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Objective: Management of depression in elderly patients presents a significant medi-
cal challenge, and there is a need for further clinical trials. The authors examined the
efficacy and tolerability of escitalopram and fluoxetine versus placebo in the treat-
ment of elderly patients with major depressive disorder (MDD). Methods: This was
an 8-week, randomized, double-blind comparison of the efficacy and tolerability of
escitalopram (10 mg/day) and fluoxetine (20 mg/day), to placebo in elderly patients
with MDD. The prospectively defined primary efficacy parameter was the change from
baseline in mean Montgomery-Åsberg Depression Rating Scale (MADRS) total score
at endpoint, using last observation carried forward. Results: The intent-to-treat set
comprised 517 patients; the escitalopram group included 173 patients; fluoxetine, 164
patients; and placebo, 180 patients. Mean age was 75 years, with a range of 65 to 93.
Formally, this was a “failed study” (i.e., neither active treatment was superior to pla-
cebo), and the efficacy results should, therefore, be interpreted with caution. On the
basis of the primary efficacy parameter, fluoxetine showed significantly lower efficacy
than both escitalopram and placebo, which were not significantly different from each
other. Rates of withdrawal because of adverse events/lack of efficacy were: placebo
(2.8%/4.4%, respectively), escitalopram (9.8%/1.7%, respectively), and fluoxetine
(12.2%/1.8%, respectively). No single adverse event occurred at an incidence �10%
in escitalopram-treated patients. Conclusions: Both escitalopram and fluoxetine were
well tolerated by elderly patients with MDD. Neither demonstrated superior efficacy
on primary endpoint versus placebo. (Am J Geriatr Psychiatry 2005; 13:884–891)
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Depression in elderly persons is widespread and
is a serious public health concern.1 The preva-

lence of clinically significant depression in elderly
patients is as high as 14%.2 Several studies have dem-
onstrated that depression is not only underdiag-
nosed, particularly among geriatric patients, but also

undertreated.3 Not only are older people more likely
than younger people to suffer from physical illnesses
and disabilities, but they often also suffer, as a con-
sequence or simultaneously, from anxiety and de-
pression, which increases the medical and social costs
of their care.4
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FIGURE 1. Patient Disposition for the Study
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In a recent study in the United States, only 35.7%
of elderly patients diagnosed as suffering from de-
pression were treated.5 There are difficulties in diag-
nosing depression in late life, and it is not uncommon
to encounter depressive episodes that do not fulfil
DSM criteria for a major depressive episode. Other
psychiatric disorders are sometimes present and can
mask the underlying depression: anxiety symptoms,
somatic complaints, sleep disorders, and varying de-
grees of cognitive impairment. These symptoms may
lead the primary-care physician to prescribe hypnot-
ics and sedatives, mostly benzodiazepines, further
complicating the clinical presentation.

The effective treatment of depression in elderly pa-
tients has an immense impact, not only on symptoms
of depression, as might be expected, but also on well-
being and physical symptoms, and that treatment can
also significantly reduce rates of suicide, more than
in any other age-group.6 Clinical trials in elderly pa-
tients are often more difficult to conduct because of
high comorbidity, high adverse-event and with-
drawal rates, and fears of non-compliance. Also,
there have been ethical concerns in conducting re-
search in what may be regarded as a particularly vul-
nerable group.7

Escitalopram is the most selective of the selective
serotonin reuptake inhibitors (SSRIs).8 It is well tol-
erated, as shown in clinical studies in adult patient
populations.9–11 Escitalopram has pharmacokinetic as
well as pharmacodynamic features that make it at-
tractive for the treatment of elderly patients: it is me-
tabolized by three CYP450 isozymes in parallel;12 it
is neither an inducer nor an important inhibitor of
CYP450; it has low protein-binding, and therefore
presents a low risk of clinically relevant pharmaco-
kinetic drug–drug interactions.

