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Abstract: In recent years, depression has been reconceptualized from a short, self-limiting condition to longer time frames as

a result of the observation that most depressed persons will have a recurrent or chronic course. Similarly, antidepressant

therapy, either with drugs or psychotherapy, has been recast in longer time periods. The best current evidence indicates that

ongoing treatment with medications and certain types of psychotherapy (with interpersonal psychotherapy [IPT] and

cognitive behavioral psychotherapy [CBT] and related approaches being the most widely tested) reduce risk for relapse

(defined as the return of the original episode of depression) and recurrence (the occurrence of a new episode). IPT, CBT,

and medications reduce risk while they are continued, but only CBT seems to have an enduring effect after it is

discontinued. Significantly, combining CBT with antidepressant medications initially may reduce the preventive effect of

CBT on relapse and recurrence. Therefore, the choice of initial treatment determines the need for longer-term continuation

of therapy.

The treatment of depression is often conceptualized
in relatively short time periods; for example, the
median duration of an untreated depressive episode
is about 23weeks (1). This type of observation led to
the common recommendation of continuing anti-
depressant treatment for 6-9 (or 12) months (2–4),
followed by a slow taper (5). However, these rec-
ommendations are inconsistent with the longer-
term outcome in most depressed people (6).
About 80% of people with depression will experi-
ence a recurrence, and approximately 15% will be
chronically ill (7). The probability of recurrence of

depression is a function of the number of previous
episodes: recurrence occurs in ,60% after one ep-
isode of depression, 60%–90% after two, and .
95% for three or more episodes (6). Therefore, the
majority of depressed people will need maintenance
management of some kind. However, as discussed
in greater detail below, maintenance management is
not the same thing as maintenance treatment.
Treatmentofdepression is often conceptualized to

occur in three phases: acute (typically the first 8-16
weeks of care or until remission occurs), continua-
tion (usually an additional 6 months of treatment,
representing the time to the end of the current ep-
isode), and maintenance (focused on prevention of
a return of a new depressive episode) (8). These
conventions are based on the observed short-term
rates of relapse of previously effective antidepressant
treatment for depression, which is highest if the
treatment is withdrawn in the first 16 weeks,
declines somewhat in the next 6 months, and is
lowest thereafter (9, 10). Relapse is then defined as
a return to the original episode of depression, within
the acute and continuation treatment periods. Re-
currence is described as the occurrence of a wholly
new episode of depression (8). This reviewwill focus
on strategies to manage relapse and recurrence of
depression.
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NATURALISTIC OUTCOMES

The good news about depression is that the broad
majority of peoplewith the conditionwill eventually
improve (11, 12). More than 90% of people with
depression will eventually recover (13). Better still is
that treatment does influence longer-term outcome;
for example, Leon and colleagues (14) assessed 285
people with an index episode of major depression in
the National Institute of Mental Health Collabo-
rative Depression Study over periods of up to 20
years in a naturalistic follow-up design. Those who
received higher levels of somatic antidepressant
treatment over the follow-up period tended to have
more prior episodes and had more severe depression
at baseline compared with those who received less
treatment. In spite of this, those with higher levels of
somatic treatment were significantly more likely to
recover from depression than those receiving lower
levels of treatment. Therefore, treatment appears to
be effective in both short- and long-term care.
Moreover, even chronically ill people may still ex-
perience recovery. Mueller et al. (13) found that of
people depressed over an initial 5 years of observa-
tion, 38% recovered over the next 5 years. This
means that the overall prognosis of recovery of de-
pression is generally good.
The bad news, by contrast, is thatmost people will

eventually relapse. For example, in a continuation
follow-up study of 380 subjects who recovered from
an index episode of major depressive disorder, in-
cluding 105 who remained well for at least 5 years,
Mueller et al. (12) observed relapse or recurrence in
85% of the whole sample, including 58% of those
who remained well for at least 5 years. They found
several factors that predicted relapse, including be-
ing female, never married, and having a longer index
depressive episode and more prior episodes. Given
that most depressed people have a recurrence after
an initial episode, therapy should be reconcep-
tualized as long-term management, much like cur-
rent concepts of the treatment of diabetes or
depression. Note that this may not mean long-term
medication management; as described below, cer-
tain psychotherapies like cognitive behavioral ther-
apy, behavioral activation therapy, maintenance
management with interpersonal psychotherapy, and
perhaps other forms of therapy appear to reduce
relapse and recurrence as well (15).
Another piece of bad news is that residual de-

