10

Sertraline  Favours other S5Ris
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Analysis 39.3. Comparison 39 SE - Peripheral Nervous System + CNS

problems, Outcome 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Outcome: 3 Sertraline versus newer ADs

Comparison: 39 SE - Peripheral Nervous System + CNS problems

syduiosnuel Joyiny sispun4 JINd adoin3 ¢

Favours sertraline  Favours newer ADs

Study or subgroup Sertraline Newer ADs Qdds Ratio Weight Odds Ratio
M- M-
HRandom,95% HRandom,55%
n™N n/N Cl cl
1 Sertraline s hypericum
Gastpar 2005 57118 123 — 1000 % 540 (062,469 ]
Subtotal (95% CI) 118 123 —— 100.0 % 5.40 [ 0.62, 46.91]
Total events: 5 (Sertraling), | (Newer ADS)
Heterogeneity: not applicable
Test for overall effect: Z = 153 (P = 0.13)
2 Sertraline vs venlafaxine
Shetton 2006 33082 39478 - 1000 % 067036, 126 ]
Subtotal (95% CI) 82 78 — 100.0 % 0.67 [0.36,1.26 ]
Total events: 33 (Sertraline), 39 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.24 (P = 0.22)
01 02 05 1 2 5 10

Analysis 40.1. Comparison 40 SE - Psychosis and other psychiatric

problems, Outcome 1 Sertraline versus TCAs

Outcome: 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 40 SE - Psychosis and other psychiatric problems

syduosnuelA Joyiny sispun4 DA @doing ¢

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M M-
HRandom,95% HRandom,95%
n/N n/N ol [e]
| Sertraline vs clomipramine
Behan 1995 320 7130 — i 1000 % 033007, 152]
Subtotal (95% CI) 20 20 ——— 100.0 % 0.33 [0.07,1.52]
Total events: 3 (Sertraling), 7 (TCAS)
Heterogeneity: not applicable
Test for overall effect: Z = 143 (P = 0.15)
2 Sertraline vs desipramine
Ravindran 1995 19740 17137 —— 1000 % 106 (043,261
Subtotal (95% CI) 40 37 —— 100.0 % 1.06 [ 0.43, 2.61]
Total events: 19 (Sertraline), 17 (TCAS)
Heterogeneity: not applicable
Test for overall effect: Z = 0.14 (P = 089)
0ro2 05 1 2 5 10
Favours sertraling Favours TCAS
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Analysis 40.2. Comparison 40 SE - Psychosis and other psychiatric
problems, Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 40 SE - Psychosis and other psychiatric problems

Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline Other SSRls Odds Ratio ‘Weight Qdds Ratio
H.Randorm, 795% H.Randorm, 795%
n/N n/N I I
| Sertraline vs escitalopram
Alexopaulos 2004 CIES ES — 1000 % 033[001,808]
Subtotal (95% CI) 138 136 ——— 100.0 % 0.33 [ 0.01,8.08]

Total events: O (Sertraiine), | (Cther SSRis)
Heterogeneity: not applicable
Test for overall effect: 2 = 0.68 (P = 049)

2 Sertraline vs fluoxetine

Boyer 1998 0122 11120 —— 158% 033[001,806]
Van Moffaert 1995 3083 7482 — 842 % 040 [0.10, 161 ]
Subtotal (95% CI) 205 202 —— 100.0 % 0.39[0.11,1.39 ]

Total events: 3 (Sertraline), & (Gther SSR)
Heterogeneity: Tau? = 00: Chi2 = 001, df = | (P =091); P =0.0%
Test for overall effect: Z = 145 (P = 0.15)

0102 05 1 2 5 10

syduiosnuel Joyiny sispun4 JINd adoin3 ¢

Favours Sertraline  Favours other SSRIs

Analysis 40.3. Comparison 40 SE - Psychosis and other psychiatric
problems, Outcome 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 40 SE - Psychosis and other psychiatric problems

Outcome: 3 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
- M-

HiRandom95% H Random,95%
/N /N Cl ]

I Sertraline vs hypericum

Gastpar 2005 6118 01123 — 1000% 1427 [0.79, 25621 ]
Subrotal (95% CI) 118 123 T — 1000 % 14.27 [0.79,256.21 ]
Total events: 6 (Sertraline), 0 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0:071)

syduosnuelA Joyiny sispun4 DA @doing ¢

Analysis 41.1. Comparison 41 SE - Rhinitis, Outcome 1 Sertraline versus
other SSRIs

Review: Sertraline versus other antidepressive agents for depression
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Comparison: 41 SE - Rhinitis

Outcome: 1 Sertraline versus other SSRIs

Study or subgroup Sertraline Other SSRIs Odds Ratio Wieight Odds Ratio
M- -
HRandom.95% HRandom95%
N N a d
I Sertraline vs fluoxetine
Fava 2000 11443 8/35 — 327% 116[041,330]
Fava 2002 19/96 17692 —— 67.3% 109 [053,225]
Subtotal (95% CI) 139 127 - 100.0 % 1.11 [ 0,61, 2.02 ]
Total events: 30 (Sertraline), 25 (Other SSRis)
Heterogeneity: Tau? = 005 Chi2 = 001, df = | (P = 0.92); F =0.0%
Test for overall effect: Z = 0.35 (P = 0.73)
2 Sertraline vs escitalopram
Alexopoulos 2004 71138 6136 —— 1000 % 116038354 ]
Subtotal (95% CI) 138 136 ——— 100.0 % 1.16 [ 0.38, 3.54 |
Total events: 7 (Sertraline], 6 (Other SSRis)
Heterogeneity: not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
3 Sertraline vs paroxetine
Fava 2000 11743 730 — 303% 113[038,335]
Fava 2002 19196 1896 —— 69.7% 107[052.219]
Subtotal (95% CI) 139 126 - 100.0 % 1.09 [ 0.60, 1.98 |

Total events: 30 (Sertraline), 25 (Other SSRIs)
Heterogeneity: Tau* = 0.0; Chi? =001, df = | (P = 0.93) IF =0.0%
Test for overall effect: Z = 0.27 (P = 0.78)

0102 05 1 2 5 10

Favours Sertraline  Favours other SSRI

Analysis 41.2. Comparison 41 SE - Rhinitis, Outcome 2 Sertraline versus
newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 41 SE - Rhinitis

Outcome: 2 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

HRandom95% H Random,95%
/N N (o] (o]

| Sertraline vs buprapion

Coleman 1999 e 9122 — 426 % 129 [051,324]

Croft 1999 5119 6/120 —— 244 % 0.83[025, 281 ]

Kavoussi 1997 61126 101122 — BO% 0.56 [ 0:20, 1.59 ]
Subtotal (95% CI) 364 — 100.0 % 0.88 [ 0.48, 1.60 ]
Total events: 22 (Sertraline)
Heterogeneity: Tau? = 0.0; P =0.0%
Test for overal effect: Z = 042 (P = 0.68)

00z 05 1 2 5 0
Fawours Sertraline  Favours nemer ADs
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Analysis 42.1. Comparison 42 SE - Sexual problems (general and libido
decreased), Outcome 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 42 SE - Sexual problems (general and libido decreased)

Outcome: 1 Sertraline versus TCAs

Study or subgroup Sertraline TChAs Odds Ratio Weight Odds Ratio
M- M-
H,Random,95% HRandom,95%

n/N n/N Cl (=]

| Sertraline vs amitriptyline
Cohn 1990 781 243 —_—— 197 % 194[038,977]
Reimherr 1990 3270 11765 —— 803% 413186921
Subtotal (95% CI) 151 108 —— 100.0 % 3.56 [ 1.74,7.30]

Total events: 39 (Sertraline), 13 (TCAs)
Heterogeneity: Tau? = 0.0; Chi® = 068, df = | (P = 0.41); ¥ =0.0%
Test for overall effect: Z = 347 (P = 0.00052)

2 Sertralin vs imipramine

Forlenza 2001 327 2128 B — 19.5 % 1.63[0.25, 1058 ]
Fournier 1997 |4/54 10150 —— 805 % 140 [ 056,352 ]
Subtotal (95% CI) 81 78 —— 100.0 % 1.44 [ 0.63, 3.30 ]

Total events: 17 (Sertraline), 12 (TCASs)
Heterogeneity: Tau® = 0.0; Chi? = 003, df = | (P = 0.89); P =0.0%
Test for overall effect: Z = 087 (P = 0.39)

Analysis 42.2. Comparison 42 SE - Sexual problems (general and libido
decreased), Outcome 2 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 42 SE - Sexual problems (general and libido decreased)

Outcome: 2 Sertraline versus other SSRIs
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Study or subgroup Sertraline Other SSRls Odds Ratio Weight Odds Ratio
M- M-
HRandom,95% H Random.95%
N N cl a
| Sertraline vs fluoxeting
Bennie 1995 3460 251 E e 147 % 1291021, 803]
Boyer 1998 512z 8/120 e 37.4% 060 0,19, 188]
Fava 2002 9 13192 — 479 % 041 015, 1121
Subtotal (95% CI) 278 263 ——— 100.0 % 0.56 [0.28,1.12]
Total events: 14 (Sertraline), 23 (Other SSRIs)
Heterogeneity: Tau? = 0.0; Chi2 = 1.20, df = 2 (P = 0.55); P =0.0%
Test for overall effect: Z = 1.64 (P = 0,10}
2 Sertraline vs paroxetine
Aberg-Wistedt 2000 25/176 BIT77 —— 563% 111060, 204 ]
Fava 2002 696 15196 —— 437% 036[0.13.097]
Subtotal (95% CI) 272 273 ———— 100.0 % 0.68 [ 0.23, 2.03 ]
Total events: 31 (Sertraline), 38 (Cther SSRIs)
Heterogeneity: Tau? = 046; Chi? = 359, df = | (P = 0.06); ! =72%
Test for overall effect; Z = 0.70 (P = 049)
3 Sertraline s fluvoxamine
Nemeroff 1995 948 349 —i— 1000 % 3541090, 1399 ]
Subtotal (95% CI) 48 49 T —— 100.0 % 3.540.90,13.99 ]
Total events: 9 (Sertraline), 3 (Other SSRls)
Heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0072)
4 Sertraline vs escitalopram
Ventura 2007 15/108 10167 —— 1000 % 156 [ 067, 3661
Subtotal (95% CI) 108 107 ——— 100.0 % 1.56 [ 0.67, 3.66 |

Total events: 15 (Sertraline}, 10 (Other SSRis)
Heterogeneity: not applicable
Test for overall effect: Z = 1.03 (F = 030}