The aim of this study was to compare the efficacy
and tolerability of escitalopram in a fixed dose of 10
mg with that of placebo in elderly patients with major
depressive disorder (MDD), in both general practice
and psychiatric-specialist settings, using fluoxetine at
a fixed dose of 20 mg as a reference drug.

METHODS

Study Design

This was a randomized, double-blind, parallel-
group, placebo-controlled, fixed-dose study con-

ducted in 11 countries, in both general practice and
specialist settings. Fluoxetine was used as the refer-
ence antidepressant.

After screening and a 1-week, single-blind, placebo
period, patients were randomized to 8 weeks of
double-blind treatment with escitalopram (10mg),
fluoxetine (20mg), or placebo (see Figure 1). The pa-
tients were included if they were 65 years of age or
over and fulfilled DSM-IV criteria for MDD. They
were required to have a Montgomery-Åsberg De-
pression Rating Scale (MADRS) total score of �22
and �40 at both the screening and baseline visit and
a minimum score of 22 on the Mini-Mental State
Exam (MMSE) at the screening visit. The latter crite-
rion was to ensure good patient compliance and re-
liable assessment of tolerability and efficacy.

The following exclusion criteria were applied: sub-
jects met DSM-IV criteria for mania or any bipolar
disorder, schizophrenia, or any psychotic disorder,
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obsessive-compulsive disorder, eating disorders, or
mental retardation or any pervasive developmental
or cognitive disorder; had an MADRS score �5 on
Item 10 (suicidal thoughts); were receiving treatment
with antipsychotics, antidepressants, hypnotics, anx-
iolytics (except oxazepam [maximum 30 mg/day],
temazepam [maximum 10 mg/day], zopiclone [max-
imum 3.75 mg/day], or zolpidem [maximum 5 mg/
day]), antiepileptics, barbiturates, chloral hydrate,
antiparkinsonian drugs, diuretics, 5-HT receptor ago-
nists; ongoing prophylactic treatment with lithium,
sodium valproate, or carbamazepine; were receiving
electroconvulsive treatment; were receiving treat-
ment with behavior therapy or psychotherapy; had
received treatment with any investigational drug
within 30 days before entry; had a history of schizo-
phrenia, psychotic disorder, or drug abuse (as defined
by DSM-IV); had a history of severe drug allergy or
hypersensitivity (including to citalopram); or had a
lack of response to more than one antidepressant
treatment (including citalopram) during the present
depressive episode.

Efficacy Parameters

The efficacy parameters were assessed at all visits
during the double-blind period. The prospectively-
defined primary efficacy analysis was based on the
change from baseline in MADRS total score at final
assessment, using the last observation carried for-
ward (LOCF). Prospectively-defined secondary effi-
cacy parameters were change from baseline to each
visit on the Clinical Global Impression of Severity
(CGI–S) score; response, at last assessment, defined
as at least a 50% reduction on the MADRS total score
from baseline; and remission, defined as a MADRS
total score �12.

Tolerability

Safety and tolerability were evaluated on the basis
of spontaneously reported adverse events (AEs),
clinical laboratory tests, ECGs, and physical exami-
nations (including vital signs and weight). All ECGs
were resting 12-lead, and ECG parameters (PR, RR,
and QTcB [Bazzet’s correction]) were retrospectively
measured from printouts by a cardiologist who was
blinded to the randomization code. Pulse rate and
systolic and diastolic blood pressures were measured
after the patient had rested for 5 minutes while in a

supine position, and again after 1 minute in a stand-
ing position.

Statistical Methods

The efficacy data for the modified intent-to-treat
population (ITT), which included all randomized pa-
tients who took at least one dose of double-blind
study medication and who had at least one post-base-
line assessment of the MADRS total score, were an-
alyzed by the LOCF approach. Analyses of efficacy
parameters (MADRS and CGI–S) were based on
analysis of covariance (ANCOVA), with factors for
treatment group and center, and with baseline score
as a covariate. Safety analyses were performed on all
patients treated.