pression, conceptualized as continued depression
even after an initial treatment, is the common out-
come of depression treatment. In the NIMH
Sequenced Treatment Alternatives to Relieve De-
pression (STAR*D) program (16), only about a
third of patients with major depression experienced

remission with an initial period of optimized treat-
ment with the SSRI citalopram (17). Even after four
levels of treatment (i.e., treatment trials), the cu-
mulative remission rate was only 67% (16). More-
over, many patients relapse and even patients
considered “remitted” (typically defined as a Ham-
ilton Rating Scale for Depression [HRSD] score of
#7) may not actually think of themselves as well
(18). For example, Zimmerman et al. (18) assessed
274 outpatients with major depression in ongoing
psychiatric treatment, including 174 who per-
formed a self-assessment of outcome. Of those
meeting the standard definition of remission
(HRSD #7), half did not consider themselves as
truly remitted as assessed by the Remission of De-
pression Questionnaire (19). These data are con-
sistent with the previous findings by Zimmerman
and colleagues, which showed that depressed
patients in treatment who scored 0-2 on the HRSD
had significantly less impaired psychosocial func-
tioning and better quality of life than those scoring
3-7. This indicates that even mild residual de-
pression is associated with significant life impair-
ment, and that depression severity must be driven
down to very low levels to achieve normal func-
tioning.

THE INFLUENCE OF THE INITIAL QUALITY

OF RECOVERY AND RELAPSE OF

DEPRESSION

There is a considerable range of outcomes with
initial treatment of depression, with the majority of
people experiencing only partial improvement (16,
20). There is now strong evidence indicating that
the quality of initial improvement in depression is
a strong predictor of long-term depression outcome
(20, 21). Ramana et al. reported an early observation
of this problem in a study in 1995 (22); overall, 40%
of people treated initially for depression experienced
relapse over a 15-month follow-up period. How-
ever, when divided into initial remission or non-
remission, the remitted participants (i.e., those with
an end-of-treatment HRSD score of ,7) had a re-
lapse rate of 25%, while those not remitted had
a 76% chance of subsequent return of major de-
pression. These findings have been supported by
subsequent studies over short-term follow-up peri-
ods (e.g., 1 year) (23, 24). However, relapse and
recurrence in much longer-term follow-up does not
seem to be affected by initial quality of response
(25–27). For example, Kennedy et al. (26, 27)
found over a period of 10 years of follow-up that
those with and without initial remission of de-
pression did not differ in the likelihood of experi-
encing a recurrence, mean number of recurrences,

focus.psychiatryonline.org FOCUS Fall 2012, Vol. X, No. 4 435

SHELTON AND HOLLON
C
L
I
N
I
C
A
L

S
Y
N

T
H

E
S
I
S

http://www.focus.psychiatryonline.org


readmissions to hospital, the development of chronic
depression, or clinical global outcome, although
those with initial nonremission did spendmore time
with significant depressive symptoms (although not
necessarily in episode) and greater overall impair-
ment of social functioning. These data indicate that
the initial quality of improvement affects short-
term relapse and recurrence rates over the first 18
months, persistence of depressive symptoms, and
impairment, but it does not influence the ultimate
likelihood of the recurrence of full episode of
depression (20, 28).

CONTINUATION AND MAINTENANCE

TREATMENT OF DEPRESSION:
MEDICATIONS

There is now overwhelming evidence that longer-
term treatment with antidepressants after initial
adequate response dramatically reduces risk of re-
lapse and recurrence of depression (6, 29). This is
true, given the caveat of adequate initial response
described above; unfortunately, many depressed
people do not recover even after multiple rounds of
adequate treatment. Therefore, many follow-up
studies are actually enrichment designs—only
those who did reasonably well initially were taken
into follow-up treatment. As a result, the benefits of
continuation and maintenance treatments may be
somewhat inflated over what might be expected
with a full sample.
One of the earliest long-term follow-up trials after

initial treatment of depression was that of Prien,
Klett, and Caffey in 1984 (30). In this study, both
bipolar and unipolar depressed patients were ran-
domly assigned to treatment with lithium, imipra-
mine, and placebo for up to 2 years.Not surprisingly,
those with bipolar depression did better on a regi-
men of lithium than either imipramine or placebo,
with more treatment-emergent mania seen with
imipramine treatment. By contrast, continuation
treatment with either lithium or imipramine was
equally effective and more so than placebo in pre-
venting depression for unipolar patients. This study
highlights the effectiveness of continuation treat-
ment with an antidepressant medication, which
now has been confirmed with many subsequent
studies (for reviews see Keller [6, 29, 31], Paykel [5],
and Kaymaz et al. [32]). In a meta-analysis of 30
trials with 4,890 participants (32), the odds ratio of
relapse in continuation treatment versus withdrawal
from treatment (typically to placebo) was highly
significant for both SSRIs (OR=0.24, 95%CI=0.20
to 0.29) and tricyclics (OR=0.29, 95% CI=0.23 to
0.38) over 1 year of follow-up. Interestingly, recur-
rent patients experienced somewhat less protection

