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Major depressive disorder is a chronic disorder, frequently characterized by relapses and recur-
rences. One of the major risk factors for additional episodes of depression is the presence of residual
symptoms that persist after a depressive episode ends; these residual symptoms tend to progress to
another depressive episode. Although relapse or recurrence may be prevented with long-term pharma-
cotherapy, this approach is recommended only for patients at high risk of relapse or recurrence. Pa-
tients not at high risk who are effectively treated to full remission have a substantially lower risk of
developing another depressive episode. In addition, psychotherapy, alone or combined with medica-
tion, has been shown to be effective in preventing further episodes of depression.

I\/I gjor depressive disorder was once considered an

acute episodic disorder with aclear onset and off-
set, with some episodes clearly linked to environmental
stressors (reactive) while others appeared spontaneously
with no apparent precipitant (endogenous). Data collected
since the late 1980s, however, have shown that the major-
ity of patients who have major depressive disorder will
experience relapses and recurrences, with the first few epi-
sodes linked to unequivocal stressors and later episodes
appearing more spontaneously.? The model of acute reac-
tive versus endogenous depression is, therefore, oversim-
plified, and the distinctions between the two have not
stood the test of time. What is clear, however, isthat major
depressive disorder is a chronic disorder, most frequently
characterized by relapses and recurrences. One of the ma-
jor risk factors for repeat episodes (either relapse or recur-
rence) is the presence of residual symptoms that persist
after an episode ends; these residual symptoms tend to
progress over time to another full-blown depressive epi-
sode.® This article reviews the course of major depressive
disorder and the role of long-term antidepressant treat-
ment and psychotherapy in the prevention of relapse and
recurrence.
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REMISSION, RELAPSE, RECURRENCE

As aresult of the U.S. Food and Drug Administration
procedures to approve antidepressants, the field has long
accepted the outcome of response as a sufficient endpoint
for an antidepressant trial. Response is defined as a 50%
improvement in a baseline depression rating scale score.
Recently, the outcome of choice has become remission,
such that patients are asymptomatic, no longer meet crite-
riafor major depressive disorder, and have no more than
minimal residual symptoms. Beyond the lack of symp-
toms, it has become apparent that remission translates into
full restoration of functioning.*®

Many readers will be aware that depressive relapse
is defined as an episode of major depressive disorder
that occurs within 6 months after either response or remis-
sion, while recurrence is defined as another depressive
episode that occurs after 6 months have elapsed. Interest-
ingly, however, no widely accepted definition of recovery
exists (i.e., the duration of remission required to define
full recovery from the depressive episode).®” Naturalistic
studies have found that most patients will eventually ex-
perience either a relapse or recurrence if followed for a
long enough period without sustained treatment.® After 15
years, almost 90% of patients could be expected to be-
come depressed again after experiencing an acute depres-
sive episode.’

Rather than treating and managing relapse or recur-
rence, for which minimal dataexist to guide clinicians, the
best strategy may be to prevent these repeat depressive
episodes from occurring in the first place. Compelling
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epidemiologic and clinical data suggest that those who
are treated to full remission have a substantially lower
risk of eventualy developing a depressive relapse or
recurrence compared with those who continue to demon-
strate residual symptoms.>0t

One widely accepted method for preventing relapse or
recurrence is long-term pharmacotherapy. To prevent re-
lapse during the continuation phase, it is necessary to
extend the time that the full acute dose of antidepressants
is prescribed (and hopefully taken) for 4 to 9 months
after acute response/remission. Once thistime of high risk
passes, a slow taper of the antidepressant (for those who
are not at high risk of recurrence) may be considered, with
the speed of taper dependent on the dose taken. In general,
the shorter the half-life of the antidepressant, the more
gradual the taper necessary to prevent any discontinuation
syndrome.