RESULTS

The patient demographics were similar across the
three groups (Table 1). There was an approximately
3-to-1 ratio of women to men. Mean age was 75 years
(standard deviation [SD]: 7 years). Mean baseline
MADRS total score was 28.6 (SD: 4.2), indicating a
population with moderate-to-severe depression.
There were no significant imbalances noted between
the various treatment groups regarding age, gender,
race, or severity of depression.

A total of 518 patients were randomized to the
three treatment groups (Figure 1). The overall com-
pletion rate for the study was 82.4%. One patient as-
signed to treatment with escitalopram withdrew be-
fore taking study medication, and three patients took
medication, but were withdrawn without a valid ef-
ficacy assessment. The ITT population thus com-
prised 514 patients.

Efficacy

The primary efficacy endpoint was the adjusted
mean change from baseline in MADRS total scores by
visit (observed cases) and at last assessment (LOCF)
for the ITT population (Figure 2). The primary analy-
sis did not detect a statistically significant difference
between escitalopram and placebo. Placebo treatment
was statistically significantly superior to fluoxetine,
at Weeks 1, 2, and 3, as well as at Week 8 (LOCF;
p �0.01). There was a statistically significant treat-
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FIGURE 2. Adjusted Mean Change From Baseline in MADRS
Total Scores by Visit (Observed Cases) and at Last
Assessment (LOCF) for the Intent-to-Treat
Population
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Note: MADRS: Montgomery-Åsberg Depression Rating Scale;
LOCF: last observation carried forward.

*p �0.05; **p �0.01; ***p �0.001 for active treatment
(escitalopram or fluoxetine) versus placebo; ##p �0.01 escitalopram
versus fluoxetine.

TABLE 1. Disposition, Demographics, and Mean Baseline Scores

Placebo Escitalopram Fluoxetine

Disposition
Patients randomized: N 180 174 164
Patients treated (APTS): N 180 173 164
Patients withdrawn: N (%) 20 (11%) 29 (17%) 42 (26%)*
Patients completed: N (%) 160 (89%) 144 (83%) 122 (74%)
Intent-to-treat (ITT): N 180 170 164

Demographics
Female patients: N (%) 137 (76%) 130 (75%) 126 (77%)
Male patients: N (%) 43 (24%) 44 (25%) 38 (23%)
Mean age (SD), years 75 (7) 75 (7) 75 (7)
Range, years 65–93 65–93 65–92
Mean weight (SD), kg 69 (14) 68 (13) 68 (13)

Caucasian: N (%) 180 (100%) 172 (99%) 164 (100%)
Baseline scores

Mean MADRS Total score (SD) 28.6 (4.2) 28.2 (3.8) 28.5 (3.8)
Mean CGI–S Total score (SD) 4.3 (0.7) 4.3 (0.7) 4.3 (0.7)

Note: SD: standard deviation; MADRS: Montgomery-Åsberg Depression Rating Scale; CGI–S: Clinical Global Impression of Severity; APTS: All
Patients Treated Set.

*p �0.05 versus placebo.

ment � center interaction (p �0.05), indicating that
the response by treatment differed between centers.

Response on the MADRS scale was defined as a
�50% decrease from baseline in the MADRS total

score. At last assessment (LOCF), 46% of the patients
in the escitalopram group had responded to treat-
ment, as compared with 47% in the placebo group
(NS) and 37% in the fluoxetine group (NS).

Remission was defined as a MADRS total score
�12. At last assessment (LOCF), 40% of the patients
in the escitalopram group had achieved remission,
compared with 42% in the placebo group and 30% in
the fluoxetine group. There was no significant differ-
ence between the placebo group and the escitalopram
group, whereas there were significantly fewer remit-
ters in the fluoxetine group versus placebo (p �0.05).

For the adjusted change in mean CGI–S scores from
baseline for each treatment group, there was a statis-
tically significant difference between placebo (mean
score 2.70) and fluoxetine (mean score 3.02) at last
assessment (LOCF), in favor of placebo (p �0.05), and
no significant difference between placebo and esci-
talopram (mean score 2.64; NS).