Analysis 42.3. Comparison 42 SE - Sexual problems (general and libido

decreased), Outcome 3 Sertraline versus newer ADs

Outcome: 3 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 42 SE - Sexual problems (general and libido decreased)
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
HRandom95% HRandom 959
/N nN Cl Cl
1 Sertraline vs hypericurmn
Van Gurp 2002 15/45 5/45 + 100.0 % 400 [ 131,1223]
Subtotal (95% CI) 45 45 — 100.0 % 4.00 [ 1.31,12.23]
Total events: 15 (Sertraline), 5 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: Z = 243 (P = 0015)
2 Sertraline vs mirtazapine
Behnke 2003 10170 76 — 412 % SA4[ 1172519 ]
Thase 2000 107124 8126 —— 588% 129 (049,339
Subtotal (95% CI) 294 302 e ——— 100.0 % 2.34[0.58, 9.47 ]
Total events: 20 (Sertraline), 10 (Newer ADs)
Heterogeneity: Tau> = 0.62; Chi2 = 246, df = | (P = 0.12); P =59%
Test for overall effect: 7 = 1.19 (P = 0.23)
3 Sertraline vs venlafaxing
Mehtonen 2000 472 6175 —— 264 % 068 [0.18 250 ]
Shelton 2006 15682 1678 —— 736% 0.87 [ 040, 190]
Subtotal (95% CI) 154 153 —— 100.0 % 0.81 [0.41,1.59]
Total events: |9 (Sertraline), 22 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi? = 0.10, df = | (P = 0.75); P =0.0%
Test for overall effect: Z = 061 (P = 0.54)
4 Sertraline vs moclobemide
Orsel Donbak 1995 833 409 —— 1000 % 200053 750 ]
Subtotal (95% CI) 33 29 e —— 100.0 % 2.00 [0.53,7.50]
Total events:  (Sertraline), 4 (Newer ADs)
Heterogenaity: not applicable
Test for overall effect: 7 = 1.03 (P = 0.30)
0102 05 I 2 5 10

Favours Sertrali

Favours newer ADs

Analysis 43.1. Comparison 43 SE - Sexual problems (anorgasmia or

impotence), Outcome 1 Sertraline versus other SSRIs

Outcome: 1 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 43 SE - Sexual problems (anorgasmia or impotence)
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Analysis 43.2. Comparison 43 SE - Sexual problems (anorgasmia or
impotence), Outcome 2 Sertraline versus newer ADs

Study or subgroup Sertraline Other SSRIs Odds Ratio Weight Odds Ratio
HiRandom 5% HiRandom 95%
n/N n/N Cl Cl

| Sertraline vs escitalopram

Alexopoulos 2004 5/54 268 i 5.0 % 3371063 1809]

Ventura 2007 5165 057 E — 249% 1045 [057,19335]
Subtoral (95% CI) 119 125 — 100.0 % 4.47 [ 1.04, 19.16 ]
Total events: 10 (Sertraline), 2 (Other SSRIs)
Heterogeneity: Tau? = 0.0; Chi? = 046, df = | (P = 0.50); P =0.0%
Test for overall eflect: Z = 201 (P = 0044)
2 Sertraline vs paroxetine

Aberg-Wistedt 2000 2178 10177 - 484 % 0.19 [ 0.04, 089

Fava 2002 419 4096 — 516% 100024, 412]
Subtotal (95% CI) 272 273 —— 100.0 % 0.45 [ 0.09,2.30]
Total events: & (Sertraline), 14 (Other SSRIs)
Heterogeneity: Tau? = 0.82; Chi? = 245, = | (P = 0.12); ! =59%
Test for overall effect: Z = 096 (P = 031)
3 Sertraline versus fluoxetine

Fava 2002 49 4492 —— 1000 % 0961023, 3947
Subtotal (95% CI) 96 92 ——— 100.0 % 0.96 [ 0.23, 3.94 ]
Total events: 4 (Sertraling), 4 (Other S5Rs)
Heterogeneity: not applicable
Test for overall effect: Z = 005 (F = 095)
4 Sertraline versus fluvoxamine

Nemeroff 1995 ora8 249 M 1000 % 020001, 419 ]
Subtotal (95% CI) 48 49 ——— 100.0 % 0.20 [ 0.01, 4.19]
Total events: 0 (Sertraline), 2 (Other SSRIs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)

01 05 1 5 10
ertraine  Favours other SSRis

Outcome: 2 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 43 SE - Sexual problems (anorgasmia or impotence)

Study or subgroup Sertraline Newer ADs Qdds Ratio Weight Qdds Ratio
HRandom95% HRandom 5%
N N ] a

I Sertraline vs hypericum

Davidson 2002 011 280113 L 1000 % 1400.78.251
Subtotal (95% CI) 111 113 — 100.0 % 1.40 [ 0.78,2.51]
Total events: 35 (Sertraline). 26 (Newer ADs}
Heterogeneity: not applicable
Test for averal effect; Z = 1.12 (P = 026}
2 Sertraline vs moclobemide

Orsel Donbak 1995 1133 029 — 1000 % 27200.1,6947 ]
Subtotal (95% CI) 33 29 ——— 100.0 % 2.72[0.11, 69.47 ]
Total events: | (Sertraline), 0 (Newer ADs)
Heterogeneity: not applicable
Test for overal effect Z = 061 (P = 054

ol 02 065 | 2 5 10

Favours Sertraline Favours Newer ADs
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Analysis 44.1. Comparison 44 SE - Sexual problems (ejaculation disorder

or erectile dysfunction), Outcome 1 Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 44 SE - Sexual problems (ejaculation disorder or erectile dysfunction)

Outcome: 1 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRIs Odds Ratio Weight Odds Ratio

- M-
HRandom,35% HRandom,95%
/N /N Jsi al
| Sertraline versus escitalopram
Alexopoulos 2004 8/54 12/68 —— 50,1 % 081 [031,215]
Ventura 2007 10/43 11147 —a— 49.9 % 099 [0.37, 264
Subtotal (95% CI) 97 115 ——— 100.0 % 0.90 [ 0.45,1.79 ]

Total events: 18 (Sertraline), 23 (SSR1s)
Heterogeneity: Tau? = 0.0; Chi? = 008, dr = | (P = 0.78); F =0.0%
Test for overall effect: Z = 031 (P = 076)

2 Sertraline versus fluoxetine

Fava 2002 29 4192 —a— 1000 % 047 [ 0.08, 262]
Subtotal (95% CI) 96 92 ——— 100.0 % 0.47 [ 0.08, 2.62 |

Total events: 2 (Sertraline), 4 (SSRls)
Heterogeneity: not applicable

Test for overall effect: Z = 086 (P = 0.39)
3 Sertraline versus fluvoxamine

Nemeroff 1995 e e —- 1000 % 51400525129 ]

Subtotal (95% CI) 18 19 — 100.0 % 5.14[0.52,51.29 ]
Total events: 4 (Sertraline), | (S3Rls)

Heterogeneity: not appiicable

Test for overall effect: Z = 1.40 (P = 0.16)

4 Sertraline versus paroxetine

Aberg- Wistedt 2000 8/176 240177 —— 783% 030[0.13,070]
Fava 2002 296 8/96 A — 207 % 023 [005, 1.13]
Subtotal (95% CI) 272 273 —— 100.0 % 0.29 [ 0.14, 0.60 ]

Total events: 10 (Sertraline), 32 (SSRIs)
Heterogeneity: Tau? = 0.0; Chi2 = 0,08, dr = | (P = 0.77); B =00%
Test for overall effect: 7 = 333 (P = 0.00085)

0101 05 I 1 5 10

Favours sertraline  Favours other SSRls

Analysis 44.2. Comparison 44 SE - Sexual problems (ejaculation disorder

or erectile dysfunction), Outcome 2 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 44 SE - Sexual problems (ejaculation disorder or erectile dysfunction)

Outcome: 2 Sertraline versus newer ADs
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Analysis 45.1. Comparison 45 SE - Sweating Increased, Outcome 1

Study or subgroup Sertraline Heteracyclics ©dds Ratio Weight Odds Ratio
M- M-
HRandom,35% HRandom5%
N N o] a
I Sertraline versus moclobermide
Orsel Donbak 1995 33 oo — 1000 9% 7.00 (032, 15295
Subtotal (95% CI) 13 10 e — 100.0 % 7.00[0.32,152.95 ]

Total events: 3 (Sertraline), 0 (Heterocyclics)
Heterogeneity: not applicable
Test for overall effect: Z = 124 (F = 0.22)

o5 10

s Sertraine Favours Heteroeyclic

Sertraline versus TCAs

Outcome: 1 Sertraline versus TCAs

Comparison: 45 SE - Sweating Increased

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-
HRandom,35% HRandom 5%
N N cl o
I Sertraline vs amitriptyline
Cohn 1990 10161 3480 — 365 % 170 [ 045, 636 ]
Moller 2000 1116 5124 —— 204 % 021 [ 002, 180 ]
Reimherr 1990 117149 51149 — 1% 230078, 678]
Subtoral (95% CI) 426 353 —— 100.0 % 126 [ 0.39, 4.04]
Total events: 22 (Sertraline), 13 (TCAs)
Heterogeneity: Tau? = 0.51; Chi2 = 3.91,df = 2 (P = 0.14), P =49%
Test for overall effect: Z = 0.39 (P = 0.70)
2 Setraline vs clomiprarmine
Lepine 2000 9182 13084 —— 774% 067[027,167]
Moon 1994 251 5055 —— 226 % 041 [ 008, 220
Subtotal (95% CI) 133 139 ———— 100.0 % 0.60 [0.27, 1.34]
Total events: |1 (Sertraline), 18 (TCAs)
Heterogeneity: Tau? = 0.0; Chi? = 026, df = | (P = 061); P =00%
Test for overall effect; Z = 124 (P = 021)
3 Sertraline vs imipramine
Baca 2003 8/l16 240123 om 379% 031[0.13,071]
Forienza 2001 6127 228 T 248 % 371 [068, 2034 ]
Fournier 1997 10/54 24450 —— 373% 025 [ 010,060 ]
Subtotal (95% CI) 197 201 —— 100.0 % 0.52[0.15,1.83 ]
Total events: 24 (Sertraline), 50 (TCAs)
Heterogeneity: Taw? = 0.8%; Chi? = 8.14,df = 2 (P = 0.02); I =75%
Test for overall effect: 2 = 101 (P = 0.31)
4 Sertraline vs nortriptyline
Bondareff 2000 13/105 13105 —— 1000 % 100 [ 044, 227 ]
Subtoral (95% CI) 105 105 ———— 100.0 % 1.00 [ 0.44, 2.27 ]

Total events: 13 (Sertraline), 13 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z =00 (F = 1.0)
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Analysis 45.2. Comparison 45 SE - Sweating Increased, Outcome 2
Sertraline versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression
Comparison: 45 SE - Sweating Increased

Outcome: 2 Sertraline versus Heterocyclics

Stud Sertraline Heterocyclics Qdds Ratio ‘Weight Qdds Ratio
H.Random.95% H.Random.95%
N N Cl Cl
| Sertraline vs maprotiline
Li 2001 1132 032 — 1000% 210[012.7887 1
Subtotal (95% CI) 32 32 T — 100.0 % 3.10[0.12,78.87 ]

Total events: | (Sertraline), 0 (Heterocyclics)

Heterogeneity: not appli
Test for overal effect: Z = 068 (P = 0:49)

Analysis 45.3. Comparison 45 SE - Sweating Increased, Outcome 3
Sertraline versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 45 SE - Sweating Increased

Outcome: 3 Sertraline versus other SSRIs
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Study or subgroup Sertraline SSRIs Odds Ratia Weight Odds Ratio
HRandom955% HRandom5%
n/N niN Cl Cl

