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Reboxetine, a Unique Selective NRI,
Prevents Relapse and Recurrence in
Long-Term Treatment of Major Depressive Disorder

Marcio Versiani, M.D.; Lembit Mehilane, M.D.; Peter Gaszner, M.D.;
and René Arnaud-Castiglioni, M.D.

Background: The long-term efficacy and toler-
ability of the antidepressant reboxetine, a unique
sel ective norepinephrine reuptake inhibitor (selective
NRI), were assessed in an international study.

Method: Two hundred eighty-three patients with
recurrent DSM-I11-R major depression who re-
sponded to 6 weeks of reboxetine treatment (= 50%
decrease in Hamilton Rating Scale for Depression
[HAM-D] total score) were randomly assigned to
receive reboxetine or placebo for 46 weeksin a
double-blind phase. Relapse (= 50% increase in
HAM-D total score and/or aHAM-D total score
= 18) rate was the principal assessment criterion
and included patients who experienced relapse or
recurrence. Only patients who remained rel apse-free
at the end of the first 6-month treatment period were
included in the relapse rate assessment at the end of
the second 6-month treatment period.

Results: Reboxetine was associated with a mark-
edly lower relapse rate than placebo (22% vs. 56%;
p <.001) and a greater cumulative probability of a
maintained response (p = .0001) during long-term
treatment. Patientsin remission (HAM-D total
score < 10) at the time of random assignment were
less likely to relapse (16% reboxetine, 48% placebo;
p <.001). The proportion of patients who were re-
lapse-free and therefore remained in the study was
significantly (p = .001) higher among those on re-
boxetine treatment than on placebo at the end of the
first (61% vs. 40%) and second (88% vs. 59%)

6 months of treatment. Additional efficacy measures
supported these findings. The incidence of adverse
events with reboxetine was low and comparable with
that for placebo. Discontinuation due to adverse
events occurred infrequently.

Conclusion: Reboxetine treatment over 1 year is
more effective than placebo in the prevention of re-
lapse in patients with recurrent depression. The low
relapse rates at the end of the second 6 months of
treatment further suggest that reboxetine effectively
prevents recurrence of depressive symptoms follow-
ing episode resolution. Reboxetine is well tolerated
in long-term treatment of depression, a finding that
bodes well for long-term patient compliance.
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L ifetime prevalence rates for major depression may

be as high as 17%." The reemergence of depression
after recovery from an episode appears to contribute sig-
nificantly to the burden of depressive disorders, with as
many as 75% to 80% of depressed patients experiencing a
recurrence of depression at some point in their life. In a
review of studies on the course of depressiveillness, Judd
stated: “Among practicing psychiatrists, the most recent
and important paradigm shift is the acceptance of unipolar
major depressive disorder as primarily a chronic rather
than an acuteillness.”®

Between episodes, patients may experience reduced
quality of life owing to residual symptoms.”> Depressive
episodes and the intervening periods of partial remission
may, therefore, have a substantial impact on caregivers
and society in general, as well as on the individual. Anti-
depressant treatment for recurrent depression is intended
to lower the probability and/or duration of future episodes
and to confer pharmacoeconomic benefits in improved
quality of life and reduced direct medical costs.*

A key question in the treatment of major depressivedis-
order is how long to continue pharmacotherapy. On aver-
age, adepressive episode can be expected to last for around
20 weeks,>" and while antidepressants may suppress the
symptoms of depression, they may not immediately cor-
rect the underlying disorder, so that there may be a gap of
several weeks or months between symptom control and
episode resolution.® Early discontinuation of an antidepres-
sant islikely to result in relapse for about 50% of cases.**°
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Kupfer™ summarized the potential course and treat-
ment phases of depressive illness. Treatment can be con-
sidered in 3 phases: an acute phase of treatment to control
disabling symptoms; a continuation phase, which may
last for up to 6 months, to prevent relapse of an episode;
and maintenance therapy established to stop recurrence or
the incidence of new episodes. During the acute phase of
treatment, patients would be expected to respond to treat-
ment, i.e., experience a decrease in depressive symptoms,
the goal being symptomatic remission. The aim of the
second (continuation) phase of treatment, then, is to con-
solidate this response and prevent a relapse of the disor-
der, which is characterized by arapid worsening of symp-
toms. By the end of the continuation phase, patients who
have not relapsed can be considered to have recovered
from the index episode, and after this point, subsequent
worsening can be considered as a recurrence of depres-
sion, in other words, a new episode. The duration of the
third phase, maintenance therapy, is a matter for clinical
judgment and will be influenced by the patient’s history
of depression. Robinson et al.*? found that a depressive
episode can exceed 1 year, and they recommend continu-
ing therapy for at least that length of time to prevent re-
lapse. Maintenance therapy should also be considered to
reduce long-term morbidity and increased mortality asso-
ciated with major depressive disorder.®