Tolerability

Both escitalopram and fluoxetine were safe and
well-tolerated. Withdrawals were significantly higher
in the fluoxetine group (25.6% patients withdrawn)
than in both the escitalopram (16.8% patients with-
drawn; p �0.05) and the placebo group (11.1% pa-
tients withdrawn; p �0.001). There was no significant
difference between withdrawal rates in the escitalo-
pram group and the placebo group. The frequency of
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TABLE 2. Treatment-Emergent Adverse Events (TEAEs) With
an Incidence of �2% in One of the Active
Treatment Groups, N (%)

Preferred Term Placebo Escitalopram Fluoxetine

Patients with TEAEs 96 (53.3%) 88 (50.9%) 93 (56.7%)
Nausea 3 (1.7%) 12 (6.9%)* 12 (7.3%)*
Abdominal pain 7 (3.9%) 11 (6.4%) 10 (6.1%)
Headache 15 (8.3%) 9 (5.2%) 7 (4.3%)
Hypertension 11 (6.1%) 4 (2.3%) 4 (2.4%)
Diarrhea 9 (5.0%) 3 (1.7%) 8 (4.9%)
Back pain 7 (3.9%) 8 (4.6%) 4 (2.4%)
Anxiety 5 (2.8%) 5 (2.9%) 6 (3.7%)
Dizziness 1 (0.6%) 5 (2.9%) 6 (3.7%)
Dyspepsia 8 (4.4%) 4 (2.3%) 7 (4.3%)
Hypertension 11 (6.1%) 4 (2.3%) 4 (2.4%)
Insomnia 4 (2.2%) 4 (2.3%) 3 (1.8%)
Somnolence 1 (0.6%) 4 (2.3%) 0 (0%)
Accidental injury 4 (2.2%) 3 (1.7%) 7 (4.3%)
Vertigo 3 (1.7%) 3 (1.7%) 7 (4.3%)
Anorexia 2 (1.1%) 2 (1.2%) 4 (2.4%)
Constipation 8 (4.4%) 2 (1.2%) 7 (4.3%)
Depression aggravated 1 (0.6%) 2 (1.2%) 4 (2.4%)
Dry mouth 1 (0.6%) 1 (0.6%) 4 (2.4%)
Orthostatic hypotension 1 (0.6%) 2 (1.2%) 1 (0.6%)

Note: *p �0.01.

patients who withdrew because of adverse events
was significantly higher in both the fluoxetine (12.2%)
and escitalopram (9.8%) groups, compared to the pla-
cebo group (2.8%; p �0.01 for escitalopram and
p�0.001 for fluoxetine; Figure 1). The majority of ad-
verse events were mild or moderate, and unrelated
to treatment. Approximately half of all patients had
at least one treatment-emergent adverse event
(TEAE), the incidence of which was similar in the
treatment groups.

Nausea was the only TEAE with an incidence �2%
that occurred significantly more frequently in both
the escitalopram and the fluoxetine groups than in
the placebo group (escitalopram versus placebo, p �
0.01; fluoxetine versus placebo, p �0.01). Only nau-
sea, headache, and abdominal pain had an incidence
�5% for elderly patients treated with escitalopram
(Table 2), and headache was reported with a higher
incidence in the placebo group. Dizziness, orthostatic
hypotension, accidental injury, insomnia, and som-
nolence during active treatment were at placebo lev-
els in this study. There was only one sexual adverse
event reported in this study, which was by one pa-
tient in the placebo-treatment group.

In total, 42 patients withdrew because of adverse
events: 5 in the placebo group, 17 in the escitalopram
group, and 20 in the fluoxetine group. The most fre-

quent adverse event contributing to withdrawal in
the escitalopram group was nausea (7 patients). The
majority of the adverse events that led to withdrawal
in the escitalopram group were considered to be
moderate and probably related to study product by
the investigator. In the fluoxetine group, nausea, ab-
dominal pain, and anxiety were the most frequent
adverse events leading to withdrawal, and the ma-
jority were judged to be moderate and probably or
possibly related to the study product by the investi-
gator.

