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Aims and methods The purpose of this paper is to
review current evidence and opinion with regard to the
long-term treatment of unipolar depression. The
method employed was a Psychlit search using the
search items long-term, maintenance, treatment and
depression.
Results Thesearchyielded 91 articles.
Clinical implications Unipolardepressionisfrequently
recurrent and sometimes a chronic illness.The paper
identifies those at greatest riskof recurrence. It goes on
to examine strategies to prevent relapse and for
prophylactic treatment. It concludes that
continuation treatment should be sustained at full
dose for 4-6 months after full remission of symptoms.
Where depression is highly recurrent the acute phase
dose should be maintained in the long-term.

Major depression is both a common and serious
psychiatric disorder. EpidemiolÃ³gica! surveys
indicate a one-year prevalence of 3%, while the
lifetime prevalence can be up to 20%. Formerly,
major depression was viewed as having a
relatively good prognosis, however, long-term
naturalistic community surveys have indicated
that this is not the case as there is a high risk of
recurrence and chronicity (Angst, 1992; Keller,
1994). Of those who have suffered one episode of
depression 50-85% will have a subsequent
episode, while those who have had two episodes
80-90% will develop a third. With each
recurrence a further recurrence becomes more
likely and the period in remission tends to
become shorter. Recurrent depression is costly,
with each episode incurring not only the expense
of treatment, but also a loss of productivity and
disruption to social relationships, to say nothing
of the distress to the sufferer. In addition,
surveys consistently indicate that 15% of
sufferers of depression go on to commit suicide.
With each episode there is a considerable risk of
long-term psychosocial impairment and chroni
city, with estimates varying between 15-30%.
Thus, it becomes very important to develop
strategies for the long-term management of
depression.

Definition of terms
It is necessary to define terms, for within the
literature there is considerable confusion with
relapse and recurrence being used synonymously, while 'maintenance therapy', is used to
mean either continuation or prophylactic
treatment.

Stages of treatment

(a) Acute phase begins with first presenta
tion. During this phase the goal of treat
ment is to elicit a treatment response.

(b) Continuation phase begins with a re
sponse to treatment. The treatment goals
are to prevent a relapse and to convert the
response to treatment into a remission.

(c) Prophylactic treatment or maintenance
phase begins at the time the patient is
deemed to have recovered from the episode
of depression and in this phase the goal of
treatment is to prevent the recurrence of
another acute episode (American Psychia
tric Association. 1993; Prien & Kocsis,
1995).

Outcomes

(a) Response to treatment is a significant, but
not total, reduction in symptoms following
the initiation of treatment.

(b) Remission is the return of the patient to a
level of functioning that is consistent with
the patient's premorbid or well self. Often

a Hamilton Rating Scale for Depression
score (Hamilton, 1967) of less than seven
or eight is used as the quantitative
measure of remission.

(c) Recovery is a remission that has been
sustained for such a time that the episode
of depression is deemed to be over,
normally 4-6 months.

(d) Relapse is a return of symptoms that meet
the diagnostic criteria prior to the end of
the index episode.

(e) Recurrence is a return of symptoms that
meet the diagnostic criteria after a full
recovery.
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Continuation treatment
The purpose of continuation treatment is to
prevent a relapse. It is thought that anti-
depressant drugs can suppress the symptoms
of the illness without correcting the underlying
psychopathological process which continues its
natural course. Withdrawal of medication during
this time frequently results in the re-emergence
of symptoms and relapse.

Suitability for continuation treatment
Everyone who has had an episode of depression
which has remitted should be maintained on
continuation therapy. However, certain groups
are at particular risk of relapse. Factors asso
ciated with high risk of relapse include (Angst,
1992; Thase, 1992: Prien & Kocsis. 1995):

(a) chronicity of depressive illness:
(b) severe index episode:
(c) presence of residual depressive symptoms:
(d) older age:
(e) poor social support:
(f) ongoing or renewed psychosocial Stressors:
(g) history of previous non-affective psy

chiatric disorder;
(h) comorbid medical illness.

Antidepressant dosage
The need for continuation treatment should be
discussed with the patient early in the acute
phase of treatment. In general, it is appropriate
to continue with both the medication and the full
dosage that produced the acute phase response
(Johnstone et al, 1990). Studies have shown that
when the dosage is reduced rates of relapse
increase (Frank et al, 1993). For this reason it is
important to select an antidepressant that is well
tolerated from the outset for, with prolonged
treatment, side-effects can become increasingly
irksome and lead to poor compliance and pre
mature cessation of treatment.

Duration of continuation treatment
To prevent relapse pharmacological treatment
should continue for about 4-6 months after an
apparent full remission of symptoms (Frank et
al, 1990; Montgomery, 1994). The persistence of
even mild symptoms indicates that the patient
is at high risk of relapse upon withdrawal.
Discontinuation of treatment should be gradual
(<25% of total dose per week) to prevent the
problems of withdrawal phenomena (e.g. choli-
nergic syndrome with tricyclic antidepressants).
During withdrawal, and after, the patient should
continue to be monitored for re-emergence of
depressive symptoms.

Electroconvulsiue therapy and continuation
therapy
During the continuation phase electroconvulsive
therapy (ECT)has similar rates of relapse to anti-
depressants, and so ECT-induced remission also
requires continuation therapy. Generally, this
takes the form of antidepressant medication.
In selecting an antidepressant, it must be
remembered that research indicates that an
antidepressant that was ineffective in treating
the acute phase is likely to be equally so in the
continuation phase. Where no effective anti-
depressant can be found, continuation of ECT
should be considered (Sackeim et al, 1990).