Problems of relapse, often due to nhoncompliance and
poor tolerability, have been experienced with the use
of tricyclic antidepressants (TCAS) and monoamine oxi-
dase inhibitors, leading to increased health care service
costs.™ Selectively acting antidepressants provide better-
tolerated alternatives,® an important factor in continued
patient compliance with treatment. Reboxetine is a selec-
tive norepinephrine reuptake inhibitor (selective NRI).*®
Its efficacy has been demonstrated in placebo-controlled
studies in comparison with desipramine,*” fluoxetine, and
imipramine.’®

Reboxetine has negligible affinity for muscarinic or
adrenergic receptors,”® and no affinity for serotonin and
dopamine uptake sites® It is therefore expected to be
free of the classical adverse effects associated with non-
selective norepinephrine reuptake inhibitors (i.e., the
TCAS). The improved tolerability profile of reboxetine
compared with that of the TCA imipramine has aready
been demonstrated.”

Demonstration of acute antidepressant efficacy does
not imply efficacy for long-term treatment.”** Therefore,
it isessential to assess the efficacy of new antidepressants
in medium-term and long-term therapy, with long-term,
placebo-controlled studies being conducted over periods
of at least 1 year.*

Against this background, a placebo-controlled study
was conducted to assess the long-term efficacy and toler-
ability of continuation therapy with reboxetine, 8 mg/day,
in patients with a diagnosis of acute recurrence of major
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depressive disorder who had responded to an initial 6
weeks of treatment.

METHOD

Study Design

This was a randomized, placebo-controlled, double-
blind, parallel-group, multicenter study conducted at 8
centers in Europe and South America. Following a wash-
out period of up to 4 weeks, patients showing a response
(= 50% decrease from baseline on the 21-item Hamilton
Rating Scale for Depression [HAM-D]%) to 6 weeks of
open-label treatment with reboxetine, 8 mg/day, wereran-
domly alocated to continue reboxetine treatment (4 mg
twice daily) or to receive placebo for a further 46 weeks.
During the study, the dosage of reboxetine could be re-
duced to 4 mg/day if the higher dose was poorly tolerated.
Patients who experienced relapse (defined as an increase
in the HAM-D total score of 50% or more and/or a
HAM-D total score of = 18 points) during the long-term
phase were discontinued.

Patients

Patients aged 18 to 65 years with a diagnosis of acute
recurrence of DSM-111-R major depressive disorder® at-
tending outpatient clinics or having recently been hospi-
talized (within 2 weeks) were eligible for inclusion in this
study. Patients were required to have a total score on the
21-item HAM-D of =18 points. Following the initial
6-week treatment period, those patients responding to
treatment with reboxetine were eligible to participate in
the long-term phase of the study. Written informed con-
sent was obtained for al patients entering the study.

Patients with evidence of coexisting psychotic features
(DSM-111-R*) and those with evidence of chronic depres-
sion (based on 3 of the Composite Diagnostic Evaluation
of Depressive Disorders [CODE-DD] variables: acute or
subacute onset and prolonged duration?) were not eli-
gible for inclusion. Patients were also excluded if they
were experiencing their first episode of major depression
at the time of screening, if they had a history of major de-
pression associated with an endocrinologic disorder, or if
they had received electroconvulsive therapy in the previ-
ous 6 months. Those with a history of seizures, serious
brain injury, or evidence of clinically significant hemo-
poietic or cardiovascular disease, urinary retention, or
glaucoma were a so excluded.