Safety

There were no clinically relevant differences in
changes in mean clinical laboratory values, weight,
ECG values, and blood pressure and pulse rate
within or between the treatment groups. No patients
were withdrawn because of potentially clinically sig-
nificant clinical laboratory values, including glycemia
and hyponatremia.

Three patients died during the study period. One
patient died during the screening period from heart
failure, before initiation of active drug treatment. One
escitalopram-treated patient, a 77-year-old man, who
showed no signs of suicidality at study entry or dur-
ing the study but had twice attempted suicide in the
3 months before enrollment, committed suicide 1
week after completing treatment. A third patient, on
placebo treatment, was found dead during the treat-
ment period and had probably drowned.

DISCUSSION

In the current study, the primary analysis did not
detect a statistically significant difference between
escitalopram and placebo. Both response (�50%
improvement in MADRS scores) and remission
(MADRS �12) were not statistically significantly dif-
ferent for escitalopram versus fluoxetine or placebo,
although depressive symptoms improved during the
study. The placebo response rate of 47% is high com-
pared with placebo responses of 32%,13 36%,14 and
36%15 in other studies in elderly patients with MDD.
The increase in placebo response from 1981 to 2000
in adult patients with MDD found in 75 published
trials, has been previously noted.16 This may partly
explain the outcome of the study. Furthermore, the
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high withdrawal rate in the first weeks of the study
is a potential reason for lower response and remission
rates in the fluoxetine group. More patients in the
fluoxetine group withdrew their consent during the
trial, and, given their relatively high MADRS scores
at the time of withdrawal, lack of efficacy may have
been a secondary reason for withdrawal of consent.

In previous placebo-controlled trials in adults be-
tween age 18 and 65, 10 mg/day of escitalopram has
been shown to be an effective dose, comparable in
efficacy to citalopram 40 mg/day, with a rate of dis-
continuation due to adverse events not different from
placebo.9–11 When this study was planned, fluoxetine
was the only SSRI with proven efficacy in elderly pa-
tients.17

Open-label trials with SSRIs with elderly patients
have presented some encouraging results, even in a
trial where all patients were hospitalized in an inter-
nal-medicine unit for other ailments.18 In this trial,
response was particularly robust among those over
75 years of age. There is a relative paucity of placebo-
controlled trials of SSRIs in elderly depressed pa-
tients. One such study, with a flexible (50 mg–100 mg)
dose of sertraline, in patients over age 60, showed
that sertraline was superior to placebo, although the
absolute difference on the Hamilton Rating Scale for
Depression (Ham-D) was small.19 In another investi-
gation, physically ill geriatric patients with depres-
sion (N�82) were treated in a double-blind, placebo-
controlled study with fluoxetine, 20 mg, fixed dose,
for 8 weeks. In the primary analysis, no significant
difference was found between the active treatment
and placebo, although, numerically, fluoxetine-
treated patients fared better.14 It is possible that el-
derly patients may require a longer time to respond
to treatment, and a 12-week trial might allow a suf-
ficient time for clinical response in most of this patient
population.20

In a randomized 8-week trial in MDD comparing
citalopram with placebo in the treatment of 174 pa-
tients age 75 and older, medication was not more ef-
fective than placebo for treatment of depression.
There are, however, many aspects of the treatment
protocol in a placebo-controlled trial that may have
therapeutic effect, such as the frequency and duration
of visits, free medical evaluation, and free medica-
tion. Furthermore, those patients willing to enter a
placebo-controlled trial when there are many anti-
depressants available may be a non-representative

sample. It is clear that placebo-controlled trials in
late-life depression need to be done, but can they be
designed so that the results are more clinically rele-
vant?21 Finally, the results from 121 older patients in
a recurrence-prevention trial with citalopram versus
placebo showed that treatment with citalopram
conferred a clear and significant effect on time-to-
recurrence.22