I Sertraline vs citalopram

Eksalius 1997 381200 33200 B 1000 % 119 071,158
Subtotal (95% CI) 200 200 — 100.0 % 1.19 [0.71, 1.98 ]
Total events: 38 (Sertraline), 33 (SSRis)
Heterogeneity: not applicable
Test for overall effect: Z = 0.65 (P = 0.51)
2 Sertraline vs fluoxetine

Fava 2002 12496 10192 B 1000 % 117 [ 048, 2.86 ]
Subtotal (95% CI) 96 92 —— 100.0 % 1.17 [ 0.48, 2.86 |
Total events: 12 (Sertraline), 10 (SSRLs)
Heterageneity: not applicable
Test for overall effect: Z = 0.35 (P = 0.73)
3 Sertraline vs fluvoxamine

Nemeroff 1995 5/48 3149 + 1000 % 1.78 [ 040, 7.92 ]
Subtotal (95% CI) 48 49 —— 100.0 % 1.78 [ 0.40, 7.92 |
Total events: 5 (Sertraine), 3 (SSRls)
Heterogeneity: not applicable
Test for overall effect: 7 = 0.76 (P = 0.45)
4 Sertraline vs paroxetine

Aberg-Wistedt 2000 29/176 2077 B 706 % 063[037, 1.07]

Fava 2002 1296 15196 —— 294% 0.77[0.34,1.75 ]
Subtotal (95% CI) 272 273 - 100.0 % 0.67 [ 0.43, 1.05 ]
Total events: 41 (Sertraling), 57 (SSRLs)
Heterogeneity: Tau? = 0.0: Chi* = 0.16, df = | (P = 0.69); P =0.0%
Test for overall effect: Z = 1.76 (P = 0.079)
5 Sertraline vs escitalopram

Alexcpoulos 2004 121138 8/136 + 1000 % 1.52[ 060, 385]
Subtotal (95% CI) 138 136 —— 100.0 % 1.52 [ 0.60, 3.85 |

Total events: |2 (Sertraling), 8 (SSRIs)
Heterogeneity: not applicable
Test for overall effect: Z = 089 (P = 037)

ertraine  Favours ather SSRIs

Analysis 45.4. Comparison 45 SE - Sweating Increased, Outcome 4

Sertraline versus newer ADs

Comparison: 45 SE - Sweating Increased

Outcome: 4 Sertraline versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
M M-
H Random95% H Random 95%
N N o] <
I Sertraline vs bupropion
Colerman 1999 918 4722 - 51L1% 244 [ 073,814 ]
Croft 1999 W9 17120 % 167 % 7441090, 61.41 ]
Kavoussi 1997 12/126 2102 — 22% 6321382884
Subtotal (95% CI) 363 364 — 100.0 % 3.99 [ 1.68,9.45 ]
Total events: 28 (Sertraline), 7 (Newer ADs)
Heterogeneity: Tau? = 00; Chi? = 135, df = 2 (P = 051, ¥ =00%
Test for overal effect: Z = 315 (P = 0.0017)
2 Sertraline vs hypericum
Davidson 2002 32011 200113 —— 726% 188 [ 100.355]
Van Gurp 2002 1345 7145 - 274% 221 [079.619]
Subtotal (95% CI) 156 158 - 100.0 % 1.97 [ 1.15,3.38 ]
“Total events: 45 (Sertraline), 27 (Newer ADs)
Heterogeneity: Tau? = 00; Chi? = 0,07, df = | (P = 080) F =00%
Test for overall effect: 7 = 2.45 (P = 0.014)
3 Sertraline vs mirtazapine
Behrke 7003 9170 e —- 1000 % 486 [ 1.04,2285 ]
Subtotal (95% CI) 170 176 e 100.0 % 4.86 [ 1.04,22.85 |
Total events: 9 (Sertraline), 2 (Newer ADs)
Heterogeneity: not applicable
Test for overal effect: Z = 2.00 (P = 0.045)
4 Sertraline vs moclobemide
Orsel Donbak 1995 15/33 6129 —— 55.5% 309 (103,989 ]
Sogaard 1999 7100 4197 - 145% 175[050. 6181
Subtotal (95% CI) 133 126 ——— 100.0 % 2.44[1.05,5.67 |
Total events: 22 (Sertraline), 10 (Newer ADs)
Heterogeneity: Tau? = 00; Chi? = 048, df = | (P = 049) F =00%
Test for overall effect: 7 = 2.08 (P = 0.037)
5 Sertraline vs nefazodone
Feiger 1996 14082 578 —— 1000 % 301[103.879]
Subtotal (95% CI) 82 78 —— 100.0 % 3.01 [ 1.03, 8.79 ]
Total events: |4 (Sertraline), 5 (Newer ADs)
0102 05 1 2 0
Favours sertine Favours
Study or subgreup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
M- M-
HRandomJ5% HRandom95%
/N N a
Heterageneity: not applicable
Test for overall effect: Z = 201 (P = 0.044)
6 Sertraline vs reboxetine
Eker 2005 o4 5 1000 % 005 [000,094]
Subtotal (95% CI) 24 25 — 100.0 % 0.05 [ 0.00, 0.94 ]
Total events: 0 (Sertraline), 7 (Newer ADs)
Heterogeneity. not applicable
Test for overall effect: Z = 200 (P = 0.045)
7 Sertraline vs venlafaxine
Mehtonen 2000 872 14775 —— 1000 % 054[021,1.39]
Subtotal (95% CI) 72 75 ———— 100.0 % 0.54[0.21, 1.39]

Total events: 8 (Sertraline), 14 (Newer ADs)
Heterogeneity. not applicable
Test for overall effect: Z = 127 (F = 0.0)

25 10

Favours newer ADs

Analysis 46.1. Comparison 46 SE - Tremor, Outcome 1 Sertraline versus

TCAs

Comparison: 46 SE - Tremor

Outcome: 1 Sertraline versus TCAs

Review: Sertraline versus other antidepressive agents for depression
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Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio
M- M-
HRandom,95%
N N Ci
| Sertraline vs amitriptyline
Cohn 1990 237161 10180 —a 301 % 117[053,259]
Lee 1994 025 23 _— 20% 0.17[001,371]
Lydiard 1997 51132 107131 — 157 % 048016, 143]
Moller 2000 216 3124 S 58% 0711012431 ]
Reimherr 19%0 241149 20149 —— 463 % 1.24 [ 065,235 ]
Subtotal (95% CI) 583 507 - 100.0 % 0.97[0.63, 1.51]
Total events: 54 (Sertraline), 45 (TCAs)
Heterogeneity: Ta. Chit =372, dF =4 (P = 0.45); P
Test for overall effect: 7 = 0.12 (P = 0.90)
2 Setraline vs clomipramine
Behan 1995 1120 020 . 259 % 31050012, 8216]
Lepine 2000 7182 19/84 —— 741 % 032[ 013,081 ]
Subtotal (95% CI) 102 104 T ———— 100.0 % 0.58 [ 0.08, 4.14 ]
Total events: 8 (Sertraline), 19 (TC.
Heterogeneity: Tau? = 1.14; Chit = 1,76, df =
Test for overall effect: 7 = 0.55 (P = 0.58)
3 Sertraline vs dothiepin
Doogan 1994 099 37108 - 1000 % 0.15[001,297]
Subtotal (95% CI) 99 108 — 100.0 % 0.15 [ 0.01,2.97 ]
Total events: 0 (Sertraiine), 3 (TCAs)
Heterogeneity: not applicable:
Test for overall effect: 7 = 1.24 (P = 0.21)
4 Sertraline vs imipramine
Baca 2003 81116 257123 — 367% 029[0.3,067]
Forlenza 2001 927 228 — = 288% 650 1.25,3370]
Fournier 1997 54 150 — 346% 123[042.359]
Subtotal (95% CI) 197 201 e ——— 100.0 % 1.17 [ 0.23, 6.01]

Total events: 26 (Sertraline), 34 (TCAs)

Heterogeneity: Tau? = 1.72; Chi? = 1231, df = 2 (P = 0002); P =84%

Test for overall effect: Z = 0.19 (P = 0.65)

Analysis 46.2. Comparison 46 SE - Tremor, Outcome 2 Sertraline versus

Heterocyclics

Comparison: 46 SE - Tremor

Outcome: 2 Sertraline versus Heterocyclics

Review: Sertraline versus other antidepressive agents for depression

Study or subgroup Sertraling Heterocyclics Qdds Ratio Weight Odds Ratio
H.Random,95% HRandom25%
n/N n/N Cl Cl

| Sertraline vs mapratiline

Li 2001 bl o — 1000 % 533025, 11550 ]
Subtotal (95% CI) 32 32 —— 100.0 % 5.33[0.25, 11550 ]
Total events: 2 (Sertraline), 0 (Heterocyclics)
Heterogeneity: not applicable
Test for overall effect Z = 107 (P = 0.29)

o102 05 1 2 5 10

Favours sertraine

Favours Heterocyc
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Analysis 46.3. Comparison 46 SE - Tremor, Outcome 3 Sertraline versus
other SSRIs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 46 SE - Tremor

Outcome: 3 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRls Odds Ratio Weight Odds Ratio
M M-
HRandom.95% HRandomJ5%

N N a a

I Sertraline vs fluoxetine
Bennie 1995 5142 41144 — 347 % 128 034,486 ]
Fava 2002 4196 892 — 37.6% 0460.13,1.57]
Sechter 1999 6118 2120 - & 7% 3160621599 ]
Subtotal (95% CI) 356 356 ———— 100.0 % 1.11[0.38, 3.27 |

Total events: 15 (Sertraline), 14 (S5RIs)
Heterogeneity: Tau® = 040; Chi? = 360, df = 2 (P = 0.16); P =45%

Test for overal effect: Z = 0.20 (P = 0.84)

2 Sertraline vs fluvoxamine

Nemeroff 1595 5/48 3149 —— 1000 % 178040, 7.92 ]

Subtotal (95% CI) 48 49 ——— 100.0 % 1.78 [ 0.40, 7.92 |
Total events: 5 (Sertraline), 3 (SSRIs)

Heterogeneity: not applicable

Test for overall effect: Z = 0.76 (P = 0.45)

3 Sertraline vs paroxetine

Aberg- Wistedt 2000 211176 380177 —— 822% 055[031,099]
Fava 2002 4/96 7196 — 178 % 055[0.16, 1.95]
Subtotal (95% CI) 272 273 — 100.0 % 055 [0.32, 0.94 ]

Total events: 25 (Sertraline), 42 (S5Rls)
Heterogeneity: Tau? = 0.0: Chi2 = 000, df = | (P = 0.99); ¥ =0.0%
30 (P = 0.028)

Teest for overall effect: Z =

Analysis 46.4. Comparison 46 SE - Tremor, Outcome 4 Sertraline versus
newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 46 SE - Tremor