Assessments

Relapse rate and time were defined as the primary
study endpoint. Additional separate analyses were con-
ducted to examine relapse rates in the first and second 6
months of the double-blind phase. The following second-
ary measures of clinical efficacy were employed: HAM-D
total score; Clinical Global Impressions (CGl) severity of
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Table 1. Baseline Demographics of the Study Population®

Noncontrolled

Phase Long-Term Phase
Reboxetine  Reboxetine Placebo
Characteristic (N = 358) (N=145P° (N =141)°
Female, N (%) 263 (73.5) 115 (79.3) 95 (67.4)
Male, N (%) 95 (26.5) 30(20.7) 46 (32.6)
Age, y, mean = SD 432+118 434+116 423=+122
Height,cm, mean+SD 165.6+84 1653+75 1654x89
Weight, kg, mean+SD  66.7+13.0 67.2+134 66.0+11.8
Severity of depression
HAM-D total score,
mean + SD 29.6+5.6 29.1+55 29.7£5.7
MADRS, mean+SD  184=+4.1 179+ 4.0 18.6 + 4.2
History of depression
Age at onset, y, median
(range) 34 (11-63) 34 (13-60) 32 (11-62)
Number of previous
episodes, median
(range) 3(1-15) 3(1-15) 3(1-10)
Duration of the last
episode, wk, median
(range) 24 (2-364) 24 (3-364) 24 (2-360)
Duration of the present
episode, wk, median
(range) 8(0.1-364) 8(0.1-364) 10 (0.6-208)

#Abbreviations; HAM-D = Hamilton Rating Scale for Depression,
MADRS = Montgomery-Asberg Depression Rating Scale.

bThree patients randomly assigned to receive reboxetine (N = 2) or
placebo (N = 1) did not receive treatment and were therefore excluded
from further analysis.

illness, global improvement scores, and efficacy index®;
Montgomery-Asberg Depression Rating Scale (MADRS)®;
and the Zung Self-Rating Depression Scale.*

Assessments were conducted at screening and baseline
(day 0) and at weekly intervals during the first 6 weeks of
treatment. During the subsequent double-blind phase, as-
sessments were conducted every 2 weeks for the HAM-D
and CGI and at monthly intervals for the MADRS and
Zung. At the end of the first 6 weeks of treatment, the per-
centage of patients responding to treatment (HAM-D total
score decreased = 50% from baseline) and the percentage
of patientsin remission (HAM-D total score < 10) were as-
sessed. During the long-term phase, the percentage of pa-
tients in remission, the percentage of patients who re-
lapsed, and the cumulative probability of maintained
response and relapse were assessed.

Tolerability was assessed by evaluating the incidence,
severity (mild, moderate, severe, or unknown), and seri-
ousness of adverse events and by evaluating vital signs
electrocardiograms (ECGs), laboratory tests, and ophthal-
mologic examinations. Adverse events and vital signs
were recorded at weekly intervals during the 6-week
noncontrolled phase and every 2 weeks during the double-
blind phase. ECGs and laboratory tests were conducted ev-
ery 2 weeks during the noncontrolled phase and every 2
months during the double-blind phase. Ophthalmologic
examinations were performed at screening and at the end
of the study. A follow-up visit was made to each patient
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1 month after treatment discontinuation to monitor pos-
sible withdrawal reactions and collect information on ad-
verse events.

Statistical Analyses

In designing this study, a 15% intergroup differencein
relapse rate (the primary efficacy variable) was consid-
ered to be clinically significant. Based on an 80% re-
sponse rate to reboxetine and a 50% relapse rate with pla-
cebo, 358 patients were required in the 6-week initia
treatment phase of this study to ensure entry of at least
300 patients to the long-term phase.