Peripheral and central anticholinergic effects, such
as constipation, urinary retention, delirium, and cog-
nitive dysfunction; antihistaminergic effects, such as
sedation; and anti-adrenergic effects, such as postural
hypotension are particularly troublesome among
older persons. In addition to interfering with basic
activities, pronounced sedation and orthostatic hy-
potension pose a significant risk to them, since they
can lead to falls and fractures.17 Barak et al.23 con-
cluded that there is a higher incidence of bradycardia
in elderly patients, but fewer gastrointestinal side ef-
fects and less sweating, diarrhea, and headache. Nau-
sea was the only symptom reported significantly
more frequently among those treated with escitalo-
pram or fluoxetine, as compared with the placebo
group. When the present study was designed, it was
not considered necessary, for safety and tolerability
reasons, to titrate escitalopram or fluoxetine in el-
derly patients. Although initiating treatment in el-
derly patients with escitalopram 5 mg is recom-
mended, the withdrawal rate with escitalopram 10
mg was significantly lower than that for fluoxetine,
indicating that escitalopram may have been better-
tolerated. The suicide rate observed in the present
study (1:174) is consistent with that reported in other
clinical trials in depression in elderly patients, which
ranged from 1:320 (citalopram24) to 1:119 (fluoxe-
tine25).

The study has several limitations that may have
affected the results. Patients with comorbid psychi-
atric disorders were excluded, as were those with an
increased risk of suicide, so this patient population is
not entirely representative of elderly patients with
depression. Also, there was a significant center inter-
action that may have resulted from recruitment of
both in- and outpatients from both general-practice
and specialist centers. The treatment length of 8
weeks may have been too short to see a difference in
efficacy between placebo and escitalopram treatment.
In an analysis of patients responding to fluoxetine
treatment, it was suggested that partial responders at
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Week 8 could benefit from a further 2–4 weeks of
treatment.26 In an open-label study of elderly patients
in primary practice, the median time to response was
7 weeks, indicating that half of the patients benefited
from further treatment.27

An additional limitation is that the dosages of both
active drugs were relatively low. In other, non–
placebo-controlled studies in geriatric depression,
fluoxetine dosages up to 40 mg/day28 or 60 mg/day29

achieved high remission rates and were well-toler-
ated. On the other hand, the results of this study
indicate that lower starting doses and gentle up-
titration of active treatment during the first 1–2 weeks
might have reduced early patient withdrawal. Pa-
tients who were treatment-resistant (i.e., had failed to
respond to more than one antidepressant treatment)
were excluded from this study. Such patients have
been included in some studies,13,14,22 but excluded
from others.19,28–30

The lack of a placebo group in trials reporting the
efficacy of antidepressant treatment in open-label or
comparator trials has been criticized. An alternative
trial design that might be more suitable for elderly
patients suffering from major depression is a relapse-
prevention trial, in which patients who respond to
open-label treatment are randomized in a continua-
tion period to placebo or the active drug. This design
has shown efficacy for citalopram,22 but not sertra-
line.31 Other possible methodological solutions for
conducting future antidepressant trials in elderly pa-
tients might be to recruit more severely depressed in-
patients from specialist settings, with greater accep-
tance of some adverse events at the beginning of
treatment achieved through improved patient edu-
cation.

In summary, escitalopram did not demonstrate
greater efficacy than placebo on the primary efficacy
parameter. Both escitalopram and fluoxetine were
well tolerated and safe in this elderly population.