Outcome: 4 Sertraline versus newer ADs
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Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
H andom Hiardomdsi
N N Cl
1 Sertraline vs bupropion
Coleman 199% 9118 104122 —— 654 % 092[036.236 ]
Kavoussi 1957 26 3/122 T 346 % 233[059,924]
Subtotal (95% CI) 244 244 ——— 100.0 % 1.27 [ 0.54,3.02]
Total events: 16 (Sertraline) Newer ADs)
Heterogeneity: Tau® = 0.07; Chi2 = 119, df = | (P = 0.28)% I =16%
Test for overal effect: Z = 0.55 (P = 0.58)
2 Sertraline vs hypericum
\ian Gurp 2002 5045 845 —— 1000% 058[0.7, 193]
Subtotal (95% CI) 3 5 ——— 100.0 % 058 [0.17,1.93 ]
Total events: 5 (Sertraling), 8 (Newer ADs)
Heterogeneity: not applicable
Test for overal effect: Z = 089 (P = 0.37)
3 Sertraline ws moclobemide
Sogaard 1999 8100 397 —a— 1000 % 272[070, 1059
Subtotal (95% CI) 100 97 ——— 100.0 % 2.72[0.70, 1059 ]
Total events: 8 (Sertraling), 3 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 1.45 (P = 0.15)
4 Sertraline vs nefazodone
Feiger 1996 10/82 378 + 1000 % 3471092, 13.13 ]
Subtotal (95% CI) 82 78 T———— 100.0 % 3.47[092,13.13]
Total events: 10 (Sertraline), 3 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 1.83 (P = 0.067)
5 Sertraline ws trazodane
Munizza 2006 160 362 ‘—.7 1000 % 0.33[003,330]
Subtotal (95% CI) 60 62 e ——— 100.0 % 0.33 [0.03,3.30]
Total events: | (Sertraline), 3 (Newer ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 0.94 (P = 0.35)
6 Sertraline vs venlafaxine
Mehtonen 2000 ez 8075 S H 1000 % 090 (031,263 ]
ol o0r 05 | 2 5 10
Favours sertraine.  Favours newar ADs
Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio
o Handom,?5%
/N nN Cl
Subtotal (95% CI) 72 75 100.0 % 0.90 [ 0.31,2.63 ]

Total events: 7 (Sertraline), B (Newer ADs)

Heterogeneity: not applicable
Test for overall effect: Z = 0,19 (P = 0.85)

ol 0z 05

Favours sertraline

2 5 10

Favaurs newer ADs

Analysis 47.1. Comparison 47 SE - Weight gain, Outcome 1 Sertraline

versus TCAs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 47 SE - Weight gain

Outcome: 1 Sertraline versus TCAs
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Study or subgroup Sertraline TCAs Odds Ratio Weight Odds Ratio

HRandom,35% H.Random.95%
N niN s} [e]

| Sertraline vs imipramine

Forlenza 2001 5127 1128 — 1000 % 614067, 5648 ]
Subtotal (95% CI) 27 28 T— 100.0 % 6.14 [ 0.67, 56.48 ]

Total events: 5 (Sertraline), | (TCAs)
Heterogeneity: not applicable

Test for overall effect: 7 = 1.60 (P = 0.11)

0002 05 1 2 5 10

Favours sertraline  Favours TCAS

Analysis 47.2. Comparison 47 SE - Weight gain, Outcome 2 Sertraline
versus newer ADs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 47 SE - Weight gain

Outcome: 2 Sertraline versus newer ADs

Study or subgroup Sertraline Newer ADs Odds Ratio Weight Odds Ratio

HRandom95% H Random 5%
N /N Cl Cl

I Sertraline vs mirtazapine

Befnke 2003 3170 16176 —-— 322% 0.18[005,063]
Thase 2000 24 31126 A 678 % 0.18 [ 008,043 ]
Subtotal (95% CI) 294 302 i 100.0 % 0.18 [ 0.09, 0.37 |

Total events: 10 (Sertraline), 47 (Newer ADs)
Heterogeneity: Tau? = 0.0; Chi* = 0,00, df = | (P = 0:98); P =0.0%
Test for overall effect: Z = 469 (P < 000001)

0102 05 1 : 5 10

Favours sertraline  Favours newer ADs

Analysis 48.1. Comparison 48 SE - Weight loss, Outcome 1 Sertraline
versus TCAs

Review: Sertraline versus other antidepressive agents for depression
Comparison: 48 SE - Weight loss

Outcome: 1 Sertraline versus TCAs
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Odds Ratio
HRandom 5%
Cl

Study or subgroup Sertraline TCAs Odds Ratio Weight
HRandomd5%
n/N n/N Cl
I Sertraline vs amitriptyline
Moller 2000 o6 w24 - 1000 %
Subtotal (95% CI) 116 124 — 100.0 %

Total events: 0 (Sertraline), 2 (TCAs)
Heterogeneity: not applicable
Test for overall effect: Z = 1.00 (P = 0:32)

7 Sertraline ve imipramine

Forlenza 2001 4027 7128 —i— 1000 %
Subtotal (95% CI) 27 28 —————— 100.0 %
Total events: 4 (Sertraline), 7 (TCAs)
Heterogeneity. not applicable
Test for overall effect: Z = 0.94 (P = 0.35)

021 [001,443]
0.21[0.01, 4.43 ]

052[013,204]

0.52[0.13, 2.04 ]

01 02 05 2 5 10

Favours servraline  Favours TCAS

Analysis 48.2. Comparison 48 SE - Weight loss, Outcome 2 Sertraline

versus other SSRIs

Review: Sertraline versus other antidepressive agents for depression

Comparison: 48 SE - Weight loss

Outcome: 2 Sertraline versus other SSRIs

Study or subgroup Sertraline SSRIs Odds Ratio Weight

M-
H,Random,95%
/N n/N Cl

Odds Ratio

M-
H,Random,35%
[«]

I Sertraline versus citalopram

Stahl 2000 8/108 5/107 —— 1000 %
Subtotal (95% CI) 108 107 e 100.0 %

Total events: 8 (Sertraline), 5 (SSRIS)
Heterogeneity: not applicable
Test for overall effect: 7 = 083 (P = 0.40)

1.63[052.516]

1.63[0.52,5.16 ]

5 10

Favours other S5Rls

Page 208

Analysis 49.1. Comparison 49 Deaths, suicide and suicidality, Outcome 1

Suicide - Tendency/Ideation

Review: Sertraline versus other antidepressive agents for depression

Comparison: 49 Deaths, suicide and suicidality

Outcome: 1 Suicide - Tendency/Ideation
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Study or subgroup Sertraline other ADs Odds Ratio Weight Odds Ratio
™.

- M-
H,Random,95% H,Random,95%
niN n/N Cl Cl

1 Sertraline vs buprapion

Coleman 1999 o 112 —— 1000 % 034[001,847]
Subtotal (95% CI) 118 122 T ————— 100.0 % 0.34[0.01, 8.47 ]

Total events: O (Sertraline), | (other ADs)
Heterogeneity: not applicable
Test for overal effect: Z = 0,66 (P = 051

ol [t

Favours esctalopram Favours other ADs

Analysis 49.2. Comparison 49 Deaths, suicide and suicidality, Outcome 2
Suicide - Attempted

Review: Sertraline versus other antidepressive agents for depression
Comparison: 49 Deaths, suicide and suicidality

Outcome: 2 Suicide - Attempted

Study or subgroup Sertraline other ADs Odds Ratio Weight Odds Ratio
M

M-
H.Random.95% HRandom,95%
n/N /N Cl Cl

I Sertraline vs TCAs: amitriptyline

Kamijma 1997 093 1194 —— 100.0% 033[001,829]

Subtotal (95% CI) 93 94 T ————— 100.0 % 0.33[0.01,8.29]
Total events: 0 (Sertraline), | (other ADs)

Heterogeneity: not applicable

Test for overal effect: Z = 067 (P = 0.50)

2 Sertraling vs TCAs: clomipramine

Lepine 2000 2482 1184 —— 1000 % 208[0.18,23.34]
Subtotal (95% CI) 82 84 — 100.0 % 2.08 [ 0.18, 23.34 ]

Total events: 2 (Sertraline), | (other ADs)
Heterogeneity: not applicable
Test for overall effect: 7 = 0.59 (P = 0.55)

3 Sertraline vs other S5Rls: fluoxetine

Bennie 1995 2142 1144 — 45.7% 204[0.18,22.78]
Boyer 1998 U122 01120 — 286 % 500 0.24, 10524 ]
Van Moffaert 1995 o83 1182 —_— 257 % 033[001.8.10]
Subtotal (95% CI) 347 346 ———— 100.0 % 1.65 [ 0.32, 8.40 ]

Total events: 4 (Sertraline), 2 (cther ADs)
=00 Chiz = 1.52,df = 2 (P = 0:47); P =0.0%

Test for overall effect: Z = 040 (P = 0.55)

Heterogeneity: Tau?

4 Sertraline vs newer ADs: bupropion

Croft 1999 0119 1120 —— 1000 % 033[001,826]
Subtotal (95% CI) 119 120 —— 100.0 % 033 [0.01, 8.26 ]
Total events: 0 (Sertraline), | (other ADs)

Heterogeneity: not applicable
Test for overall effect: Z = 0.67 (P = 0.50)

5 Sertraline s newer ADs: mirtazapine

Behnke 2003 0170 2176 —— 1000 % 020 001,429
Subtotal (95% CI) 170 176 ——— 100.0 % 0.20 [ 0.01, 4.29]

Total events: 0 (Sertraline), 2 (ther ADs)
Heterogeneity: not applicable

Test for overall effect: Z = 1.02 (P = 0.31)

10100

Favours ther ADs
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Analysis 49.3. Comparison 49 Deaths, suicide and suicidality, Outcome 3
Suicide - Completed

Review: Sertraline versus other antidepressive agents for depression
Comparison: 49 Deaths, suicide and suicidality

Outcome: 3 Suicide - Completed

Study or subgroup Sertraline other ADs Odds Ratio Weight Odds Ratio
H.Random,95% HRandom.95%
n/N n/N I Cl
I Sertraline vs TCAs: imipramine
Murasaki 1997 0/106 2148 —— 1000 % 009 [000, 185]
Subtotal (95% CI) 106 48 — 100.0 % 0.09 [ 0.00, 1.85 ]

Total events: 0 (Sertraiine), 2 (other ADs)
Heterogeneity: not applicable

Test for overall effect: Z = 1,56 (P = 0.12)

Favours escitalopram Favours other ADs

HISTORY
Protocol first published: Issue 3, 2006

Review first published: Issue 2, 2009

Date Event Description

11 May 2007  New citation required and conclusions have changed ~ Substantive amendment

DIFFERENCES BETWEEN PROTOCOL AND REVIEW

We did not carry out the subgroup analyses as previously stated in the review protocol.

WHAT’S NEW

Last assessed as up-to-date: 30 June 2008.

