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Management of Maintenance Treatment

reatment of major depressive disorder has been di-
vided into acute, continuation, and maintenance

medication benefit—even in those with recurrent major
depression—they can be successfully remediated with
cognitive-behavioral therapy, a finding consistent with
previous guideline recommendations.1,6

It must be emphasized that the aim of acute phase treat-
ment is total symptom remission, which necessitates some
measurement of symptom severity at critical decision
points during and at the end of acute phase treatment to de-
termine whether remission has been attained. Evidence in-
dicates that functional restoration follows symptom reduc-
tion by several weeks and that complete remission, as
opposed to response with residual symptomatology, is as-
sociated with better overall functional restoration.2

Continuation phase treatment with medication is typi-
cally conducted with the same drug at the same dose that
was effective in the acute phase. Theoretically, the duration
of the continuation phase is dictated by the presumed natu-
ral course of the episode for the individual patient; that is,
continuation phase treatment ends when the episode itself
would have naturally ended. This treatment phase aims at
continuing the suppression of symptoms, as well as further
improving psychosocial functioning where indicated (e.g.,
Fava et al.5). Further information about disease manage-
ment should be provided during continuation phase
treatment, especially for patients going on to maintenance
treatment. Transient symptomatic worsening (“blips”) are
not uncommon in continuation phase treatment, but they
do not constitute a basis for changing treatment strategies.
In fact, Koran and colleagues (L. M. Koran, M.D.; A. J.
Gelenberg, M.D.; S. G. Kornstein, M.D.; et al., unpub-
lished data, August 1998) found that, for those patients
with chronic depression who had responded but not remit-
ted during acute phase treatment, 46% will ultimately re-
mit following continuation treatment. Thus, more pro-
longed treatment, even with the same medication and
without the addition of psychotherapy, enables a substan-
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phases.1 Acute phase treatment aims at maximum reduc-
tion of symptoms and preferably the attainment of com-
plete symptomatic remission. During the acute phase, evi-
dence also suggests that a substantial return of daily
function occurs even when medication alone is the treat-
ment.2 Continuation phase treatment aims to prevent the
symptoms of the most recent episode from returning (re-
lapse) and aims at continuing to improve psychosocial
functioning. Maintenance phase treatment is reserved for
those with highly recurrent or more chronic depressions
(i.e., those most likely to suffer another episode in the
short term) and aims at preventing recurrences (new epi-
sodes).3

Acute phase treatment may consist of medication, psy-
chotherapy, or the combination (or, for selected patients,
electroconvulsive therapy or light therapy). The combina-
tion of medication and psychotherapy is recommended for
those patients with chronic depression, those with more
complex illnesses (i.e., concurrent psychiatric or general
medical conditions such as substance abuse or Axis II dis-
orders), or those who have failed to respond fully (remit)
to either treatment alone.1 Recent evidence4,5 indicates that
when residual depressive symptoms remain after optimal
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tial number of patients who had initially only partially
responded to attain full remission. Conversely, 19% of
those who responded without remission in the acute phase
relapsed, in which case either augmentation treatment or a
switch to another treatment is recommended.

Maintenance phase treatment is nearly always recom-
mended for those with chronic or highly recurrent depres-
sions, preferably with the same drug at the same oral dose
that was effective during the acute phase. Maintenance
treatment has been shown in randomized, double-blind,
placebo-controlled trials to be effective after 5 years.7 Al-
though many randomized, placebo-controlled trials attest
to the efficacy of maintenance treatment,8–19 all report a
10% to 25% recurrence rate over a span of 1 to 3 years,
even for patients adhering to the maintenance treatment.
Conversely, transient symptomatic worsening also occurs
during maintenance, so treatment plan revisions must be
targeted to those with true recurrences.

Candidates for maintenance treatment are those pa-
tients who have had 3 previous major depressive episodes
or those with 2 prior episodes and an associated risk factor
(e.g., family history of bipolar or recurrent major depres-
sive disorder, psychotic or severe prior episodes, closely
spaced prior major depressive disorder episodes, incom-
plete recovery between episodes). Patient preference also
plays a role in determining whether or not maintenance
treatment should be implemented.1

PREPARING PATIENTS FOR
MAINTENANCE PHASE TREATMENT

No one medication or psychotherapy is a panacea. By
the end of 8 weeks of any single acute phase treatment,
only about 50% to 60% of patients respond; remission
occurs in only about 30%. Therefore, it is wise to consider
various treatment options and plan specific treatment
sequences to attain symptomatic remission during acute
phase treatment. Response is associated with improved
functioning, but remission (compared with response with-
out remission) is associated with even better functioning.
Furthermore, the disadvantages of response without re-
mission include (1) reduced work, family, and other func-
tional roles; (2) poorer prognosis (i.e., increased chances
of recurrences); (3) higher health care utilization; (4) in-
creased family burden; (5) a worsened prognosis—
morbidity and mortality—for associated general medical
conditions, based on more recent evidence20–22; and
(6) theoretically, the potential for developing either
treatment resistance or complications such as substance
abuse.