from a return of depression by antidepressant treat-
ment over the maintenance phase (OR=0.37,
95% CI=0.31 to 0.44) than single-episode pa-
tients (OR=0.12, 95% CI=0.06 to 0.26). How-
ever, continuation treatment clearly reduces
relapse, at least in people who have a good initial
response.
There have been relatively few long-term con-

trolled follow-up studies greater than 1 year in du-
ration. In one study of maintenance therapy in 128
patients, the rates of recurrence over 3 years were
22% for patients treated with imipramine, 78%
with placebo, 24% with interpersonal psychother-
apy (IPT) plus imipramine, 65% with IPT plus
placebo, and 62% with IPT alone, indicating that
imipramine reduced rates of recurrence more that
either placebo or IPT, while IPT alone had modest
effects (33). In a follow-up from that same study,
participants who were treated with imipramine
were randomly assigned to continuation imipramine
or placebo (34). Rates of relapse were dramatically
lower with imipramine (10%) than placebo (60%),
indicating that continuation treatment with an an-
tidepressant (at least with a tricyclic) beyond 3 years
was beneficial. The bulk of evidence then indicates
that longer-term treatment with antidepressants
produces sustained benefits.

CONTINUATION AND MAINTENANCE

MANAGEMENT OF DEPRESSION:
PSYCHOTHERAPY

We know less about extended treatment with
psychotherapy but what we do know suggests that
keeping patients in treatment longer reduces risk for
relapse andrecurrence.Continuationtreatmentwith
IPT was superior to withdrawal onto pill-placebo or
no pill (35), so long as IPT was not combined with
pill-placebo (36). Moreover, continuation IPT had
a delayed effect on the quality of patients’ in-
terpersonal relationships not found for medications
(37). As previously noted, maintenance IPTwas less
efficacious than maintenance medication in the
prevention of recurrence in normal aged adults, but
still more efficacious than pill-placebo (33). It
should be noted that that maintenance IPT was
provided only monthly (whereas acute IPT is usu-
ally provided weekly) so that the lesser efficacy of
IPT in this studymay have been a consequence of its
reduced “dose.” Moreover, process studies indicate
that when IPT was conducted in an adherent fash-
ion it had a considerably larger prophylactic effect
than when it was not (38). Maintenance IPT was
as efficacious as maintenance medication and their
combination better still (with each superior to
pill-placebo) in the prevention of recurrence in a
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“young” geriatric sample up to 75 years of age (39).
However, a subsequent replication in an older
geriatric sample aged 70 or above found mainte-
nance IPT no more efficacious than pill-placebo
and less efficacious than maintenance medi-
cations (40), although maintenance IPT was pro-
tective of cognitively impaired elders (41).
Cognitive behavior therapy (CBT) has been less

often tested as a continuation or maintenance
treatment than IPT, although it has generally per-
formed well when it has. Continued treatment with
CBT reduces relapse relative to treatment discon-
tinuation; the duration of follow-up in studies
suggests that the benefits of continued treatment
mayextend into themaintenanceperiod.Thismeans
that CBT may be effective for the prevention of
both relapse and recurrence (42). Maintenance
treatment with a Cognitive Behavioral Analytic
System of Psychotherapy (CBASP) was found to
reduce risk for recurrence in patients with chronic
depressions (43). Although the studies are few, their
results are positive.
One of the reasons that such continuation or

maintenance treatment studies are so scarce with
respect to this approach is that CBT appears to
have an enduring effect that lasts beyond the end
of treatment (44). Patients treated with prior
CBT during acute treatment are only about half as
likely to relapse following treatment termination
as patients withdrawn from antidepressant medi-
cations (45–50) and the magnitude of that pre-
ventive effect is at least as great as keeping patients
on continuation medication (48–51). Even the
more purely behavioral treatment Behavioral Acti-
vation Therapy evidenced an enduring effect fol-
lowing treatment termination that was as efficacious
as keeping patients on continuation antidepressant
(50). The only study in the literature that did not
show such an enduring effect for prior CBT was the
NIMH Treatment of Depression Collaborative
Research Program and such differences as were ev-
ident favored prior CBT over discontinuation of
medications (52). There are even indications that
this enduring effect extends to the prevention of
recurrence (49, 50). It would appear that there
are at least two ways to protect patients against
subsequent symptom return: either keep them on
medications or provide them with prior exposure
to CBT during acute treatment (53).
What is not so clear is whether CBT still has an