Date Event Description

New citation required but

25 August 2009 conclusions have not changed

A typographical error in the Abstract was changed. Corrections to
references and to the contact address of one author were made

27 July 2008 Amended

Converted to new review format.
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PLAIN LANGUAGE SUMMARY
Sertraline versus other antidepressive agents for depression

Depression is the fourth leading cause of disease burden worldwide and is expected to
show a rising trend over the next 20 years. Depression is associated with a marked
personal, social and economic morbidity, loss of functioning and productivity, and
creates significant demands on service providers in terms of workload. Although
pharmacological and psychological interventions are both effective for major depression,
antidepressant drugs remain the mainstay of treatment. During the last 20 years, selective
serotonin reuptake inhibitors (SSRIs) have progressively become the most commonly
prescribed antidepressants. Sertraline, one of the first SSRIs introduced in the market, is a
potent and specific inhibitor of serotonin uptake into the presynaptic terminal, with a
modest activity as inhibitor of dopamine uptake. In the present review we assessed the
evidence for the efficacy, acceptability and tolerability of sertraline in comparison with
all other antidepressants in the acute-phase treatment of major depression. Fifty-nine
randomised controlled trials (about 10,000 participants) were included in the review. The
review showed evidence of differences in efficacy, acceptability and tolerability between
sertraline and other antidepressants, with meta-analyses highlighting a trend in favour of
sertraline over other antidepressants, both in terms of efficacy and acceptability, in a
homogeneous sample of clinical trials, using conservative statistical methods. The
included studies did not report on all the outcomes that were pre-specified in the protocol
of this review. Outcomes of clear relevance to patients and clinicians, in particular,
patients and their carers’ attitudes to treatment, their ability to return to work and resume
normal social functioning, were not reported in the included studies. Nevertheless, based
on currently available evidence, results from this review suggest that sertraline might be a
strong candidate as the initial choice of antidepressant in people with acute major
depression.
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Figure 1.
Methodological quality graph: review authors’ judgements about each methodological

quality item presented as percentages across all included studies.
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quality item for each included study.
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Sertraline TCAs Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Sertraline vs amitriptyline
Bersani 1994 16 34 17 34 8.2% 0.89[0.34, 2.30] —
Cohn 1990 771681 40 80 16.4% 0.92[0.54,1.57] e
Kamijima 1997 56 93 45 94 140% 1.65[0.92, 2.94] ——
Lee 1954 13 25 13 23 3.6% 0.83[0.27, 2.60] I I
Lydiard 1997 70132 68 131 201% 1.056[0.64,1.70] -
Moller 2000 65 116 53 124 181% 1.71[1.02, 2.85] -
Reimherr 1990 72 148 B3 149 226% 1.28[0.81, 2.02] T
Subtotal (95% CI) 710 635 100.0% 1.23[0.99, 1.52] L3
Total events 364 2499

Heterogeneity: Tau®= 0.00; Chi*=5.07, df=6 (P =0.54), F= 0%
Test for overall effect Z=1.84 (P =0.07)

1.1.2 Setraline vs clomipramine

Edwards 1996 4 17 g 15 9.0% 0.62[0.13,2.90]
Lepine 2000 29 a2 30 84  538% 0.98 [0.52, 1.86]
Moon 1994 23 51 26 55  37.2% 0.92[0.43,1.97]
Subtotal (95% CI) 150 154 100.0% 0.92 [0.58, 1.46]
Total events 56 61

Heterogeneity: Tau®=0.00; Chi*=0.30, df= 2 (P =0.86), F= 0%

Test for overall effect Z=036(F=072)

1.1.3 Sertraline vs dothiepin

Doogan 1994 49 99 B0 108 100.0% 0.78 [0.45, 1.35] t
Subtotal (95% CI) 99 108 100.0% 0.78 [0.45, 1.35]
Total events 49 60

Heterogeneity: Mot applicable
Test for overall effect Z=0.87 (P =0.38)

1.1.4 Sertraline vs imipramine

Baca 2003 3| 116 58 123 359% 0.685([0.32,0.92] —a—

Chen 2001 4 45 T 44 8.1% 0.52[0.14,1.80] .
Forlenza 2001 12 27 11 28 116% 1.24[0.42, 3.62] e —
Fournier 1997 30 54 25 50 203% 1.25[0.58, 2.70] —
Murasaki 1997 45 106 20 48 242% 1.03[0.52, 2.06] j—
Subtotal (95% CI) 348 293 100.0% 0.82 [0.56, 1.21]

Total events 129 121

Heterogeneity: Tau*=0.04; Chi*=4.91, df=4 (P=0.30), F=19%
Test for overall effect: Z=0898 (P=0.33)

1.1.5 Sertraline vs nortriptyline

Bondareff 2000 50 105 62 105 100.0% 0.63[0.37,1.09] 1
Subtotal (95% CI) 105 105 100.0% 0.63 [0.37, 1.09]
Total events a0 62

Heterogeneity: Mot applicable
Test for overall effect Z=1.66 (P =0.10)

0102 05 2 510
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Figure 3.
Forest plot of comparison: 1 Failure to respond at endpoint (6 - 12 weeks), outcome: 1.1

Sertraline versus TCAs.
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Sertraline TCAs 0Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 Sertraline vs amitriptyline
Cohn 19580 121 181 61 80 21.6% 0.94 [0.50, 1.76] .
Kamijima 1997 73 93 59 94 205% 217[1.13,414]
Lydiard 1987 95 132 93 131 27.5% 1.05[0.61,1.79]
Reimherr 1990 108 149 102 149 304% 1.21 [0.74, 2.00]
Subtotal (95% CI) 535 454 100.0% 1.24 [0.90, 1.73]

Total events 397 N5
Heterogeneity: Tau*=0.03; Chi*=3.96, df=3 (P=0.27); F= 24%
Test for averall effect: Z=1.30(P=0.19)

4.1.2 Setraline vs clomipramine

—
Lepine 2000 52 g2 56 84  B52% 0.87 [0.46, 1.64]
Moon 1994 38 51 41 55 34.8% 1.00[0.42, 2.39]
Subtotal (95% CI) 133 139 100.0% 0.91[0.54, 1.52]

Total events 90 a7
Heterogeneity: Tau®= 0.00; Chi*=0.07, df=1 (P =0.80); F=0%
Test for overall effect Z=036 (P =0.72)

4.1.3 Sertraline vs imipramine

Baca 2003 58 116 TP 123 427% 0.60 [0.36, 1.00] ——

Chen 2001 a2 45 32 44 13.3% 0.92 [0.37, 2.33] -
Forlenza 2001 13 27 14 28 101% 0.93[0.32, 2.67] —
Fournier 1997 40 54 35 a0 15.4% 1.22[0.52, 2.89] B —
Murasaki 1997 78 106 36 48  18.5% 0.93[0.42, 2.03] e
Subtotal (95% CI) 348 293 100.0% 0.80 [0.57, 1.12] B

Total events 221 194

Heterogeneity: Tau*=0.00; Chi*=2.48, df=4 (P=0.658), F=0%
Test for overall effect: £=1.28 (P = 0.20)

4.1.4 Sertraline vs dothiepine
Doogan 1994 62 ele] 72 108 100.0% 0.84 [0.47, 1.48] t
Subtotal (95% CI) 99 108 100.0% 0.84 [0.47, 1.48]

Total events 62 72
Heterogeneity: Mot applicahle

Test for averall effect: Z=0.61 (P =0.54)
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Figure 4.
Forest plot of comparison: 4 Failure to remission at endpoint (6 - 12 weeks), outcome: 4.1
Sertraline versus TCAs.
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Sertraline TCAs Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.1.1 Sertraline vs amitriptyline
Bersani 1994 16 6.5 34 16 6.1 34 7.2% 0.00 [-0.48, 0.48] T
Cohn 1980 -13.3 762 121 -142 762 64  152% 012[019,6042] r
Kamijima 1997 151 104 80 103 8.4 TTO141% 0.50([019,0.82) =
Lee 1994 765 517 25 9417 5.3 23 5.2% -0.29 [-0.86, 0.28] =T
Lydiard 1997 -11.1 687 119 -128 683 104 18.6% 0.25 [-0.02, 0.51] "
Maller 2000 -15.4 79 100 -1649 81 105 17.6% 0.19 [-0.09, 0.46] ™
Reimherr 1990 -11.66 824 142 1264 797 144 222% 012 [0.11,0.35] r
Subtotal (95% CI) 621 551 100.0% 0.18 [0.04, 0.32]
Heterogeneity: Tau®=0.01; Chi*=7.78, df= 6 (P=0.25), F= 23%
Testfor averall effect: Z= 2.60 (P = 0.009)
7.1.2 Sertraline vs clomipramine
Edwards 1996 -16.2 8.3 17 -18 8.2 15 11.0% 0.21 [-0.48, 0.91] T
Lepine 2000 123 8.8 80 127 9.2 82 56.2% -0.04 [-0.35, 0.26] r
Moon 1994 125 7.62 47 113 7.62 48 328% -0.16 [-0.56, 0.25]
Subtotal (95% CI) 144 145 100.0% -0.05 [-0.28, 0.18] t
Heterogeneity: Tau®= 0.00; Chi*=0.81,df=2 (P=067), F=0%
Test for overall effect: Z=0.45 (P = 0.65)
7.1.3 Sertraline vs dothiepin
Doogan 1994 -15.4 10.03 83 -131 1003 96 100.0% -0.23 [-0.52, 0.07] !
Subtotal (95% CI) 83 96 100.0% -0.23 [-0.52, 0.07]
Heterogeneity: Mot applicable
Test for overall effect Z=1.52 (P=013)
7.1.4 Sertraline vs imipramine
Chen 2001 7 5 45 7 4] 43 37.8% 0.00[0.42, 0.42]
Forlenza 2001 1444 9 27 1271 9 28 235% 0.19[-0.34,0.72] }
Murasaki 1997 11.3 93 48 133 107 43 387% -0.20 [-0.61, 0.21]
Subtotal (95% CI) 120 114 100.0% -0.03[-0.29, 0.22] {
Heterogeneity: Tau®=0.00; Chi*=1.32, df=2 (P=0.52), F=0%
Testfor overall effect Z=0.25 (P =0.80)

40 -5 0 5 10

Figure 5.