Some of the results in this manuscript were presented
as a poster at the 45th Annual Meeting of the Scandinavian

College of Neuro-Psychopharmacology, Juan-Les-Pins,
France, April 21–24, 2004.
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Steel, Francois Tihon, Frank van de Maele, Dirk van de
Looverbosch, Walter Greyson, Paul Leysen Christophe
Stroobants, Paul Francois, Jean-Baptiste Lafontaine;
Czech Republic: Roman Jirák, Irena Pisvejcová, Vanda
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Cristobal Gastó; Sweden: Bengt Eliasson, Carl-Peter An-
derberg; The United Kingdom: Howard Ball, David
Carruthers, Martyn Woodfield, Ian Fussell, John Cran,
Michael Black, Philip Dommett, Trevor Gooding, Bhavest
Bodalia, Andrew Smithers, Paul Ainsworth, Peter Harvey,
Rajiv Sharma, Sohail Butt, David Dutchman, Dayantha
S. Fernando, and Eithne Batt.

Dr. Kasper has received grant/research support from
Eli Lilly, Lundbeck, Bristol-Myers Squibb, GlaxoSmith-
Kline, Organon, and Servier; has served as a consultant or
on the advisory board for AstraZeneca, Bristol-Myers
Squibb, GlaxoSmithKline, Eli Lilly, Lundbeck, Pfizer, Or-
ganon, Janssen Pharmaceutica, and Novartis; and has
served on the speakers’ bureau for AstraZeneca, Eli Lilly,
Lundbeck, and Janssen Pharmaceutica. Hans de Swart and
Henning Friis Andersen are both full-time employees of H.
Lundbeck A/S.

References

1. Gildengers AG, Houck PR, Mulsant BH, et al: Course and rate of
antidepressant response in the very old. J Affect Disord 2002;
69:177–184

2. Sonnenberg CM, Beekman AT, Deeg DJ, et al: Drug treatment in
depressed elderly in the Dutch community. Int J Geriatr Psychi-
atry 2003; 18:99–104

3. Kehoe WA: Factors affecting the use and selection of antidepres-
sants in the elderly. Experimental Review of Neurotherapeutics
2002; 2:35–43

4. Mathews M, Mathews M, Mathews J: Recognition and treatment
of depression in the elderly. Primary Psychiatry 2004; 11:33–37

5. Van den Berg MD, Oldehinkel AJ, Bouhuys AL, et al: Depression



Kasper et al.

Am J Geriatr Psychiatry 13:10, October 2005 891

in later life: three etiologically different subgroups. J Affect Di-
sord 2001; 65:19–26

6. Hall WD, Mant A, Mitchell PB, et al: Association between anti-
depressant prescribing and suicide in Australia, 1991–2000:
trend analysis. BMJ 2003; 326:1008–1012

7. Crome P, Ford G: Drugs and the Older Population. London, UK,
Imperial College Press, 2000

8. Owens MJ, Knight DL, Nemeroff CB: Second-generation SSRIs:
human monoamine transporter binding profile of escitalopram
and R-fluoxetine. Biol Psychiatry 2001; 50:345–350

9. Burke WJ, Gergel I, Bose A: Fixed-dose trial of the single-isomer
SSRI escitalopram in depressed outpatients. J Clin Psychiatry
2002; 63:331–336

10. Wade A, Lemming MO, Hedegaard KB: Escitalopram 10 mg/day
is effective and well tolerated in a placebo-controlled study in
depression in primary care. Int Clin Psychopharmacol 2002;
17:95–102

11. Lepola UM, Loft H, Reines EH: Escitalopram (10–20 mg/day) is
effective and well tolerated in a placebo-controlled study in de-
pression in primary care. Int Clin Psychopharmacol 2003; 18:
211–217

12. von Moltke LL, Greenblatt DJ, Giancarlo GM, et al: Escitalopram
(S-citalopram) and its metabolites in vitro: cytochromes mediat-
ing biotransformation, inhibitory effects, and comparison to R-
citalopram. Drug Metab Dispos 2001; 29:1102–1109

13. Tollefson GD, Bosomworth JC, Heligenstein JH, et al: A double-
blind, placebo-controlled clinical trial of fluoxetine in geriatric
patients with major depression: The Fluoxetine Collaborative
Study Group. Int Psychogeriatr 1995; 7:89–104

