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Abstract

OBJECTIVE: Late-life depression is an important public health issue, given the growing proportion of the elderly relative to the
general population in the developed world. The purpose of this study was to examine the efficacy of antidepressants for the treatment
of major depressive disorder (MDD) in elderly patients.

DATA SOURCES: PubMed/MEDLINE was searched for randomized, double-blind, placebo-controlled trials of antidepressants for
treatment of both adult (nonelderly) MDD (patients aged = 65 years) and late-life MDD (patients aged = 55 years). The search was
limited to articles published between January 1, 1980, and March 3, 2010 (inclusive). The year 1980 was used as a cutoffin our
search to decrease diagnostic variability, since the DSM-IIl was introduced in 1980. Our search cross-referenced the term placebo
with each of the following antidepressants: amitriptyline, nortriptyline, imipramine, desipramine, clomipramine, trimipramine,
protriptyline, dothiepin, doxepin, lofepramine, amoxapine, maprotiline, amineptine, nomifensine, bupropion, phenelzine,
tranylcypromine, isocarboxazid, moclobemide, brofaromine, fluoxetine, sertraline, paroxetine, citalopram, escitalopram, fluvoxamine,
zimelidine, tianeptine, trazodone, nefazodone, agomelatine, venlafaxine, desvenlafaxine, duloxetine, milnacipran, reboxetine,
mirtazapine, and mianserin. We also reviewed the reference lists of all studies identified through the PubMed/MEDLINE search.

STUDY SELECTION: Articles were selected that reported on randomized, double-blind, placebo-controlled trials of antidepressants
used as monotherapy for treatment of MDD and that met numerous a priori criteria pertaining to MDD diagnosis criteria, study
duration, study design, drug formulation, original data, age thresholds, primary and secondary outcome measures, and exclusions of
other disorders. Final inclusion of articles was determined by consensus between the authors. Seventy-four articles were found
eligible for inclusion in our analysis (15 late-life MDD trials and 59 adult MDD trials).

RESULTS: Antidepressants were found to be efficacious for late-life MDD (age 55 and older; P = .0001), although there was evidence
for heterogeneity across studies (Q22 = 67.302, P < .001). However, antidepressants were not found to be efficacious in the subset of
studies using age thresholds of 65 years or older (older late-life MDD) (P = .265). Finally, when we controlled for study design
characteristics, antidepressant but not placebo response rates were lower among late-life MDD patients than among adult MDD
patients.

CONCLUSIONS: The present meta-analysis suggests that antidepressants are efficacious in late-life MDD, but significant study
heterogeneity suggests that other factors may contribute to these findings. A secondary analysis raises the possibility that efficacy of
these agents may be reduced in trials involving patients aged 65 years or older. Why antidepressants may be less efficacious in
elderly versus younger subjects remains unclear.

® Copyright 2011 Physicians Postgraduate Press, Inc.
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Fluoxetine versus other types of pharmacotherapy for depression.
Magni LR, Purgato M, Gastaldon C, Papola D, Furukawa TA, Cipriani A, Barbui C.

Abstract

BACKGROUND: Depression is commeon in primary care and is associated with marked personal, social and economic morbidity, thus
creating significant demands on service providers. The antidepressant fluoxetine has been studied in many randomised controlled
trials (RCTs) in comparison with other conventional and unconventional antidepressants. However, these studies have produced
conflicting findings.Other systematic reviews have considered selective serotonin reuptake inhibitor (SSRIs) as a group which limits
the applicability of the indings for fluoxetine alone. Therefore, this review intends to provide specific and clinically useful information
regarding the effects of fluoxetine for depression compared with tricyclics (TCAs), SSRIs, serotonin-noradrenaline reuptake inhibitors
(SNRIs), monoaminegoxidase inhibitors (MACIs) and newer agents, and other conventional and unconventional agents.

OBJECTIVES: To assess the effects of fluoxetine in comparison with all other antidepressive agents for depression in adult
individuals with unipolar major depressive disorder.

SEARCH METHODS: We searched the Cochrane Collaboration Depression, Anxiety and Neurosis Review Group Controlled Trials
Register (CCDANCTR)to 11May 2012. This register includes relevant RCTs from the Cochrane Central Register of Controlled Trials
(CENTRAL) (all years),MEDLINE (1950 to date), EMBASE (1974 to date) and PsycINFO (1967 to date). No language restriction was
applied. Reference lists of relevant papers and previous systematic reviews were handsearched. The pharmaceutical company
marketing fluoxetine and experts in this field were contacted for supplemental data.