With 135 patients in each group, the study had 80%
power to detect an intergroup difference in relapse rate
with an alphalevel of .05. Response rates were analyzed
using the chi-square test. Time to relapse and mainte-
nance of response were described using the Kaplan-Meier
method and compared by the log rank test.** Maintenance
of response at the end of the first and last 6 months of the
treatment period were compared using the chi-square test.
The remission rate at the last assessment of the double-
blind phase was calculated and the intergroup difference
tested using the chi-square test. Analysis was carried out
on the intent-to-treat population with the last observation
carried forward. Descriptive statistics are presented for
the additional efficacy assessments.

RESULTS

Of the 358 patients who entered the 6-week noncon-
trolled phase of the study, 36 discontinued, primarily due
to deterioration (N = 10), uncooperativeness (N = 11), or
adverse events (N = 13). In addition, 1 patient committed
suicide and another was lost to follow-up. Two hundred
eighty-three patients were randomly assigned to treatment
with reboxetine (N = 145) or placebo (N =141) in the
long-term phase of the study (3 patients randomly as-
signed to receivereboxetine [N = 2] or placebo [N = 1] did
not receive treatment and were therefore excluded from
further analysis). Demographic data, severity, and history
of depression for these patients are shown in Table 1. The
treatment groups were well matched and comparable to
the population admitted to the noncontrolled phase.

Dose reductions or temporary treatment interruptions
were rare and needed for only 7 patients in the non-
controlled phase and 5 patients in the long-term phase
(reboxetine, N = 2; placebo, N = 3). Concomitant medi-
cations were administered infrequently. One hundred
forty-four patients completed the study, with 64 discon-
tinuing from the reboxetine group and 75 from the place-
bo group. The reasons for discontinuation are shown in
Table 2. Discontinuation due to lack of efficacy occurred
twice as frequently among placebo-treated patients as
among reboxetine-treated patients (25.7% vs. 11.9%).
The timings of discontinuations were comparable in the 2
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Table 2. Reasons for Discontinuation Among Patients
Treated in the Double-Blind Phase of the Study (N = 283)

Reason for Reboxetine (N = 143) Placebo (N = 140)
Discontinuation N % N %
Adverse events 6 4.2 2 1.4
Lack of efficacy 17 11.9 36 25.7
Improvement 6 4.2 7 5.0
Protocol violation/

lost to follow-up 23 16.1 13 9.2
Uncooperative 12 8.4 17 121
Total 64 44.8 75 53.6

Figure 1. Mean HAM-D, MADRS, and Zung Self-Rating
Depression Scale Total Scores During the 6-Week,
Noncontrolled Phase of the Study
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treatment groups and, therefore, were not thought to af-
fect the efficacy results.

Efficacy of Reboxetine During the
6-Week Noncontrolled Phase

During the noncontrolled phase, the mean HAM-D
total score declined from 29.6 at baseline to 11.4 at week
6 (Figure 1). The MADRS and Zung scores confirmed im-
provement and are also shown in Figure 1. Two hundred
seventy-two patients (76%) of the original 358 responded
to treatment at week 6, with 179 (50%) classified asin re-
mission. CGI severity of illness and global improvement
scores reflected this improvement. While the majority of
patients were initially assessed as being markedly to se-
verely ill (90.8%), at the end of the noncontrolled phase,
the mgjority of patientswere judged to be normal or mildly
ill (69.8%). The proportion of patients who were assessed
as"“very much improved” on the CGI global improvement
scale increased from 0.8% at week 1 to 50.5% at week 6,
while patients who were judged to be “much improved”
increased from 10.3% at week 1 to 33.4% at week 6.

Efficacy of Reboxetine During the Long-Term Phase
Of the patients who entered the long-term phase of
the study and were eligible for efficacy analysis, 104 pa-
tients (78.2%) in the reboxetine group (N =133) were
classified asin remission at the last assessment, compared
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Figure 2. Cumulative Probability of Relapse During the
Long-Term Phase in Patients Who Had Previously
Responded to Treatment During the Noncontrolled Phase
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with only 59 patients (44.7%) in the placebo-treated
group (N =132) (p <.001). Fifty-six percent of patients
relapsed in the placebo group compared with only 21.8%
in the reboxetine group (p < .001).