Favours sertraline  Favours TCAs

Forest plot of comparison: 7 Standardised mean difference at endpoint (6 - 12 weeks),
outcome: 7.1 Sertraline versus TCAS.
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Sertraline TCAs Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
10.1.1 Sertraline vs amitriptyline
Bersani 1994 3 34 4 34 2.2% 0.73[0.15, 3.52]
Cohn 1990 74 161 41 80 186% 0.92[0.54,1.57] —
Hegerl 1997 17 a1 15 74 8.9% 1.13[0.52, 2.46] B —
Karnijima 1997 51 93 42 94 161% 1.50[0.84, 2.68] T
Lydiard 1997 36 132 50 131 19.8% 0.61[0.36,1.02] ——
Moller 2000 14 116 16 124 9.1% 0.93[0.43,1.99] —_———
Reimherr 1930 B1 148 B3 149 253% 0.95[0.60, 1.50] —a—
Subtotal (95% Cl) 766 691 100.0% 0.94 [0.74, 1.18] -3
Total events 261 2N

Heterogeneity: Tau®= 0.00; Chi*=559, df=6{FP=047), F=0%
Test for overall effect. Z=0.56 (P =0.58)

10.1.2 Setraline vs clomipramine

Lepine 2000 13 a2 19 84 T1.2% 0.64[0.29,1.41] ——
Moon 1994 4 51 10 55 28.8% 03801, 1.31] —— &% ——
Subtotal (95% CI) 133 139 100.0% 0.55[0.29, 1.07] Becc
Total events 17 29

Heterogeneity: Tau®= 0.00; Chi*=0.49, df=1 {P=0.48), F=0%
Test for overall effect: Z=1.75 (P = 0.08)

10.1.3 Setraline vs desimipramine

Ravindran 1995 15 40 17 37 100.0% 0.71[0.28,1.75] 1—_
Subtotal (95% Cl) 40 37 100.0% 0.71[0.28, 1.75]
Total events 15 17

Heterogeneity: Mot applicable
Test for overall effect Z=0.75 (P = 0.45)

10.1.4 Sertraline versus dothiepin
Doogan 1934 16 99 12 108 100.0% 1.54 [0.69, 3.45] —t
Subtotal (95% CI) 99 108 100.0% 1.54 [0.69, 3.45]

Total events 16 12
Heterogeneity: Not applicable

Test for overall effect: Z=1.06 (P=0.29)

10.1.5 Sertraline vs imipramine

Eaca 2003 23 116 45 123 341% 0.43[0.24,0.77] —

Chen 2001 ] 45 1 44 1.8% 0.32[0.01,8.04] *

Faorlenza 2001 g 27 13 28 13.0% 0.49[0.16, 1.48] e
Fournier 1997 28 54 23 50 23.4% 1.26[0.58, 2.73] I R
Murasaki 1997 45 106 26 48 27.7% 0.62[0.31,1.24] —
Subtotal (95% CI) 348 293 100.0% 0.62 [0.40, 0.96] -

Total events 104 108

Heterogeneity: Tau®= 0.05; Chi*=5.15, df= 4 (P=027); F=22%
Test for overall effect Z= 216 (P=0.03)

10.1.6 Sertraline vs nortriptyﬁne

Bondareff 2000 31 105 35 105 100.0% 0.84 [0.47, 1 50] t
Subtotal (95% Cl) 105 105 100.0% 0.84 [0.47, 1.50]

Total events M 35
Heterogeneity: Mot applicable

Testfor overall effect Z= 0.58 (P = 0.55)

0102 05 2 5 10
Favours sertraline  Favours TCAs

Figure 6.
Forest plot of comparison: 10 Failure to complete (any cause), outcome: 10.1 Sertraline
versus TCAs.
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Sertraline Heterocyclics Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 Sertraline vs maprotiline
Li 2001 3 32 3 32 100.0% 1.00[0.18,5.37]
Subtotal (95% CI) 32 32 100.0% 1.00[0.19, 5.37]
Total events 3 3

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.00 (P =1.00)

Figure 7.

I 'l 1 1 1 ]
0102 05 1 2 5 10
Favours serraline Favours Heterocyclic

Forest plot of comparison: 1 Failure to respond at endpoint (6 - 12 weeks), outcome: 1.2

Sertraline versus Heterocyclics.
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Sertraline Heterocyclics Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.2.1 Sertraline vs maprotiline
Li 2001 18 32 16 32 100.0% 1.291[0.48, 3.44] —_t
Subtotal (95% CI) 32 32 100.0% 1.29 [0.48, 3.44]
Total events 18 16

Heterogeneity: Mot applicable
Testfor overall effect Z=050 (F=0.62)

Figure 8.

Forest plot of comparison: 4 Failure to remission at endpoint (6 -

Sertraline versus Heterocyclics.

0102 05 2 5§ 10
Favours sertraline  Favours Heterocyclic

12 weeks), outcome: 4.2
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Sertraline Heterocyclics Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.2.1 Sertraline vs maprotiline
Li 2001 78 64 32 69 B3 32 100.0% 0.14 [-0.35, 0.63]
Subtotal (95% CI) 32 32 100.0% 0.14 [-0.35, 0.63]

Heterogeneity: Mot applicable
Test for overall effect: Z= 0.56 (P = 0.58)

Figure 9.

10 5 0 5 10
Favours serraline Favours Heterocyclic

Forest plot of comparison: 7 Standardised mean difference at endpoint (6 - 12 weeks),

outcome: 7.2 Sertraline versus Heterocyclics.
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Sertraline SSRIs

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Page 230

Odds Ratio
M-H, Random, 95% CI

1.3.1 Sertraline vs citalopram

Ekselius 1997 61 200 64 200 100.0%
Subtotal (95% CI) 200 200 100.0%
Total events 61 64

Heterogeneity: Mot applicahle
Test for overall effect Z=0.32 (P =0.75)

1.3.2 Sertraline vs escitalopram

Alexopoulos 2004 62 138 68 136 B60.8%
Yentura 2007 33 108 29 107 39.2%
Subtotal (95% CI) 246 243 100.0%
Total events 95 97

Heterogeneity: Tau®= 0.00; Chi*=0.92, df=1 {P=0.34); F=0%
Test for overall effect Z=0.31 {(P=0.76)

1.3.3 Sertraline vs fluoxetine

Aguglia 1983 17 52 30 56 8.2%
Bennie 1935 B9 142 81 144 232%
Fava 2000 ] 43 ] 35 3.8%
Fava 2002 26 96 35 92 13.2%
MNewhouse 2000 3z 117 35 119 157%
Sechter 1999 58 118 T2 120 19.1%
Suri 2000 19 35 7 18 37%
Yan Moffaert 1995 34 a3 34 82 131%
Subtotal (95% CI) 686 666 100.0%
Total events 262 303

Heterogeneity: Tau*=0.00; Chi*=6.89,df =7 (P=0.44), F= 0%
Test for overall effect. Z=2.71 (P = 0.007)

1.3.4 Sertraline vs fluvoxamine

Rossini 2008 20 48 11 40 100.0%
Subtotal (95% CI) 48 40 100.0%
Total events 20 11

Heterogeneity: Not applicable
Test for overall effect: Z=1.38{(FP=017)

1.3.5 Sertraline vs paroxetine

Aberg-¥Wistedt 2000 B0 176 66 177  367%
Fava 2000 ] 43 7 30 17.0%
Fava 2002 26 96 32 96 31.2%
Zanardi 1996 B 24 16 22 152%
Subtotal (95% CI) 339 325 100.0%
Total events 98 121

Heterogeneity: Tau®=0.24, Chi*=7.76, df= 3 (P = 0.08), F=61%
Test for overall effect: Z=1.75 (P =0.08)

Figure 10.

0.93 [0.61,1.42]
0.93[0.61, 1.42]

0.82 [0.51,1.31]
1.18 [0.66, 2.14]
0.94 [0.65, 1.37]

0.421[0.19, 0.92]
0.74 [0.46,1.17]
0.47 [0.15, 1.48]
0.60[0.33,1.12]
0.90 [0.51, 1.59]
0.67 [0.40,1.11]
1.87 [0.59, 5.94]
0.95 [0.53, 1.82]
0.73[0.59, 0.92]

1.88[0.77, 4.63]
1.88 [0.77, 4.63]

0.87 [0.56, 1.35]
0,53 [0.16, 1.78]
0.74 [0.40, 1.38]
0.13[0.03, 0.47]
0.57 [0.30, 1.07]

;

L 1 il i
01 02 05 2 5 10
Favours sertraline Favours other S5RIs

Forest plot of comparison: 1 Failure to respond at endpoint (6 - 12 weeks), outcome: 1.3

Sertraline versus other SSRIs.
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Sertraline other SSRIs Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
4.3.1 Sertraline vs escitalopram
Yentura 2007 51 108 56 107 100.0% 0.811[0.48,1.39]
Subtotal (95% CI) 108 107 100.0% 0.81[0.48, 1.39]
Total events a1 a6
Heterogeneity: Mot applicable
Test for overall effect: Z=0.75 (P =0.45)
4.3.2 Sertraline vs fluoxetine
Aguglia 1993 35 52 46 56 11.8% 0.451[0.18,1.10] . ——
Fava 2000 16 43 16 I\ 11.5% 0.701[0.28,1.74] —_—
Fava 2002 39 96 44 92 27.0% 0.751[0.42,1.33] — =
Sechter 1999 a3 118 94 120 26.2% 0.66[0.36,1.18] — &
Suri 2000 21 35 8 18 7.3% 1.881[0.59, 5.92] =—m——a=—
Yan Moffaert 1985 67 83 64 82 16.3% 1.181[0.55, 2.51] ————
Subtotal (95% CI) 427 403 100.0% 0.78 [0.57, 1.06] R
Total events 261 272

Heterogeneity: Tau®*=0.01; Chi*=5.26, df= 56 (P=0.39); F= 5%

Test for overall effect: Z=1.58(P=011)

4.3.3 Sertraline vs fluvoxamine

Rossini 2005 23 48 12 40
Subtotal (95% CI) 48 40
Total events 23 12

Heterogeneity: Mot applicable
Test for overall effect: Z=1.70 (F = 0.03)

4.3.4 Sertraline vs paroxetine

Aberg-Wistedt 2000 118 176 M 177
Fava 2000 16 43 15 30
Fava 2002 33 98 43 96
Subtotal (95% CI) 315 303
Total events 173 169

100.0% 215[0.89,5.19]
100.0% 2.15[0.89, 5.19]
53.0% 1.21[0.78,1.87]
13.3% 0.59[0.23,1.53]
33.6% 0.84 [0.48, 1.49]
100.0% 0.97 [0.68, 1.39]

Heterogeneity: Tau*=0.01; Chi*=2.24 df=2 (P=033); F=11%

Testfor overall effect: Z=0.14 (P =0.89)

Figure 11.
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Favours sertraline  Favours other S5RIs

Forest plot of comparison: 4 Failure to remission at endpoint (6 - 12 weeks), outcome: 4.3

Sertraline versus other SSRIs.
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Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.3.1 Sertraline versus citalopram

Ekselius 1997 11 801 200 104 901 200 71.3% 0.07 [[0.13, 0.26]

Stahl 2000 -147 995 78 -153 8495 83 287% 0.06 [-0.25, 0.37] *
Subtotal (95% CI) 278 283 100.0% 0.06 [-0.10, 0.23]

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P=097), F=0%

Testfor overall effect Z=0.76 (P = 0.44)

7.3.2 Sertraline versus escitalopram

Alexopoulos 2004 -16.73 108 135 1575 1076 131 558% -0.09 [-0.33,0.15] :
entura 2007 -18.4 931 107 -181 818 104 442% 0.08 [-0.19, 0.35]

Subtotal (95% CI) 242 235 100.0% -0.02 [-0.20, 0.16]

Heterogeneity: Tau®= 0.00; Chi*=0.81,df=1 (P=0.37); F=0%

Test for overall effect Z=0.19 (P = 0.85)

7.3.3 Sertraline versus fluoxetine

Aguglia 1993 9.2 5.5 48 106 5.4 40 14.5% -0.25 [-0.68,0.17] -
Fava 2002 8.11 71 96 8.73 71 88 30.7% -0.09 [-0.38, 0.20] L
Sechter 1999 -15.6 762 88 -146 762 79 27.8% -0.13[0.43,017] -
Yan Moffaert 1995 -10.8 762 82 -102 762 80 271% -0.08 [-0.39, 0.23] »
Subtotal (95% CI) 314 287 100.0% -0.12[-0.28, 0.04] \
Heterogeneity: Tau®=0.00; Chi*=0.52, df=3 (P=092); F=0%

Testfor overall effect Z=1.48 (P=0.14)