SELECTION CRITERIA: All RCTs comparing fluoxetine with any other AD (including non-conventional agents such as hypericum) for
patients with unipolar major depressive disorder (regardless of the diagnostic criteria used) were included. For trials that had a cross-
over design only results from the first randomisation period were considered.

DATA COLLECTION AND ANALY SIS: Data were independently extracted by two review authors using a standard form. Responders to
treatment were calculated on an intention-to-treat basis: dropouts were always included in this analysis. When data on dropouts were
carried forward and included in the efficacy evaluation, they were analysed according to the primary studies; when dropouts were
excluded from any assessment in the primary studies, they were considered as treatment failures. Scores from continuous outcomes
were analysed by including patients with a final assessment or with the last observation carried forward. Tolerability data were
analysed by calculating the proportion of patients who failed to complete the study due to any causes and due to side effects or
inefficacy. For dichotomous data, odds ratios (ORs) were calculated with 95% confidence intervals (Cl) using the random-effects
model. Continuous data were analysed using standardised mean differences (SMD) with 95% CI.

MAIN RESULTS: A total of 171 studies were included in the analysis (24,868 participants). The included studies were undertaken

Lolla

NCBI will be testing https on public web servers from 8:00 AM to 12:00 PM EDT (13:00-17:00 UTC) on Monday. September 26. You may experience problems with NCBI web

Full text links

(I Cochrane
io? Library
Save items =

* Add to Favorites -

Similar articles

Fluoxetine versus other types of
pharma [Cochrane Database Syst Rev. 2005]

Paroxetine versus other anti-
depress [Cochrane Database Syst Rev. 2014]

Pharmacological interventions for
somato [Cochrane Database Syst Rev. 2014]

Agomelatine versus other
antidep [Cochrane Database Syst Rev. 2013]

Antidepressants for the treatment of
depress [Cochrane Database Syst Rev. 2015]

See reviews...

See all...

Cited by 1 PubMed Central article =

Epigenetic mechanisms underlying
the role of brain-derived ne [J Exp Biol. 2015]

Related information -
Articles frequently viewed together

11:30
- ' A L )
Q v = O 3002016




N y
\/ \/

.1’/ IE pubmed — Angekc: Haw X X = dayoxcetuH v AeueHue . X X & Efficacy of antidepressar X >/ &2 Fluoxetine versus other 1 X \

C | ® www.ncbi.nlm.nih.gov/pubmed/24353997
g

DATA COLLECTION AND ANALY SIS: Data were independently extracted by two review authors using a standard form. Responders to
treatment were calculated on an intention-to-treat basis: dropouts were always included in this analysis. When data on dropouts were
carried forward and included in the efficacy evaluation, they were analysed according to the primary studies; when dropouts were
excluded from any assessment in the primary studies, they were considered as treatment failures. Scores from continuous outcomes
were analysed by including patients with a final assessment or with the last observation carried forward. Tolerability data were
analysed by calculating the proportion of patients who failed to complete the study due to any causes and due to side effects or
inefficacy. For dichotomous data, odds ratios (ORs) were calculated with 95% confidence intervals (Cl) using the random-effects
model. Continuocus data were analysed using standardised mean differences (SMD) with 95% CI.