During thefirst 6 months of treatment, 61% of patients
who received reboxetine (N = 133) remained relapse-free
compared with 40% of patients who received placebo
(N =132; p=<.001). The statistically significant differ-
ence between the treatment groups was maintained in
the second 6 months of treatment, during which 88% of
patients (66/75) who continued to receive reboxetine
remained relapse-free compared with 59% of patients
(29/49) who continued to receive placebo.

The cumulative probability of a maintained response
was clinically and statistically greater with reboxetine
than with placebo (p = .0001), and a greater proportion of
patients maintained a response at the end of the first 6
months (60.9% vs. 40.2%; p < .001) and the last 6 months
of the study (88.0% vs. 59.2%; p < .001). Furthermore,
the cumulative probability of relapse was lower with
reboxetine than with placebo (p =.0001) (Figure 2). Pa-
tients in the reboxetine group experienced relapse mainly
in the first 3 to 4 months, but there was a steady increase
in the number of patients experiencing relapse in the pla-
cebo group throughout the 12-month study (Figure 2).

The response criterion employed probably allowed ad-
mission to the long-term phase of patients with residual
symptoms that would increase the likelihood of relapse.
An analysis of the subset of patients classified asbeing in
remission (HAM-D total score < 10) at randomization
was, therefore, carried out. As expected, these patients
had alower rate of relapse than those in the general study
population: 15.9% in the reboxetine group compared with
48.3% in the placebo group (p < .001).

For patientsrandomly assigned to reboxetine treatment,
the mean total HAM-D score decreased from 8.8 at week
6 (the end of the noncontrolled phase) to 7.9 at last assess-
ment. Thus, the mgjority of patientstreated with reboxetine
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Figure 3. Mean HAM-D Total Score During the Long-Term
Phase of the Study*
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Figure 4. CGI Severity of Illness Score Distribution at the
End of the Noncontrolled (Week 6) and Long-Term Phases of
the Study®
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who did not experience relapse and therefore continued in
the study remained in symptomatic remission. In contrast,
themean HAM-D total scoreincreased from 9.1 at week 6
to 13.9 at last assessment in the placebo group, suggesting
an overall worsening of symptomatology asthe study pro-
gressed. The changein mean HAM-D total score over time
isshown in Figure 3. The proportion of patients classified
as“normal” at last assessment on the CGI severity of ill-
ness scale was higher with reboxetine than with placebo
(Figure 4). The proportion of patients classified as “very
much improved” at last assessment on the CGI global im-
provement scal e steadily increased in the reboxetine group
during the 1-year study period. The proportion of patients
in the reboxetine group who were “very much improved”
at last assessment was 72.9%. A lesser proportion of pa-
tients in the placebo group were classified as “very much
improved” on the CGI global improvement scale (42.2%
at last assessment).

The mean total MADRS score in the reboxetine-
treated group decreased from 5.25 at week 6 to 4.47 at the
last assessment. In contrast, an increase from 5.25 at week
6 to 8.58 at last assessment was seen in the placebo-
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Figure 5. Adverse Events Occurring in > 2% of Patients
During the Long-Term Phase of the Study
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treated group. A similar trend was also observed using
the Zung scale, with an improvement in the reboxetine-
treated group (the mean total score decreased from 36.4 at
week 6 to 35.9 at last assessment) and aworsening in the
placebo-treated group (the mean total score increased
from 38.8 at week 6 to 44.9 at last assessment).

Tolerability

Tolerability was assessed in 358 patientsin the noncon-
trolled phase and 283 patientsin thelong-term phase. Dur-
ing the noncontrolled phase, 51.9% of patients reported
adverse events, the majority of which did not require a
change in the treatment dosage (89.6%) and were mild
in severity (61.3%). The most frequently reported, newly
emerged adverse events were dry mouth (19.0%), consti-
pation (16.8%), increased sweating (8.1%), tachycardia
and insomnia (6.1% each), urinary hesitancy/retention
(5.6%), and decreased libido (5.0%). Urinary hesitancy/
retention and decreased libido were reported more often
by men than women. The majority of adverse eventswere
short-lived, with a median duration of 22 days. Adverse
events resulting in discontinuation were tachycardia (4
patients) and dry mouth, constipation, decreased libido,
and urinary hesitancy/retention (2 patients each).