7.3.4 Sertraline versus fluvoxamine

Nemeroff 1995 1217 646 46 1396 7.55 46 50.7% -0.25 [-0.66, 0.16]

Rossini 2005 11.27 11.33 45 7.56 12.31 39 49.3% 0.31[F0.12,0.74] }
Subtotal (95% CI) 91 85 100.0% 0.03 [-0.53, 0.58]

Heterogeneity: Tau*=0.11; Chi*= 3.45, df=1 (P=0.06); F=71%

Test for overall effect: Z=0.09 (P=0.93)

7.3.5 Sertraline versus paroxetine

Aberg-Wistedt 2000 -16.9 102 176 -18.3 105 177 100.0% 0.13 [-0.07,0.34] !
Subtotal (95% CI) 176 177 100.0% 0.13[-0.07, 0.34]

Heterogeneity: Mot applicahle
Test for averall effect: Z=1.27 (P=0.21)

Figure 12.
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Favours sertraline Favours other S5RIs

Forest plot of comparison: 7 Standardised mean difference at endpoint (6 - 12 weeks),

outcome: 7.3 Sertraline versus other SSRIs.
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Sertraline other SSRls Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
10.2.1 Sertraline versus citalopram
Ekselius 19497 55 200 37 200 53.0% 1.67 [1.04, 2.68] —i—
Stahl 2000 60 108 B0 107  47.0% 0.98 [0.57, 1.68] t
Subtotal (95% CI) 3jos 307 100.0% 1.30[0.77, 2.19]
Total events 115 97
Heterogeneity: Tau®= 0.08; Chi*= 214, df=1 (P=014) F=53%
Test for overall effect: Z=098 (P=0.33)
10.2.2 Sertraline versus escitalopram
Alexapoulos 2004 25 138 28 136 B01% 0.85[0.47, 1.56]
Ventura 2007 15 108 19 107 39.9% 0.75[0.36, 1.56]
Subtotal (95% CI) 246 243 100.0% 0.81[0.51, 1.29]
Total events 40 47
Heterogeneity: Tau®= 0.00; Chi*=0.08, df=1 (P=0.78), F=0%
Testfor overall effect Z=089 (P=0.37)
10.2.3 Sertraline versus fluoxetine
Aguglia 1993 17 52 H 56 10.4% 0.39[0.18, 0.86] —_—
Bennie 19495 24 142 23 144 148% 1.07 [0.57, 2.00] B —
Boyer 1998 6 122 5 120 48% 1.191[0.35, 4.01] _—
Fava 2000 10 43 16 35 7.2% 0.36[0.14,0.95] —_—
Fava 2002 26 96 29 92 146% 0.81[0.43,1.51] —_—
Mewhaouse 2000 17 3/ 119 17.9% 0.95[0.55, 1.64] —
Sechter 19499 0 118 41 120 17.3% 0.66[0.38,1.15] —_——r
Suri 2000 9 35 2 18 27% 277[0.53, 14.48] >
Wan Moffaert 1995 14 a3 16 82 10.2% 0.84 [0.38, 1.85] —_—T
Subtotal (95% CI) 808 786 100.0% 0.77 [0.58, 1.02] L=
Total events 173 202
Heterogeneity: Tau®=0.04; Chi*=10.01, df=8 (P = 0.26), F= 20%
Test for overall effect: Z=1.80 (P=0.07)
10.2.4 Sertraline versus fluvoxamine
Memeroff 1995 7 48 18 49 61.8% n29[011,079) —l——
Rossini 2005 3 48 1 40 38.2% 2.60[0.26, 26.02] = >
Subtotal (95% CI) 96 89 100.0% 0.68 [0.08, 5.43] ——
Total events 10 19
Heterogeneity: Tau®*=1.57, Chi*= 292, df=1 {P = 0.09); F= 66%
Testfor overall effect Z=0.37 (P=0.71)
10.2.5 Sertraline versus paroxetine
Aberg-Wistedt 2000 64 176 61 177 381% 1.09 [0.70, 1.68] ——
Fava 2000 10 43 13 30 235% 0.401[0.14,1.08] - &7
Fava 2002 26 96 29 96 331% 0.86 [0.46, 1.61] .
Zanardi 1996 a 24 9 22 53% 0.03[0.00,054) ———
Subtotal (95% CI) 339 325 100.0% 0.65[0.32, 1.34] i
Total events 100 112
Heterogeneity: Tau®= 0.30; Chi*=8.74, df= 3 (P=0.03), F= 66%
Test for overall effect Z=1.16 (F=0.25)

01 02 05 2 510

Figure 13.

Favours sertraline  Favours other SSRIs

Forest plot of comparison: 10 Failure to complete (any cause), outcome: 10.3 Sertraline

versus other SSRls.
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Sertraline

Newer ADs

Study or Subgroup Events Total Events Total

Odds Ratio

Weight M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

1.4.1 Sertraline vs bupropion

Coleman 1999 52 118
Croft 1999 40 119
Kavoussi 1997 41 126
Subtotal (95% CI) 363
Total events 133

34.5%
326%
32.8%
100.0%

Heterogeneity: Tau®= 0.00; Chi*=1.47, df=2 (P = 0.48), F=0%

Testfor overall effect: Z=

1.4.2 Sertraline vs hypericum

Brenner 2000 9 18
Davidson 2002 58 1M1
Gastpar 2005 45 118
Van Gurp 2002 27 45
Subtotal (95% CI) 289
Total events 138

.51 (P=0.61)

44 122
43 120
40 122
364

127
8 15
o113
50 123
23 45
296

151

5.2%
385%
40.7%
15.6%

100.0%

Heterogeneity: Tau®= 0.00; Chi*= 2.60, df= 3 (P = 0.46), F= 0%

Testfor overall effect: Z=0.74 (P = 0.46)

1.4.3 Sertraline vs mirtazapine

Behnke 2003 56 170
Thase 2000 B1 124
Subtotal (95% CI) 294
Total events 17

59 176
B5 126
302

55.1%
44.9%
100.0%

124
Heterogeneity: Tau?= 0.00; Chi*= 0.04, df= 1 (P = 0.84); F= 0%

Testfor overall effect: Z=0.34 (P=0.73)

1.4.4 Sertraline vs moclobemide

Orsel Donbhak 1995 12 33
Sogaard 1999 42 100
Subtotal (95% CI) 133
Total events 54

1" 29
45 97

126
56

229%
771%
100.0%

Heterogeneity: Tau®= 0.00; Chi*= 0.03, df=1 (P = 0.85); F=0%

Testfor overall effect: Z=0.61 (P = 0.54)

1.4.5 Sertraline vs nefazodone

Feiger 1996 4 82
Subtotal (95% CI) 82
Total events 41

Heterogeneity: Not applicable
Test for overall effect: Z= 0.49 (P = 0.63)

1.4.6 Sertraline vs reboxetine

Eker 2005 {4 24
Subtotal (95% CI) 24
Total events 7

Heterogeneity: Not applicable
Testfor overall effect: Z= 0.51 (P = 0.61)

1.4.7 Sertraline vs tianeptine

Szadoczky 2002 36 109
Subtotal (95% CI) 109
Total events 36

Heterogeneity: Not applicable
Testfor overall effect Z=0.15 (P=0.88)

1.4.8 Sertraline vs trazodone

Muniza 2008 23 60
Teutsui 1997 65 112
Subtotal (95% CI) 172
Total events 88

36 78
78

36
9 25
25

9
35 103
103

35
16 62
7 108
168

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

325%
67.5%
100.0%

73
Heterogeneity: Tau®= 0.00; Chi*= 0.72, df=1 (P = 0.39), F=0%

Testfor overall effect Z=1.36 (P=017)

1.4.9 Sertraline vs venlafaxine

Chen 2001 4 45
Mehtonen 2000 kil 72
Oslin 2003 16 25
Shelton 2006 37 82
Sir 2005 23 79
Subtotal (95% Cl) 303
Total events m

4 44
26 75
22 27
29 78
28 84

308
109

6.2%
276%
8.1%
30.3%
27.7%
100.0%

Heterogeneity: Tau®= 0.01; Chi*= 4.25, df= 4 (P=0.37), F=6%

Testfor overall effect: Z=0.36 (P=0.72)

1.40(0.83,2.35]
0.91[0.53,1.54]
0.99 [0.58, 1.68]
1.08 [0.80, 1.47]

1.31[0.31,5.58]
0.67[0.39,1.14]
0.90[0.54,1.51]
1.43[0.62,3.31]
0.88 [0.63, 1.23]

0.97 [0.62,1.52]
0.91[0.55, 1.49]
0.94[0.68, 1.32]

0.940.33, 2.63]
0.84[0.48,1.47]
0.86 [0.52, 1.41]

1.17[0.63,217]
1.17[0.63, 2.17]

0.73[0.22,2.43]
0.73[0.22,2.43]

0.96 [0.54,1.70]
0.96 [0.54, 1.70]

1.79 [0.83, 3.86]
1.191[0.70,2.03]
1.36 [0.87, 2.11]

0.98[0.23,4.17]
1.42[0.73,2.77]
0.40[0.11,1.44]
1.39[0.74, 2.62]
0.82[0.42, 1.60]
1.07 [0.74, 1.54]
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Forest plot of comparison: 1 Failure to respond at endpoint (6 - 12 weeks), outcome: 1.4
Sertraline versus newer ADs.
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Sertraline newer ADs

Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

4.4.1 Sertraline vs bupropion

Coleman 1989 87 118 83 122 51.7%
Croft 1999 87 119 90 120 483%
Subtotal (95% CI) 237 242 100.0%
Total events 174 173

Heterogeneity: Tau®= 0.00; Chi*= 0.83, df=1 (P =0.36); F= 0%
Test for overall effect Z= 0.47 (P = 0.64)

4.4.2 Sertraline vs hypericum

Brenner 2000 13 15 12 15 41%
Davidson 2002 s 11 96 113 30.7%
Gastpar 2005 77 118 82 123 463%
Van Gurp 2002 32 45 28 45 19.0%
Subtotal (95% CI) 289 296 100.0%
Total events 207 218

Heterogeneity: Tau®= 0.02; Chi*= 3.27, df= 3 (P = 0.35), F= 8%
Testfor overall effect 2= 0.48 (P = 0.62)

4.4.3 Sertraline vs mirtazapine

Behnke 2003 97 170 100 176 61.2%
Thase 2000 89 124 81 126 388%
Subtotal (95% CI) 294 302 100.0%
Total events 186 181

Heterogeneity: Tau®= 0.00; Chi*= 093, df=1 (P =0.34); F=0%
Testfor overall effect Z=0.82 (P = 0.41)

4.4.4 Sertraline vs moclobemide

Orsel Donbak 1995 21 33 19 29 257%
Sogaard 1999 65 100 72 97 743%
Subtotal (95% CI) 133 126  100.0%
Total events 86 91

Heterogeneity: Tau*= 0.00; Chi*= 0.33, df= 1 (P = 0.56); F= 0%
Test for overall effect Z=1.29 (P = 0.20)

4.4.5 Sertraline vs nefazodone

Feiger 1996 63 82 59 78 100.0%
Subtotal (95% CI) 82 78 100.0%
Total events 63 59

Heterogeneity: Not applicable
Testfor overall effect Z=0.18 (P = 0.86)

4.4.6 Sertraline vs reboxetine

Eker 2005 16 24 11 25 100.0%
Subtotal (95% CI) 24 25 100.0%
Total events 16 1"

Heterogeneity: Not applicable
Test for overall effect Z=1.58 (P =0.11)

4.4.7 Sertraline vs tianeptine

Szadoczky 2002 73 109 68 103 100.0%
Subtotal (95% CI) 109 103 100.0%
Total events 73 68

Heterogeneity: Not applicable
Test for overall effect Z= 015 (P = 0.88)

4.4.8 Sertraline vs trazodone

Muniza 2006 N 60 25 62 44.8%
Tsutsui 1997 83 112 82 106 552%
Subtotal (95% CI) 172 168 100.0%
Total events 120 107

Heterogeneity: Tau®= 0.00; Chi*= 0.46, df=1 (P =0.50); F=0%
Test for overall effect Z=1.12 (P = 0.26)

4.4.9 Sertraline vs venlafaxine

Chen 2001 32 45 32 44 21.4%
Shelton 2006 51 82 41 78 38.9%
Sir 2005 32 79 41 84 397%
Subtotal (95% CI) 206 206 100.0%
Total events 115

114
Heterogeneity: Tau®= 0.04, Chi*= 2.67, df= 2 (P = 0.26); F= 25%
Test for overall effect Z=0.01 (P = 0.99)

Figure 15.