enduring effect when combined with medications.
Curiously enough, only two studies have com-
pared prior exposure to CBT when it was provid-
ed in combination with as opposed to without
medication and the findings from those two trials
run in opposite directions. One trial found that

combining CBT with medications eliminated its
enduring effect (47) whereas the other found that
its enduring effect was just as robust regardless of
whether it was combined with medications or
not (48). Both studies had small samples in their
follow-ups (about a dozen patients per condition)
and therefore the question remains unanswered.
There are indications that combining CBT with
medications undercuts its enduring effect in panic
and anxiety disorders and the possibility exists that
it does so in depression (44). Given the relative lack
of efficacy of our current treatments with more
chronic and refractory patients, this is an issue that
will have to be resolved.
CBT does appear to have an enduring effect when

it is introduced after patients are already in remission
or recovery, either following acute treatment with
medications or spontaneous remission. Providing 3
months of a modified version of CBT called Well-
being Therapy prevented recurrence for up to 3
years (54), and providing a similar duration of CBT
for patients who showed only partial response to
ongoing medication treatment reduced rates of re-
lapse (55) and subsequent recurrence for up to 5
years (56). Providing 8 weeks of group CBT for
patients who had already remitted prevented relapse
and recurrence for up to 5 years following treatment
termination, with the strongest differential effects
for patients with three or more prior episodes (57).
A similar moderated effect was found for acute CBT
followed by brief psychoeducation (but not psy-
choeducation alone) for patients with four or more
prior episodes (58). The only studies that failed to
find an enduring effect for CBT provided following
remission involved comparisons to continuation
medication (59, 60).
Mindfulness based cognitive therapy (MBCT)

adds meditation to conventional CBT and also has
been shown to prevent relapse and recurrence in
remitted patients (61–63). Curiously, MBCT
appears to have its largest differential effects for
patients with three or more prior episodes. Prior
exposure to MBCT appears to be about as effica-
cious as keeping patients on medications such that
most of the patients exposed to MBCT were able to
discontinue medications (63). MBCT has yet to be
used as an acute intervention but its capacity to
prevent relapse and recurrence clearly has been
established.
There are indications that CBT can prevent onset

of first episode of depression in at-risk adolescents
(64) and the samemight be true for IPT (65). These
preventive interventions can be applied universally
to unselected populations (for example as part of the
school curriculum) but have their greatest effect in
at-risk samples (66). If psychosocial interventions
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can be used to reduce risk for initial onset it might
prove possible to alter the trajectory of the life-
course of depression. It might prove that the best
way to deal with the long-term management of
depression is to provide the skills to high-risk indi-
viduals that enable them to not fall victim to de-
pression in the first place.

CONTINUATION AND MAINTENANCE

MANAGEMENT OF DEPRESSION:
MAINTENANCE ELECTROCONVULSIVE

THERAPY

Electroconvulsive therapy (ECT) is a highly ef-
fective treatment fordepression, including treatment
resistant MDD (67). For example, one study found
that, overall, 73% of people with MDD who re-
ceived ECT achieved remission; of those who had at
least one adequate prior antidepressant trial, 63%
responded, compared with 91% of people without
an adequate prior treatment (67). Most studies have
found that approximately 60%of treatment-resistant
patients achieve response (68). However, a relatively
high proportion of people who achieve adequate
initial response eventually relapse (69). Sackeim and
colleagues (69) found that 84% of ECT-treated
patients who continue on placebo relapse within
6 months. This rate was reduced to 60% if people
continued on the tricyclic antidepressant nortrip-
tyline. However, only 39% of people treated with
a combination of lithium and nortriptyline re-
lapsed, indicating that this combination may be
the most effective means of preventing relapse with
pharmacotherapy.
An alternative approach for the prevention of

relapse after initial response to ECT is continuation
(C-ECT) andmaintenance (M-ECT)ECT therapy,
in which ECT is continued on a weekly basis or less
frequently (70, 71). C-ECT is typically defined as
a continuation of ECT for 6 months following the
initial period of ECT, while M-ECT is ECT that
continues beyond 6 months. There has been rela-
tively little systematic study of C-ECT or M-ECT;
this led the National Institute for Clinical Excel-
lence (NICE) Technology Appraisal, “Guidance on
the Use of Electroconvulsive Therapy,” to come to
the following conclusion regarding continuing ECT
following initial response: ECT is “not recom-
mended as a maintenance therapy in depressive ill-
ness [since] longer-term benefits and risks of ECT
have not been clearly established.” The report goes
on to say, “There was no conclusive evidence to
support the effectiveness of ECT beyond the short
term or that it is more beneficial as a maintenance
therapy in depressive illness than currently available
pharmacological alternatives.” One randomized