During the long-term phase, the frequency of newly re-
ported adverse events was similar with reboxetine
(28.0%) and placebo (22.8%). The majority of adverse
events in both groups did not require modification of the
study medication (87.5%) and were mild in severity
(reboxetine, 72.5% vs. placebo, 81.3%). The most com-
mon events were constipation and insomnia (Figure 5).
The median duration of these events was 28 days in
the reboxetine group and 19 days in the placebo group.
Adverse events resulting in discontinuations in the rebox-
etine group were dry mouth (2 patients), constipation (3
patients), decreased libido (2 patients), and urinary hesi-
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tancy/retention (1 patient). One patient in the placebo
group discontinued owing to constipation.

Two serious adverse events occurred in reboxetine-
treated patients, but neither was considered to be drug re-
lated. One patient who had not responded to previous
antidepressant treatment committed suicide by multiple-
drug overdose 39 days after entering the study. The sec-
ond patient experienced a generalized convulsive episode,
probably due to discontinuation of benzodiazepine treat-
ment, 3 days after entering the study. One patient in the
placebo group experienced a hallucination that was
judged by the investigator to be “probably” related to the
study medication.

There were no significant effects on laboratory param-
eters, ophthalmologic parameters, ECG variables, or vital
signsin any group, except for an increase in heart rate in
10% to 15% of reboxetine-treated patients. This finding
was not thought to be clinically significant, and there was
no difference between reboxetine- and placebo-treated
patients in the incidence of tachycardia (see Figure 5).
There was a dlightly higher frequency of diseases of the
circulatory system in the reboxetine group at the start of
the long-term phase.

DISCUSSION

Depression is a chronic, recurrent illness that can be
effectively treated with antidepressants. However, early
termination of therapy incursahighrisk of relapse.®*Itis
important, therefore, to assess the efficacy of new antide-
pressants not only in the short-term acute phase, but aso
over longer time periods, including a continuation period
to assess relapse prevention and a maintenance period to
assess recurrence prevention.

Reboxetine, a selective NRI, was significantly more
effective than placebo in the prevention of relapse and re-
currence in patients who had shown a response to an ini-
tial 6 weeks of treatment. The majority of reboxetine-
treated patients remained relapse-free at last assessment
compared with just under half of the placebo-treated pa-
tients. The mgjority of patients who received reboxetine
and did not experience symptomatic relapse during the
long-term phase of the study remained in symptomatic re-
mission, as reflected by the mean HAM-D tota score.
However, those who received placebo did not. Indeed, pa-
tients in the placebo group appeared to worsen dlightly
during the long-term phase.

In the present study, the response criterion (= 50% de-
creasein HAM-D total score), reflecting achangein score
rather than an absolute level, may have allowed admission
of patients with residual symptoms to the double-blind
phase, thus increasing the subsequent chance of relapse.?
A subset analysis of patients classified asin remission at
the end of the noncontrolled phase, however, confirmed
the results of the whole patient population and demon-
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strated an even lower relapse rate for both the reboxetine
and placebo groups during the long-term phase.

In this study, slightly more patients discontinued treat-
ment in the placebo group compared with the reboxetine
group, but the reasons for discontinuation were different.
Lavori et al.* highlighted the fact that patients discontinu-
ing or deviating from the protocol may affect the overall
results of an investigation. In our study, the timeto discon-
tinuation was recorded, and there was no differencein this
measure between treatment groups. Discontinuation, there-
fore, did not affect the findings of the efficacy analysis.

Most relapses during treatment with placebo occur
within the first 6 months of stopping antidepressant
therapy.®*® The duration of further treatment to consoli-
date the response will vary from patient to patient,® but is
generally recommended to be between 4 and 6 months.*®
A reappearance of symptoms after 6 months is generally
regarded as a recurrence® and may affect between 75%
and 80% of patients with major depressive disorder.?