PREVENTION OF DEPRESSIVE RELAPSE
AND RECURRENCE

For patients at high risk of recurrence, maintenance
treatment is necessary. Full doses of antidepressants are
required for full prophylaxis, and the duration of the main-
tenance phase should be at |east a year, although the upper
limit is less well defined. For some patients, maintenance
treatment can be indefinite; for others, the risk of side ef-
fects compared with the risk of recurrence may compel
them to choose discontinuation of their antidepressant and
instead go into a phase of watchful waiting, with the op-
tion of restarting their antidepressant at the first sign of a
depressive recurrence. Asreviewed below, convincing and
consistent evidence shows that patients who are main-
tained on treatment with their antidepressants have a sub-
stantially reduced risk of recurrence compared with those
who are switched to placebo under double-blind condi-
tions. Nevertheless, some patients treated with mainte-
nance antidepressants will become depressed anyway
since, aswith all medications used for chronic disease, the
prophylactic effects fall short of complete protection.*

Because maintenance antidepressant treatment should
not be recommended lightly, it is essential that only those
patients who are at high risk of depressive recurrence be
considered for long-term, perhaps indefinite, treatment.
The risk factors for depressive recurrence are listed in
Table 1. Patients who have any one of these factors should
be candidates for maintenance treatment. Those with more
than 1 risk factor should receive careful long-term treat-
ment coupled with psychoeducation about the possible
necessity of indefinite treatment.

Once it has been established that maintenance treat-
ment is necessary, then several broad options exist: either
psychotherapy or maintenance antidepressant treatment
alone may be recommended, or antidepressants may be
combined with psychotherapy.
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Table 1. Risk Factors for Depressive Recurrence®

Residual symptoms

More than 3 prior depressive episodes

Chronic depression (episode > 2 y)

Family history of mood disorders

Comorbidities (e.g., anxiety disorder, substance abuse)
Late onset (age > 60y)

@Based on references 3, 7, and 13-18.

PSYCHOTHERAPY WITH OR AFTER
PHARMACOTHERAPY

The modern era of relapse and recurrence prevention
can be traced to the seminal reports from the University of
Pittsburgh group.®**° They studied a group of highly recur-
rent depressed outpatients, treating them with a combina-
tion of full-dose imipramine plus interpersona psycho-
therapy (IPT). Responders then continued the combined
treatment for another 17 weeks. Those patients who were
still responders were then randomly assigned to (1) con-
tinue on treatment with imipramine plus IPT, (2) continue
on treatment with imipramine plus medication manage-
ment, (3) receive placebo substitution plus | PT, (4) receive
IPT alone, or (5) receive placebo substitution plus medica-
tion management. The randomized phase continued for 3
years. Survival analysis demonstrated a highly significant
prophylactic effect for active imipramine treatment main-
tained at a mean daily dose of 200 mg and a modest
prophylactic effect for monthly IPT. The imipramine
groups had a 3-year recurrence rate of 20%, with essen-
tially no difference between the imipramine plus medica-
tion management group (21.5%) and the imipramine plus
IPT group (24.0%). The IPT groups without active medi-
cation had arecurrence rate of 61.5%. The group with pla-
cebo and medication management experienced a 78.2%
recurrence rate. The study concluded that full-dose imip-
ramine prevented recurrence (imipramine vs. placebo,
p >.0001) and that monthly IPT increased the duration of
wellness compared with that of patients who received no
treatment (IPT vs. placebo, p < .052).

Fava and colleagues®®?® used cognitive-behavioral
therapy (CBT) to reduce residual symptoms in patients
who had responded but not remitted to antidepressants.
Relapse rates were consistently lower in the psycho-
therapy group over the next 6 years, although the differ-
ences reached statistical significance only in year 4: the
respective relapse rates for the CBT group compared with
those of the clinical management group after 2 years
were 15% and 35% (p = .27); after 4 years, 35% and 70%
(p < .05); and after 6 years, 50% and 75% (p = .06).

Paykel and colleagues®® similarly found that cognitive
therapy reduced relapse rates for patientswho had residual
symptoms. They randomized 158 patients who were
treated with adequate antidepressant therapy but who
continued to be symptomatic. Patients received either 16
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sessions of cognitive therapy (plus 2 booster sessions) or
clinical management over 20 weeks, then had 1 year of
follow-up. Of note, patients were allowed to have an
increase of up to 30% in their dose of antidepressants. In
one sense, one could consider thisresearch a study both of
the effect of cognitive therapy on drug-resi stant symptoms
and of the addition of cognitive therapy to ongoing phar-
macotherapy to prevent depressive relapse.