prospective study compared C-ECT given weekly
for 4 weeks, biweekly for 8 weeks, andmonthly for 2
months, for a total of 10 ECT treatments over 6
months with a nortriptyline-plus-lithium combi-
nation in participants who experienced remission
with initial ECT (72). Those in the ECT condition
had no psychotropic medications other than lor-
azepam or diphenhydramine as needed. In the C-
ECT condition, 37.1% experienced relapse, 16.8%
dropped out, and 46.1% continued to have re-
mission. In the comparison nortriptyline plus lith-
ium condition, 31.6% experienced relapse, 22.1%
dropped out of the study, and 46.3% continued to
experience remission. While maintenance ECT did
appear to reduce relapse as compared with placebo-
treated patients in previous studies, it was not more
effective than continuation treatment with the
tricyclic-plus-lithium combination, at least when
delivered on the schedule described.
Only one relatively small, randomized trial com-

pared combined nortriptyline and ECT against
nortriptyline alone in elderly depressed over a 2-year
period and found the combination superior (73).
However, there have been no other published
studies on the relative benefits of combined medi-
cations and C-ECT or M-ECT. In addition,
whether C-ECT or M-ECT given on a more fre-
quent schedule would work better is unknown.

EXTENDED TREATMENT FOR COMPLICATED

PATIENTS

Finally, not everyone gets better with initial
treatment, and patients with chronic depression or
depressions superimposed upon axis II personality
disorders are particularly likely to need treatment to
be extended. IPThas developed a strategy for dealing
with such patients that encourages patients to rec-
onceptualize what they consider to be lifelong
characterflawsas chronicbut treatable “states” rather
than immutable “traits” (74). Therapy itself is de-
fined as a process of “role transition” from seeing
oneself as flawed to recognizing and treating the
affective disorder. CBT deals with such patients by
adopting a “schema-focused” approach in which
great emphasis is put upon identifying and changing
the core beliefs and dysfunctional assumptions that
underlie the specific negative automatic thoughts
that drive mood and problematic behavior in ev-
eryday situations. Therapists adopt what is called
the “three-legged stool” in which attention is paid to
childhood antecedents and aspects of the thera-
peutic relationship in equal measure to current
concerns in the patient’s life (75). Schema-focused
CBT recognizes that change is harder to produce in
some patients and starts from the assumption that
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efforts to deal with current life concerns will have to
take place in a broader context than typically is the
case for less complicated patients.

SUMMARY

Depression has proven to be amuchmore difficult
condition to treat than previously thought, with
a largemajority of patients having either recurrent or
chronic depression. Depression treatment has
moved from a predominant focus on acute man-
agement toward conceptualizing treatment in longer
timeframes—that is, managing acutely but also
preventing relapse and recurrence long-term. Both
antidepressants and some psychotherapies (e.g., IPT
and CBT and its variants) have both acute and en-
during benefits in depressed patients. However, the
enduring effects of IPT seem to occur primarily in
the face of ongoing treatment. By contrast, a prior
course of CBT seems to reduce the risk for relapse
and, possibly, recurrence of depression. In-
terestingly, combining CBT initially with a medi-
cation may reduce the relapse and recurrence
prevention effect. Therefore, based on the best
current information, whenever possible CBT
should be provided in the absence of medication at
least initially. There are clearly some situations in
which CBT should probably not be provided
without initial medication management because of
the delay in effect of CBT relative to medications
(e.g., patients with serious suicidal potential, psy-
chotic depression, or severe impairment). Antide-
pressants reduce risk for relapse and recurrence but,
like IPT, antidepressants reduce risk only while they
are continued. Therefore, an initial choice of an
antidepressant medication entails the need for on-
going drug treatment to achieve the objective of
relapse and recurrence prevention.
Once relapse or recurrence occurs, the possibility

of the development of an intercurrent medical
condition such as hypothyroidism or inflammatory
disease that may be contributing should be con-
sidered. This should parallel the assessment of
possiblemedical contributors aswould be done in an
initial evaluation. In face of a significant return of
depressive symptoms in the absence of a known
contributing medical condition, more advanced
therapies, includingcombinedCBTplusmedication
(if not done) or an augmentation (76) or other ad-
vanced treatment strategy may be given.
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