For patients who entered the second 6-month period
of the study (i.e., remained relapse-free), relapse after
the first 6 months of treatment may be more appropriately
thought of as a recurrence of a depressive episode in
accord with established treatment recommendations.?
Therefore, the analysis of patients who remained rel apse-
free after 6 months provides an estimate of the efficacy of
reboxetine in preventing recurrence. The results of this
study showed reboxetine to be significantly more effective
than placebo in this respect, with 88.0% of reboxetine-
treated patients versus 59.2% of placebo-treated patients
who entered the last 6 months of treatment remaining
relapse-free at al observations. However, longer term
studies over several yearsare required to clearly assessthe
role of reboxetine in the prevention of recurrence.

While the use of TCAs over extended periods may be
effective, patient support is needed if tolerability is to be
maintained. Better tolerated antidepressants will, there-
fore, be amajor advance in the long-term treatment of re-
current depression.® Reboxetine was well tolerated, with
the majority of adverse events during both phases of the
study reported as being of mild intensity, short duration,
and not requiring modification of the treatment regimen.
In the long-term phase, the incidence of adverse events
was|ow and similar in the reboxetine and placebo groups.
Discontinuation due to adverse events occurred at a low
rate (4.2%), which has favorable implications for compli-
ance. The tolerability of reboxetine is therefore main-
tained in the long term.

CONCLUSION
Reboxetine effectively prevents relapse of major de-
pressive disorder following response to acute therapy and

iswell tolerated when administered in the long term. Fur-
thermore, the maintained response by reboxetine-treated
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patients at the end of the second 6 months of treatment
suggests reboxetine may effectively prevent recurrence of
depression. The use of reboxetine for maintenance and
prophylactic therapy of depressive illnessis supported by
this study.

Drug names: desipramine (Norpramin and others), fluoxetine (Prozac).

10.

11.

12.

13.

14.

15.

16.

REFERENCES

. Kessler RC, McGonagle KA, Zhao S, et al. Lifetime and 12-month preva-

lence of DSM-I1I-R psychiatric disorders in the United States. Arch Gen
Psychiatry 1994;51:8-19

. Angst J. How recurrent and predictableis depressiveillness? In: Montgom-

ery S, Rouillon F, eds. Perspectivesin Psychiatry, vol 3: Long-Term Treat-
ment of Depression. New York, NY: John Wiley; 1992:1-13

. Judd LL. Theclinica course of unipolar major depressive disorders. Arch

Gen Psychiatry 1997;54:989-991

. Kamlet MS, Paul N, Greenhouse J, et a. Cost utility of maintenance treat-

ment for recurrent depression. Control Clin Trials 1995;16:17-40

. Kraepelin E. Manic-Depressive Insanity and Paranoia. Robertson GM, ed.

Barclay RM, trans. Edinburgh, Scotland: E & S Livingstone; 1921

. Angst J. The course of affective disorders. Psychopathology 1986;19

(suppl 2):47-52

. Solomon DA, Keller M, Leon AC, et a. Recovery from major depression:

a 10-year prospective follow-up across multiple episodes. Arch Gen Psy-
chiatry 1997;54:1001-1006

. Prien RF, Kupfer DJ. Continuation therapy for major depressive episodes:

how long should it be maintained? Am J Psychiatry 1986;143:18-23

. Paykel ES, Priest RG. Recognition and management of depression in gen-

era practice: consensus statement. BMJ 1992;305:1198-1202
Montgomery SA, Bebbington P, Cowen P, et a. Guidelines for treating de-
pressiveillness with antidepressants: a statement from the British Associa-
tion for Psychopharmacology. J Psychopharmacol 1993;7:19-23

Kupfer DJ. Long-term treatment of depression. J Clin Psychiatry 1991;52
(5, suppl):28-34

Robinson DS, Lerfald SC, Bennett B, et al. Continuation and maintenance
treatment of major depression with the monoamine oxidase inhibitor phen-
elzine: a double-blind placebo-controlled discontinuation study. Psycho-
pharmacol Bull 1991;27(1):31-39

Task Force of the Collegium Internationale Neuro-Psychopharmacol ogi-
cum. Impact of neuropharmacology in the 1990s: strategies for the therapy
of depressiveillness. Eur Neuropsychopharmacol 1993;3:153-156
Feighner JP. Compliance and quality of response are mgjor contributors to
cost effective antidepressant therapy. Hum Psychopharmacol 1994;9
(suppl 1):S21-S23

Nelson JC. Safety and tolerability of the new antidepressants. J Clin Psy-
chiatry 1997;58(suppl 6):26-31

Montgomery SA. Isthere arole for a pure noradrenergic drug in the treat-

406

17.