Prophylactic treatment
The purpose of prophylactic treatment is to
prevent the recurrence of major depression with
the emergence of a new episode. Prophylaxis
should be initiated in all who have suffered three
or more depressive episodes, especially where
there was a shorter period between them. It is
also important to consider the likely impact that
a further episode will have on the patient and
their family. Furthermore, prophylaxis should be
considered in all those who have had two
episodes in two years (World Health Organization
Mental Health Collaboration Centres, 1989).
Risk factors for recurrence of depression include:

(a) previous recurrences especially if severe:
(b) early ( < 25) and late ( > 60) onset;
(c) chronicity;
(d) severe or life threatening index episode;
(e) seasonal pattern:
(f) family history of affective disorder;
(g) depression secondary to other psychiatric

or medical diagnosis;
(h) presence of a sick spouse.

Factors which predict severity of a subsequent
episode include:

(a) psychotic features (in previous episodes);
(b) serious suicide attempt (in previous epi

sodes);
(c) serious functional impairment (in pre

vious episodes);
(d) family history of suicide:
(e) family history of bipolar disorder, or

psychotic affective illness.

In initiating prophylactic treatment it is
important to involve the patient and their family
in the decision-making process and to discuss
with them the risks and benefits of both long-
term treatment and the withdrawal of that
treatment. The full support of both the patient
and their family has been found to benefit long-
term compliance. In addition, it is important to
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give consideration to ongoing psychosocial Stres
sors and to arrange appropriate interventions.

Choosing an antidepressant
No treatment has been found to be a panacea,
and in long-term trials treatment failure is found
in about 25% of patients. While no particular
antidepressant is found to be consistently better
than others, there is evidence that some are less
effective (e.g. nortriptyline in the elderly
(Georgotis et ai, 1989)). As a rule it is wise to
continue with the treatment that was effective in
the acute and continuation phases. The side-
effect profile and tolerability of medication must
be given careful consideration from the outset of
treatment, for they can greatly influence long-
term compliance, particularly at a time whenthe patient may consider themselves 'cured'.
Available evidence suggests that the selective
seretonin reuptake inhibitors have demonstrable
efficacy and are well tolerated (Montgomery,
1994).

The evidence for the role of lithium in main
tenance therapy is equivocal. Meta-analysis of
early research indicated its usefulness and
subsequent, mainly European, studies have
supported this view. Against this a major
National Institute of Mental Health collaborative
study found that maintenance treatment with
lithium alone was little better than placebo while
the combination of lithium with imipramine was
no better than imipramine alone. Though there
may have been methodological flaws in this
study, its findings have been supported by a
subsequent UK-based study comparing lithium
with amitriptyline (Johnstone et al, 1990). More
over lithium has significant disadvantages com
pared with antidepressants as it requires regular
blood tests and has well established long-term
side-effects. However. 10-15% of those people
diagnosed as having a unipolar illness go on to
develop bipolar affective disorder and where
there is a strong suggestion of an as yet
undiagnosed bipolar illness lithium may be
preferable to antidepressants. Risk factors for
an undiagnosed bipolar illness include a family
history of bipolar affective disorder, early age of
onset, psychomotor retardation and where there
is a high frequency of depressive recurrence.

Antidepressant dosage
The evidence that exists, though not strong,
suggests that prophylactic treatment should be
maintained at the full dose effective in the acute
phase (Montgomery, 1994). Under certain cir
cumstances, for example, when side-effects are
problematic, a reduction in dose may be justified
in order to improve compliance.

Duration of prophylactic treatment
There are no valid predictors of when patients
will no longer require preventative treatment
(Prien & Kocsis, 1995). Meta-analysis indicates
the risk of recurrence diminishes after two years
of sustained recovery, though even after three
years the risk remains significant. As in initiating
treatment, when considering its cessation it is
necessary to discuss both the risks and benefits
of alternative courses of action in a collaboration
with the patient and their family. The stronger
the indications for initiating prophylactic treat
ment the longer it should continue. In highly
recurrent depression, successful treatment
should be continued for life.

When it is decided to discontinue long-term
treatment it should be withdrawn slowly over
weeks or even months, and during this time thepatient's mental state should be monitored
closely for re-emergence of depressive symptoms.

Special considerations

Psychotic depression
Continuation therapy should employ a combina
tion of antidepressant and antipsychotic medica
tion and these should be maintained for six
months (Thase. 1992). The dose of the neuro-
leptic should be the minimum required to
sustain the remission. After six months of
recovery the antipsychotic can be tapered off,
unless the patient has suffered a recurrence on
antidepressant medication alone, in which case
it too should be continued.

Recurrence during prophylaxis
In trials 20-70% of patients have a recurrence
despite prophylactic antidepressant treatment.
When this occurs it is important to check the
patients compliance with medication (Thase,
1992). In addition to this it is important to
consider organic causes of depression, such as
thyroid disease, the possibility of substance
misuse as well as looking at psychosocial
issues. After waiting to ensure that it is arecurrence rather than a brief 'flurry' of symp
toms, options for management include the
addition of lithium or switching to an alternative
antidepressant.
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