MAIN RESULTS: A total of 171 studies were included in the analysis (24,868 participants). The included studies were undertaken
between 1984 and 2012. Studies had homogenous characteristics in terms of design, intervention and outcome measures. The
assessment of quality with the risk of bias tool revealed that the great majority of them failed to report methodological details, like the
method of random sequence generation, the allocation concealment and blinding. Moreover, most of the included studies were
sponsored by drug companies, so the potential for overestimation of treatment effect due to sponsorship bias should be considered
in interpreting the results. Fluoxetine was as effective as the TCAs when considered as a group both on a dichotomous outcome
(reduction of at least 50% on the Hamilton Depression Scale) (OR 0.97, 95% CI 0.77 to 1.22, 24 RCTs, 2124 participants) and a
continuous outcome (mean scores at the end of the trial or change score on depression measures) (SMD 0.03, 95% CI1 -0.07 to 0.14,
50 RCTs, 3393 participants). On a dichotomousoutcome, fluoxetine was less effective than dothiepin or dosulepin (OR 2.13, 95% CI
1.08 to 4.20; number needed to treat (NNT) =6, 95% CI 3 to 50, 2 RCTs, 144 participants), sertraline (OR 1.37, 95% Cl 1.08 to 1.74;
NNT = 13, 95% CI 7 to 58, 6 RCTs, 1188 participants), mirtazapine (OR 1.46, 95% Cl 1.04 to 2.04; NNT = 12, 95% CI 6 to 134, 4 RCTs,
600 participants) and venlafaxine(OR 1.29, 95% Cl 1.10to 1.51; NNT =11, 95% CI 8 to 16, 12 RCTs, 3387 participants). On a
continuous outcome, fluoxetine was more effective than ABT-200 (SMD -1.85, 95% Cl -2.25t0 -1.45, 1 RCT, 141 participants) and
milnacipran (SMD -0.36, 95% CI-0.63 to -0.08, 2 RCTs, 213 participants); conversely, it was less effective than venlafaxine (SMD 0.10,
95% Cl 0 to 0.19, 13 RCTs, 3097 participants). Fluoxetine was better tolerated than TCAs considered as a group (total dropout OR
0.79, 95% Cl 0.65 to 0.96;NNT = 20, 95% Cl 13 t0 48, 49 RCTs, 4194 participants) and was better tolerated in comparison with
individual ADs, in particular amitriptyline (total dropout CR 0.62, 95% CIl 0.46 to 0.85; NNT = 13, 95% CI 8 to 39, 18 RCTs, 1089
participants), and among the newer ADs ABT-200 (total dropout CR0.18,95% CI0.081t0 0.39; NNT =3, 95% Cl2t0o 5, 1 RCT, 144
participants), pramipexole(total dropout OR0.12, 95% Cl 0.03 t0 0.42, NNT = 3, 95% Cl 2 to 5, 1 RCT, 105 participants), and
reboxetine (total dropout OR0.60, 95% Cl 0.44 to 0.82, NNT =9, 95% CI 6 to 24, 4 RCTs, 764 participants).

AUTHORS' CONCLUSIONS: The present study detected differences in terms of efficacy and tolerability between fluoxetine and
certain ADs, but the clinical meaning of these differences is uncertain.Moreover, the assessment of quality with the risk of bias tool
showed that the great majority of included studies failed to report details on methodological procedures. Of consequence, no
definitive implications can be drawn from the studies’ results. The better efficacy profile of sertraline and venlafaxine (and possibly
other ADs) over fluoxetine may be clinically meaningful,as already suggested by other systematic reviews. In addition to efficacy
data, treatment decisions should also be based on considerations of drug toxicity, patient acceptability and cost.
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I. BBO/JHASN YACTb:
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nenpeccHH 0e3 NCUXOTHYECKUX CHMIITOMOB.

F32.0 JlenpeccuBHbI 3MH30/1 IETKOM CTENEHH.

F32.1 JlenpeccuBHbIil 3MH30/ CPEAHEH CTENEHH.

F32.2 JlenpeccHBHBIN 3MH30] TSAXKEI0MH cTENeHH 0€3 NCUXOTHYECKHUX CHMIITOMOB.
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BO3pacTe (XJIOPNPOTHKCEH, THOPHJa31H )

14.2.1 MeankaMeHTO3HOEe JIeYeHHE, OKAa3bIBaeMoOe HAa aMOY/IaTOpHOM ypoBHe[4-

7.9,12-18]:

Tabnuua 2 — OCHOBHBIE MEIUKAMEHTHI:

PCKOMCH}IyCTCﬂ MOHOTEPAIHs:

OJHO M3 HHIKCTIEPCHHCJICHHBIX MPErnapaTos.

MHH

TepanesTuyeckuii
Auana3oH

Kypc neuyenus

Jlynokcerun (Y- A)

60 Mr\CyTKH BHYTPb

Aromenarul (Y- A)

25-50Mr\cyTKH BHYTPb

Bennadaxcun (Y- A)

37,5-150 mr\cyTkn
BHYTPb

Amutpuntuaud (Y- A)

75-150Mr\CyTKH BHYTpPb

Ceprpanun (Y- A)

50-100Mr\CcyTkH BHYTpPb

®aysokcamuH (Y- A)

50-100 mr\cyTku
BHYTPb

Muprazanus (Y- A)

15-30 Mr\cyTku BHYTpb

®nyokceruH (Y - A)

20-60 mr\cyTku BHYTPb

Tonupamar (Y1 - B)
=

50-150 mr\cyTku

He meHnee 3-6 mecsies ¢
MOMEHTa UCHE3HOBEHUS
NPOSIBJICHUH JENpPecCUH
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