18.

19.

20.

21

22.

23.

24,

25.

26.

27.

28.

29.

3L

32.

ment of depression? Eur Neuropsychopharmacol 1997;7(suppl 1):S3-S9
Ban TA, Gaszner P, Aguglia E, et d. Clinical efficacy of reboxetine: a
comparative study with desipramine, with methodologica considerations.
Hum Psychopharmacol 1998;13:529-S39

Montgomery SA. Reboxetine: additional benefits to the depressed patient.
J Psychopharmacol 1997;11(suppl 4):S9-S15

RivaM, Brunello N, Rovescalli AC, et al. Effect of reboxetine, anew anti-
depressant drug, on the central noradrenergic system: behavioural and bio-
chemica studies. J Drug Dev 1989;1:243-253

Wong EHF, Gravee CR, Kagey ML, et a. Pharmacological selectivity of
reboxetine: a selective noradrenaline reuptake inhibitor (NARI) [poster].
Presented at the 36th annual meeting of the American College of Neuro-
psychopharmacology; Dec 8-12, 1997; Waikoloa, Hawalii

Berzewski H, Van Moffaert M, Gagiano CA. Efficacy and tolerability of
reboxetine compared with imipramine in a double-blind study in patients
suffering from major depressive episodes. Eur Neuropsychopharmacol
1997;7(suppl 1):S37-547

Montgomery SA, Montgomery DB. Prophylactic treatment in recurrent
unipolar depression. In: Montgomery S, Rouillon F, eds. Perspectives in
Psychiatry, val 3: Long-Term Treatment of Depression. New York, NY:
John Wiley; 1992:53-79

GeorgotasA, McCue RE, Cooper TB. A placebo-controlled comparison of
nortriptyline and phenelzine in maintenance therapy of elderly depressed
patients. Arch Gen Psychiatry 1989;46:46-51

Committee for Proprietary Medicina Products. Guidelines on psycho-
tropic drugs for the EC. Eur Neuropsychopharmacol 1994;4.61-77
Hamilton M. A rating scale for depression. JNeurol Neurosurg Psychiatry
1960,23:56-62

American Psychiatric Association. Diagnostic and Statistical Manual of
Mental Disorders, Third Edition, Revised. Washington, DC: American
Psychiatric Association; 1987:213-233

Ban TA. CODE DD: Composite Diagnostic Evaluation of Depressive Dis-
orders. Brentwood: JM Productions Inc; 1987

Guy W. ECDEU Assessment Manual for Psychopharmacology. US Dept
Health, Education, and Welfare publication (ADM) 76-338. Rockville,
Md: National Intitute of Mental Health; 1976:218-222

Montgomery SA, Asberg M. A new depression scale designed to be sensi-
tiveto change. Br J Psychiatry 1979;134:382-389

. Zung WWK. A self-rating depression scale. Arch Gen Psychiatry 1965;12:

52-70

Kalbfleisch JD, Prentice RL. The statistical analysis of failure time data.
New York, NY: John Wiley & Sons; 1980:16-19

Lavori PW, Dawson R, Mueller TB. Causd estimation of time-varying
treatment effects in observationa studies: application to depressive disor-
der. Stat Med 1994;13:1089-1100

. Mindham RHS, Howland C, Shepherd M. An evaluation of continuation

therapy with tricyclic antidepressants in depressive illness. Psychol Med
1973;3:5-17

. Montgomery SA. Antidepressants in long-term treatment. Annu Rev Med

1994;45:447-457

. Kupfer DJ. Management of recurrent depression. J Clin Psychiatry 1993;

54:29-33

J Clin Psychiatry 60:6, June 1999



	Table of Contents