Overall, patients who received cognitive therapy had a
lower cumulative relapse rate compared with those receiv-
ing only clinical management; the rates were 29% and
47%, respectively (p=.02). Cognitive therapy also in-
creased full remission rates at 20 weeks, but did not
reduce the level of residua symptoms compared with
clinical management alone. Cognitive therapy appeared to
improve social functioning by week 20, but this advantage
was lost by the end of the study. It is possible, but by no
means proven, that cognitive therapy reduced the rate of
relapse without reducing symptoms because the therapy
taught patients skills needed to compensate for their symp-
toms and problems.?

Within the last few years, modificationsto Beck’'s CBT
have been tested for the prevention of depressive recur-
rence after the discontinuation of antidepressants in those
patients who are at high risk of recurrence. One modifica-
tion of CBT is well-being therapy (WBT).*>% WBT dif-
fersfrom CBT in that WBT focuses on residual depressive
symptoms (such as irritability, fatigue, hopelessness, di-
minished motivation, and excessive reactivity to stress),
modifies problematic lifestyles, and enhances a sense of
well-being by preventing premature interruption of plea-
surable experiences. In effect, WBT changes the focus of
therapy from correcting dysphoria-inducing automatic
dysfunctional thoughts to increasing hedonic experiences
by removing cognitive barriers to pleasure.?®?’

This modified approach was tested in a study that sug-
gested that WBT might well prevent recurrence in depres-
sion.® Inthat trial, 40 patients with a history of recurrence
were treated to remission with medications, then randomly
assigned to either clinical management or WBT during the
continuation phase; of note, WBT was given for only 10
sessions, once every other week, then discontinued. All
patients were tapered off their antidepressants after about
3 months during the continuation phase. The rationale for
this approach was that most patients stop taking their
medication within this time in actua clinical practice.
Relapse rates were strikingly different: 80% of patients
treated with medication only had recurrences over the next
2 years compared with 25% of patients who also received
WBT (p < .001).

Note that this study was designed for those patients
who continue to experience residual symptoms and that all
patients discontinued medication. None of the patients in
the WBT or clinical management groups received anti-
depressant medication following recovery. As noted by
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Rush and Thase,® the cause of the prophylactic effect of
the WBT is unclear; either the removal of residua symp-
toms resulted in a better long-term outcome or the WBT
itself was the cause. While preliminary studies of WBT are
promising, more definitive studies are needed before this
interesting CBT modification can be recommended for
routine practice.

Another modification of CBT, mindfulness-based
cognitivetherapy (MBCT), has been devel oped by Teasdale
and colleagues.®* In contrast to WBT, MBCT uses agroup
format that blends mindfulness meditation with cognitive
therapy. Within an Interacting Cognitive Subsystems
framework, processing of emotional information can be
done by “mindlessly emoting,” “conceptualizing/doing,”
and “mindful experiencing/being.” According to this
model, it isonly the mode of “ mindful experiencing/being”
that facilitates emotional processing; MBCT teachesrecov-
ered depressed patients to switch to the most effective
mode, thereby reducing depressiverelapse. MBCT isgiven
in 8 weekly, 2-hour group sessions.

Teasdale and colleagues™ assessed the effectiveness of
MBCT in the prevention of relapse/recurrence by ran-
domly assigning 145 recovered depressed patients to re-
ceive either MBCT or treatment as usual. During 60 weeks
of follow-up, patients who were at high risk of relapse
(i.e., those who had experienced 3 or more prior depres-
sive episodes) and had received MBCT had a cumulative
probability of becoming depressed again of 40%. Similar
patients in the treatment-as-usual group had a probability
of relapse of 66% (p < .01). Patients with a history of 2 or
fewer depressive episodes showed no significant differ-
ence in the probability of relapse whether they were given
MBCT or treatment as usual.