1.32[0.75,2.31]
0.91[0.51,1.62]
1.10[0.74, 1.64]

1.63[0.23,11.46]
0.58(0.28,1.14]
0.94 [0.55, 1.60]
1.49 [0.62, 3.61]
0.90 [0.61, 1.35]

1.01 [0.66, 1.55]
1.41[0.83, 2.41]
1.15[0.82, 1.60]

0.92(0.32, 2.62]
064 [0.35,1.19]
0.71[0.42, 1.20]

1.07 [0.52, 2.21]
1.07[0.52,2.21]

255 [0.80, 8.11]
2.55[0.80, 8.11]

1.04[0.59,1.85]
1.04 [0.59, 1.85]

1.58([0.77,3.24]
1.13[0.59, 2.16]
1.32[0.81,2.13]

0.92(0.37,2.33]
1.48[0.79, 2.79]
0.71[0.38,1.33]
1.00 [0.63, 1.60]

——

pa ——

L L L \ \ |
0102 05 2 5§ 10
Favours serraline Favours newer ADs

Page 235

Forest plot of comparison: 4 Failure to remission at endpoint (6 - 12 weeks), outcome: 4.4

Sertraline versus newer ADs.
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Sertraline newer ADs Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean  SD Total Mean SD Total Weight IV, 95% CI v, 95% CI
7.4.1 Sertraline vs bupropion
Coleman 1999 -195 146 109 -21 152 118 324% 0.10 [-0.16, 0.36] .
Croft 1999 -185 129 116 -17.7 1289 116 33.2% -0.06 [-0.32, 0.20] L
Kavoussi 1997 -18.7 1214 122 -193 1309 119 345% 0.05[0.21,0.30] o
Subtotal (95% CI) 347 353 100.0% 0.03 [-0.12, 0.18]

Heterogeneity: Tau®= 0.00; Chi*=0.79, df= 2 (P = 0.68); F= 0%
Testfor overall effect Z=0.37 (P=0.71)

7.4.2 Sertraline vs hypericum

Brenner 2000 125 5.6 15 127 6.7 13 7.5% -0.03[-0.77,0.71] S
Davidson 2002 -1053 709 109 -868 722 113 374% -0.26 [-0.52, 0.01] L
Gastpar 2005 8.1 56 98 8.3 55 102 353% -0.04 [-0.31,0.24] L
Yan Gurp 2002 1.4 8.4 43 9.4 8.3 44 19.8% 0.25[-0.17, 0.67] o
Subtotal (95% CI) 265 272 100.0% -0.06 [-0.28, 0.15]

Heterogeneity: Tau*=0.01; Chi*=4.19, df=3 (P=0.24); F= 28%
Test for overall effect Z= 0.57 (P = 0.57)

7.4.3 Sertraline vs mirtazapine

Behnke 2003 -147 762 168 -153 762 171 584% 0.08[0.13,0.29] | |
Thase 2000 105 7.2 124 87 76 119 416% 0.24 [-0.01, 0.49] o
Subtotal (95% CI) 292 290 100.0% 0.15[-0.02, 0.31]
Heterogeneity: Tau®= 0.00; Chi*=0.95, df=1 (P=0.33); F=0%
Testfor overall effect Z=1.77 (P=0.08)
7.4.4 Sertraline vs moclobemide
Orsel Donbak 1995 86 7.7 28 1052 9.4 27 242% -0.22 [-0.75, 0.31] -
Sogaard 1999 145 1149 89 161 113 83 75.8% -0.14 [-0.44,0.16] N
Subtotal (95% CI) 117 110 100.0% -0.16 [-0.42, 0.10] 4
Heterogeneity: Tau®= 0.00; Chi*=0.07, df=1 (P=0.79), F=0%
Testfor overall effect Z=1.18 (P=0.24)
7.4.5 Sertraline vs nefazodone
Feiger 1996 11.7 759 72 117 759 71 100.0% 0.00[0.33,0.33]
Subtotal (95% CI) 72 71 100.0% 0.00 [-0.33, 0.33]
Heterogeneity: Not applicable
Test for overall effect: Z=0.00 (P =1.00)
7.4.6 Sertraline vs reboxetine
Eker 2005 7.76 289 21 655 5823 20 100.0% 0.28 [-0.33, 0.90]
Subtotal (95% CI) 21 20 100.0% 0.28 [-0.33, 0.90] 4
Heterogeneity: Not applicable
Testfor overall effect Z=0.90 (P = 0.37)
7.4.7 Sertraline vs tianeptine
Szadoczky 2002 158 107 109 148 9.4 103 100.0% 010 [0.17,0.37) !
Subtotal (95% CI) 109 103 100.0% 0.10[-0.17, 0.37]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.72 (P=0.47)
7.4.8 Sertraline vs trazodone
Munizza 2006 95 6.29 59 86 7.32 62 39.9% 0.13 [0.23, 0.49] i
Tsutsui 1997 13 9.2 90 127 9 92 601% 0.03 [-0.26, 0.32] | |
Subtotal (95% CI) 149 154 100.0% 0.07 [-0.15, 0.30]
Heterogeneity: Tau*=0.00; Chi*=0.17,df=1 (P=0.68); F=0%
Test for overall effect Z=0.63 (P=0.53)
7.4.9 Sertraline vs venlafaxine
Chen 2001 7 ] 45 B 5 43 23.9% 0.20 [0.22, 0.62] ol
Oslin 2003 122 5.1 25 157 6.2 27 18.5% -0.60 [-1.16,-0.05] -
Shelton 2006 108 6.4 82 97 6.4 76 28.8% 017 [-0.14,0.48] o
Sir 2005 -159 6.04 79 -143 6.04 79  28.8% -0.26 [-0.58, 0.05] -
Subtotal (95% CI) 231 225 100.0% -0.09 [-0.42, 0.24] 4
Heterogeneity, Tau®= 0.07; Chi*= 8.85, df= 3 (P = 0.03); F= 66%
Testfor overall effect Z=0.54 (P =0.59)
L n s .
0 5 0 5 10
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Figure 16.
Forest plot of comparison: 7 Standardised mean difference at endpoint (6 - 12 weeks),

outcome: 7.4 Sertraline versus newer ADs.
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Sertraline
Study or Subgroup _ Events Total Events

10.3.1 Sertraline vs bupropion

Coleman 1999 43
Croft 1999 39
Kavoussi 1997 43
Subtotal (95% CI)

Total events 125

18
119
126
363

newer ADs

27
36
35

a8

Total

122
120
122
364

Odds Ratio

Weight M-H, Random, 95% CI

31.5%
338%
348%
100.0%

Heterogeneity: Tau®= 0.01; Chi*= 2.22, df= 2 (P = 0.33); F=10%
Testfor overall effect: Z=2.06 (P =0.04)

10.3.2 Sertraline vs hypericum

Brenner 2000 3
Davidson 2002 32
Gastpar 2005 19
Wan Gurp 2002 17
Subtotal (95% CI)

Total events 7

15
m
18

45
289

7
3
17
16

15
13
123

45
296

57%
441%
29.8%
204%

100.0%

kil
Heterogeneity: Tau®= 0.00; Chi*= 2.62, df=3 (P = 0.45); F=0%
Testfor overall effect: Z= 016 (P=0.87)

10.3.3 Sertraline vs mirtazapine

Behnke 2003 3
Thase 2000 34
Subtotal (95% CI)

Total events 65

Heterogeneity: Tau®= 0.00; Chi*=0.15, df=

170
124
294

41
47

Test for overall effect: Z=1.99 (P = 0.05)

10.3.4 Sertraline vs moclobemide

Orsel Donbak 1995 14
Sogaard 1999 17
Subtotal (95% CI)

Total events 3

Heterogeneity: Tau?= 0.00; Chi*=

33
100
133

12
13

25

Test for overall effect: Z= 0.61 (P = 0.54)

10.3.5 Sertraline vs nefazodone

Feiger 1996 30
Subtotal (95% CI)
Total events 30

Heterogeneity: Not applicable

a2
82

26

26

Testfor overall effect: Z=0.43 (P = 0.67)

10.3.6 Sertraline vs reboxetine

Eker 2005 3
Subtotal (95% Cl)
Total events 3

Heterogeneity: Not applicable

24
24

5

Test for overall effect: Z=0.70 (P = 0.48)

10.3.7 Sertraline vs tianeptine

Szadoczky 2002 14
Subtotal (95% CI)
Total events 14

Heterogeneity: Not applicable

109
109

12

Testfor overall effect: Z=0.26 (P=0.79)

10.3.8 Sertraline vs trazodone

Munizza 2006 8
Tsutsui 1997 49
Subtotal (95% CI)

Total events 57

Heterogeneity: Tau®= 0.00; Chi*=
.08 (P=0.28)

Testfor overall effect: Z=

10.3.9 Sertraline vs venlafaxine

Chen 2001 0
Mehtonen 2000 12
Oslin 2003 5
Shelton 2006 19
Sir 2005 13
Subtotal (95% Cl)

Total events 49

60
12
172

45
72
25
82
79
303

4

1
16
17
25

70

176
126
302

29
a7
126

78
78

25
25

103
103

62
106
168

44
75
27
78
a4
308

51.1%
48.9%
100.0%

a8
1{(P=070),F=0%

37.5%
62.5%
100.0%

13,df=1(P=072),F=0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

17.4%
826%
100.0%

46
0.28,df=1({P=059), F=0%

5.6%
248%
18.9%
24.9%
25.8%

100.0%

Heterogeneity: Tau®= 0.56; Chi*= 1261, df= 4 (P = 0.01), F= 68%
Testfor overall effect: Z=1.28 (P=0.20)

Figure 17.
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Odds Ratio
M-H, Random, 95% CI
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Forest plot of comparison: 10 Failure to complete (any cause), outcome: 10.4 Sertraline

versus newer ADs.
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