14. Evans M, Hammond M, Wilson K, et al: Placebo-controlled treat-
ment trial of depression in elderly physically ill patients. Int J
Geriatr Psychiatry 1997; 12:817–824

15. Schatzberg AF, Cantillon M: Antidepressant early response and
remission of venlafaxine and fluoxetine in geriatric outpatients.
Eur Neuropsychopharmacol 2002; 10(suppl3):S225–S226

16. Walsh BT, Seidman SN, Sysko R, et al: Placebo response in studies
of major depression: variable, substantial, and growing. JAMA
2002; 287:1840–1847

17. Solai LK, Mulsant BH, Pollock BG: Selective serotonin reuptake
inhibitors for late-life depression: a comparative review. Drugs
Aging 2001; 18:355–368

18. Kurzthaler I, Hotter A, Miller C, et al: Risk profile of SSRIs in
elderly depressive patients with comorbid physical illness. Phar-
macopsychiatry 2001; 34:114–118

19. Schneider LS, Nelson JC, Clary CM, et al: An 8-week multicenter,
parallel-group, double-blind, placebo-controlled study of sertra-

line in elderly outpatients with major depression. Am J Psychiatry
2003; 160:1277–1285

20. Taylor WD, Doraiswamy PM: A systematic review of antidepres-
sant placebo-controlled trials for geriatric depression: limitations
of current data and directions for the future. Neuropsychophar-
macology 2004; 29:2285–2299

21. Roose SP, Sackeim HA, KRR Krishnaan, et al: Antidepressantphar-
macotherapy in the treatment of depression in the very old: a
randomized, placebo-controlled trial. Am J Psychiatry 2004;
161:2050–2059

22. Klysner R, Bent-Hansen J, Hansen HL, et al: Efficacy of citalopram
in the prevention of recurrent depression in elderly patients: pla-
cebo-controlled study of maintenance therapy. Br J Psychiatry
2002; 181:29–35

23. Barak Y, Swartz M, Levy D, et al: Age-related differences in the
side-effect profile of citalopram. Prog Neuropsychopharmacol
Biol Psychiatry 2003; 27:545–548

24. Bruce ML, Ten Have TR, Reynolds CF III, et al: Reducing suicidal
ideation and depressive symptoms in depressed older primary-
care patients: a randomized, controlled trial. JAMA 2004;
291:1081–1091

25. Cassano GB, Puca F, Scapicchio PL, et al: Italian Study Group on
Depression in Elderly Patients: Paroxetine and fluoxetine effects
on mood and cognitive functions in depressed nondemented el-
derly patients. J Clin Psychiatry 2002; 63:396–402

26. Quitkin FM, Petkova E, McGrath PJ, et al: When should a trial of
fluoxetine for major depression be declared failed? Am J Psychi-
atry 2003; 160:734–740

27. Thomas L, Mulsant BH, Solano FX, et al: Response speed and rate
of remission in primary and specialty care of elderly patients with
depression. Am J Geriatr Psychiatry 2002; 10:583–591

28. Newhouse PA, Krishnan KR, Doraiswamy PM, et al: A double-
blind comparison of sertraline and fluoxetine in depressed el-
derly outpatients. J Clin Psychiatry 2000; 61:559–568

29. Devanand DP, Nobler MS, Cheng J, et al: Randomized, double-
blind, placebo-controlled trial of fluoxetine treatment for elderly
patients with dysthymic disorder. Am J Geriatr Psychiatry 2005;
13:59–68

30. Cassano P, Soares CN, Cohen LS, et al: Sex- and age-related dif-
ferences in major depressive disorder with comorbid anxiety
treated with fluoxetine. Archives of Women’s Mental Health
2004; 7:167–171

31. Wilson KC, Mottram PG, Ashworth L, et al: Older community
residents with depression: long-term treatment with sertraline:
randomised, double-blind, placebo-controlled study. Br J Psychi-
atry 2003; 182:492–497