ANTIDEPRESSANTS

The accepted method for assessing the long-term pro-
phylactic efficacy of antidepressant treatment is the
double-blind, placebo-switch paradigm. In this paradigm,
patients who respond or remit to an acute trial of an anti-
depressant are randomly assigned to continue taking their
antidepressant or to switch to placebo at some point. Some
studies immediately randomize patients, while others re-
quire that patients remain well for a predetermined length
of time before randomization. To minimize possible dis-
continuation reactions from the sudden cessation of anti-
depressants, most studies include some reasonable period
of tapering; otherwise, what may appear to be either a de-
pressive relapse or a recurrence could actually be a dis-
continuation syndrome.

Fluoxetine was the first of the modern antidepressants
to be tested for the long-term prevention of recurrence.* In
this study, patients with at least moderate depression were
treated openly with fluoxetine at doses ranging from 40
to 80 mg daily for 6 weeks. Response was defined as a
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Figure 1. Prevention of Recurrence: Fluoxetine®
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3Data from Montgomery et al.** Observed cases; recurrence was
defined as HAM-D score > 18. Fluoxetine dose was 40 mg/day.

*p <.001.

Abbreviation: HAM-D = Hamilton Rating Scale for Depression.

Hamilton Rating Scale for Depression (HAM-D) score
below 12. Patients who responded were continued on
fluoxetine treatment for another 18 weeks, with al pa-
tients receiving 40 mg/day by 6 months; therefore, some
patients had their doses decreased. Those patients who
had HAM-D scores of 8 or less after a total of 26 weeks
were randomly assigned to continue taking fluoxetine,
40 mg/day, or to switch to placebo for an additional year.
Using survival analysis, the probability of remaining well
with fluoxetine or with placebo was 74% and 43%,
respectively (p <.001) (Figure 1).

Sertraline has also been assessed for prophylactic
efficacy in the prevention of relapse. Patients with mild-
to-moderate depression were treated openly with sertra-
line for 8 weeks, followed immediately by randomization
to a44-week double-blind, placebo-substitution phase. By
the end of the double-blind phase, 13% of the sertraline
group had experienced another episode of depression,
compared with 45.7% of those patients randomly assigned
to placebo (p < .001)* (Figure 2).

Montgomery and Dunbar® similarly assessed paroxe-
tine for long-term treatment. Patients at high risk of
relapse or recurrence (i.e., those who experienced 2 or
more episodes in the preceding 4 years) were treated
openly with paroxetine, 20 to 30 mg/day, for 8 weeks. Re-
sponders were then randomly assigned to continue taking
paroxetine or to switch to placebo for 12 months. Within
the first 16 weeks, 19% of the placebo group relapsed,
compared with only 3% of the paroxetine group (p < .01).
During weeks 17 to 52, 30% of the placebo group
relapsed, compared with 14% of the treatment group
(p<.05).

Two open-label studies of citalopram treatment have
been reported. In the first, citalopram was given for 8
weeks, then responders were randomly assigned to a
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Figure 2. Prevention of Relapse and Recurrence: Sertraline®
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3Reprinted with permission from Doogan and Caillard.’® Last
observation carried forward; intention-to-treat population. Relapse
and recurrence were defined as CGI-S score greater than or equal to
4. Mean sertraline dose was 69 to 82 mg/day.

*p <.001.

Abbreviation: CGI-S = Clinical Global Impressions-Severity of IlIness
scale.

24-week placebo-substitution phase. The probability of
relapse was 13.8% for the cital opram group and 24.3% for
the placebo group (p = .04).* In the second study, patients
at high risk of recurrence received 20, 40, or 60 mg of
citalopram daily for 6 to 9 weeks. Respondersreceived 16
weeks of continuation treatment, then 48 to 77 weeks of
randomized, double-blind placebo substitution.® During
the double-blind phase, about 20% of the citalopram
group experienced a recurrence compared with 50% of
the placebo group. When patients were divided into
dosing groups of 20, 40, or 60 mg/day, p values for dif-
ferences in the time to recurrence between the active
medication and placebo groups were .004, .001, and
.0157, respectively.

Finally, venlafaxine HCI was shown to prevent relapse
and recurrence after an 8-week open-label phase followed
by a 6-month randomized, placebo-substitution phase,
with doses ranging from 75 to 225 mg/day. The pro-
bability of relapse for the venlafaxine group was 28.2%;
for the placebo group, the probability was 52.4%
(p < .001).* Those patients who responded to acute treat-
ment and who remained in remission for the 6 months
were then rerandomized to receive maintenance treatment
with venlafaxine HCI or to switch to placebo. Cumulative
recurrence rates after 12 months were 22% for the venla-
faxine group compared with 55% for the placebo group
(p <.001).*

CONCLUSION
A consistent body of data supports continuation phar-

macotherapy for the prevention of depressive relapse
and recurrence. Those depressed patients at high risk of
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recurrence need longer maintenance treatment, perhaps
indefinitely. CBT and some modifications of CBT appear
promising in the prevention of relapse and recurrence,
even after the discontinuation of antidepressants.

Drug names: citalopram (Celexa), fluoxetine (Prozac and others),
sertraline (Zoloft), venlafaxine (Effexor).

REFERENCES

1. Post RM. Transduction of psychosocia stress into the neurobiology of
recurrent affective disorder. Am J Psychiatry 1992;149:999-1010
2. SimonsAD, Angell KL, Monroe SM, et a. Cognition and life stress
in depression: cognitive factors and the definition, rating, and
generation of negative life events. JAbnorm Psychol 1993;102:584-591
3. Judd LL, Akiskal HS, Maser D, et al. Mgjor depressive disorder: a
prospective study of residual subthreshold depressive symptoms as
predictor of rapid relapse. JAffect Disord 1998;50:97-108
4. RushAJ, Trivedi MH. Treating depression to remission. Psychiatr Ann
1995;25:704-709
5. Nierenberg AA, Wright EC. Evolution of remission as the new
standard in the treatment of depression. J Clin Psychiatry 1999;60
(suppl 22):7-11
6. Frank E, Prien RF, Jarrett RB, et al. Conceptualization and rationae for
consensus definitions of termsin major depressive disorder: remission,
recovery, relapse, and recurrence. Arch Gen Psychiatry 1991;48:851-855
7. Keller MB. The long-term treatment of depression. J Clin Psychiatry
1999;60(suppl 17):41-45; discussion 46-48
8. Lavori PW, Keller MB, Mueller Tl, et al. Recurrence after recovery in
unipolar MDD: an observational follow-up study of clinical predictors
and somatic treatment as a mediating factor. Int JMethods Psychiatr Res
1994;4:211-229
9. Keller MB. Long-term treatment of recurrent and chronic depression.
J Clin Psychiatry 2001;62(suppl 24):3-5
10. Paykel ES, RamanaR, Cooper Z, et a. Residual symptoms after partial
remission: an important outcome in depression. Psychol Med 1995;25:
1171-1180
11. Thase ME, SimonsAD, McGeary J, et a. Relapse after cognitive
behavior therapy of depression: potential implications for longer courses
of treatment. Am J Psychiatry 1992;149:1046-1052
12. Nierenberg AA, Alpert JE. Depressive breakthrough.
Psychiatr Clin North Am 2000;23:731-742
13. Kupfer DJ, Frank E, Perel JM, et a. Five-year outcome for maintenance
therapiesin recurrent depression. Arch Gen Psychiatry 1992;49:769-773
14. Montgomery SA, Dufour H, Brion S, et a. The prophylactic efficacy of
fluoxetine in unipolar depression. Br J Psychiatry 1988;153(suppl 3):
69-76
15. Doogan DP, Caillard V. Sertraline in the prevention of depression.
Br J Psychiatry 1992;160:217-222
16. Keller MB, Boland RJ. Implications of failing to achieve successful
long-term maintenance treatment of recurrent unipolar major depression.
Biol Psychiatry 1998;44:348-360
17. RamanaR, Paykel ES, Cooper Z, et a. Remission and relgpse in magjor
depression: atwo-year prospective follow-up study. Psychol Med
1995;25:1161-1170

J Clin Psychiatry 2003;64 (suppl 15)

18.

19.

20.

21

22.

23.

24.

25.

26.

27.

28.

29.

3L

32.

36.

Prevention of Depression Relapse and Recurrence

American Psychiatric Association. Practice Guideline for the Treatment of
Patients With Major Depression. Washington, DC: American Psychiatric
Association; 2000

Frank E, Kupfer DJ, Perel JM, et al. Three-year outcomes for
maintenance therapies in recurrent depression. Arch Gen Psychiatry
1990;47:1093-1099

FavaGA, Grandi S, Zielezny M, et a. Cognitive behavioral treatment of
residual symptomsin primary major depressive disorder. Am J Psychiatry
1994;151:1295-1299

FavaGA, Grandi S, Zielezny M, et a. Four-year outcome for cognitive
behavioral trestment of residual symptomsin major depression.

Am J Psychiatry 1996;153:945-947

FavaGA, Rafandlli C, Grandi S, et a. Six-year outcome for cognitive
behavioral treatment of residual symptomsin major depression.

Am J Psychiatry 1998;155:1443-1445

Paykel ES, Scott J, Teasdale JD, et a. Prevention of relapse in residual
depression by cognitive therapy. Arch Gen Psychiatry 1999;56:829-835
Scott J, Teasdale D, Paykel ES, et . Effects of cognitive therapy on
psychological symptoms and social functioning in residual depression.
Br J Psychiatry 2000;177:440-446

FavaGA, Rafanelli C, Grandi S, et a. Prevention of recurrent depression
with cognitive behavioral therapy: preliminary findings.

Arch Gen Psychiatry 1998;55:816-820

FavaGA, Rafanelli C, Cazzaro M, et al. Well-being therapy: anovel
psychotherapeutic approach for residua symptoms of affective disorders.
Psychol Med 1998;28:475-480

Fava GA. Well-being therapy: conceptual and technical issues.
Psychother Psychosom 1999;68:171-179

Rush AJ, Thase ME. Psychotherapies for depressive disorders: areview.
In: Sartorius N, ed. WPA Series, Evidence and Experience in Psychiatry,
vol 1: Depressive Disorders. Chichester, UK: John Wiley & Sons, Ltd;
1999:161-206

Teasdde JD, Sega Z, Williams M. How does cognitive therapy prevent
depressive relapse and why should attentional control (mindfulness)
training help? Behav Res Ther 1995;33:25-39

. Teasdale JD. Emotional processing, three modes of mind and the

prevention of relapse in depression. Behav Res Ther 1999;37:S53-S77
Teasdde JD, Sega ZV, Williams M, et al. Prevention of
relapse/recurrence in major depression by mindfulness-based cognitive
therapy. J Consult Clin Psychol 2000;68:615-623

Montgomery SA, Dunbar G. Paroxetine is better than placebo in relapse
prevention and the prophylaxis of recurrent depression.

Int Clin Psychopharmacol 1993;8:189-195

. Robert P, Montgomery SA. Citalopram in doses of 20-60 mg is effective

in depression relapse prevention: a placebo-controlled 6 month study.
Int Clin Psychopharmacol 1995;10(suppl 1):29-35

. Hochstrasser B, Isaksen PM, Koponen H, et d. Prophylactic effect of

citalopram in unipolar, recurrent depression: placebo-controlled study
of maintenance therapy. Br J Psychiatry 2001;178:304-310

. Kunz NR, Entsuah R, Lel D, et . Venlafaxine extended release (XR)

is superior to placebo in relapse prevention for patients with major
depressive disorder. Presented at the 154th annual meeting of the
American Psychiatric Association; May 5-10, 2001; New Orleans, La
Kunz NR, Entsuah R, Lei D, et a. Venlafaxine in the preventive treatment
of recurrent major depressive disorder [abstract]. Presented at the 154th
annua meeting of the American Psychiatric Association; May 5-10,
2001; New Orleans, La

17



	Table of Contents