In sum, when preparing patients for maintenance treat-
ment, it is useful to have a multistep acute phase treatment
plan in mind with which to attain full symptom remission
and full psychosocial recovery. Such plans are sometimes
called disease management protocols, guidelines, or algo-

rithms. Treatment can be divided into strategies (what
treatments to choose and in what order) and tactics (how to
implement these strategies once chosen? what dose and
duration of the medication are to be used?).23,24 Table 1
outlines the principles upon which these guidelines (algo-
rithms) are based.25

PATIENT/FAMILY EDUCATION

A multistep treatment plan should inform the patient
and family of the potential need of attempting several
steps to attain full symptom remission. Since depressed
patients often have very negative outlooks, this informa-
tion may further the therapeutic alliance and reduce pre-
mature treatment attrition. In fact, evidence indicates that
patients who receive this education compared with those
who do not are more likely to continue, rather than prema-
turely leave, acute phase treatment, and they are more
likely to attain better outcomes.26

To achieve optimal control of the disorder and thereby
facilitate successful maintenance treatment, it is important
to develop a partnership with patients and families (or im-
portant others). This partnership aims at anticipating and
overcoming obstacles to adherence, detecting and manag-
ing symptomatic or functional worsening, and implement-
ing and utilizing psychosocial treatments should symptom-
atic or functional response be suboptimal. This partnership
also anticipates and overcomes intermittent life events,
such as general medical conditions, pregnancy, job, school,
or family transitions, that could decrease function, impair
adherence, or worsen depressive symptomatology.

There are 2 time points at which nonadherence is most
likely: (1) when patients begin medication and encounter
side effects (to which there is often substantial adaptation)
and need to psychologically adapt to the notion of having a
medical disorder that entails prolonged treatment, and (2)
after substantial improvement and a return to normal func-
tioning (i.e., once the disorder is under control). At each
time point, patients weigh the apparent immediate costs
and benefits of treatment. In the first case, the costs (side
effects) seem too high; in the second, the benefits are not
immediately apparent to patients.

Table 1. Principles of Medication Guidelines
Individually tailor guidelines
Use proven treatments first
Select best drug that is

Safe and tolerable
Easiest to use (for patient)
Easiest to manage (for doctor)

Aim for symptom remission, not just response
Measure symptomatic outcome
No drug is a panacea
Do not give up
Psychosocial restoration follows symptom relief
Depression-targeted psychotherapies can help
More chronic depressions may respond more slowly
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Nonadherence can present in many forms, such as too
low or too high a dose, incorrect timing of doses, sub-
stance abuse, and so on. Factors contributing to nonad-
herence include forces within the patient’s social system
(e.g., negative attitude toward treatment by a spouse), re-
turn of symptoms (which may lead patients to believe that
no treatment will work), intercurrent illnesses, and use of
medications that worsen antidepressant side effects,
among others. While it is not possible to anticipate solu-
tions to all potential obstacles to adherence, Table 2 sug-
gests that certain solutions can be recommended to com-
monly encountered obstacles including attitudes and
misconceptions, side effects, attainment of the well state,
symptomatic worsening, suboptimal functioning, and on-
going discouragement or demoralization.

Table 3 outlines recommended elements for patient
education. It is particularly important to educate patients
and families that depression is like any other medical ill-
ness, is defined by signs and symptoms, has a specifiable
course, and has a range of available treatments. As with
the treatment of other general medical conditions, pa-
tients need to know that selection among treatment op-
tions often takes a trial-and-error approach; several differ-
ent treatments may need to be tried before the best
treatment is identified. As patients improve, it is impor-
tant that they learn how to measure symptoms and side
effects. Figure 1 shows such a tool now used in the Texas
Medication Algorithm Project.23–25,27 This approach is
highly acceptable to patients and is feasible, not only in
acute treatment to obtain maximal medication benefit,

but also in maintenance treatment to detect symptomatic
fluctuations.

We believe that a self-report inventory to gauge symp-
tom severity is more accurate than global reports or even
clinician-rated global reports. Such self-report inventories
include the Inventory for Depressive Symptomatology,28,29

the Zung Depression Rating Scale,30 the Beck Depression
Inventory,31,32 and the Carroll Rating Scale for Depres-
sion.33 As patients become more stable, having gained
symptomatic benefit from acute treatment, it is useful to
provide additional education on a longer term perspective
of the illness, including discussions of continuation and
maintenance treatments. We have found particularly use-
ful written pamphlets such as “Conquering Depression”34

or “Treating Major Depression: A Patient’s Guide.”35

Table 3. Elements in Patient/Family Education
What is the disorder?
How to monitor symptoms and side effects?
What are treatment options?
What to do if first treatment fails? Or succeeds?
What if the depression returns?
When does treatment end?
What obstacles to adherence can be foreseen?
How to manage longer term life issues (work, marriage, pregnancy,

intercurrent illnesses)?

Table 2. Obstacles and Solutions to Adherence Problems
Obstacle Solution

Attitudes/misconceptions Patient/family education
Side effects Side effect monitoring, dose adjustment,

adjunctive agents, medication switch
Euthymia leading to Patient/family education

treatment discontinuation
Symptom worsening Symptom monitoring, psychotherapy,

medication changes
Suboptimal functioning or Support, formal therapy, rehabilitative

psychosocial problems efforts
Discouragement Patient/family groups (eg, Depressive

and Manic Depressive Association,
National Alliance for the Mentally Ill,
Mental Health Association)

aAdapted from reference 23. This material is in the public domain and
can be reproduced without permission.

Figure 1. Symptom and Side Effects Sheet for Depressiona

No
Symptoms

(0)
Borderline

(1)
Mild
(2)

Moderate
(3)

Marked
(4)

Severe
(5)

Extreme
(6)

In the last week the symptoms of my illness were:

List the 3 most bothersome symptoms in the last week:

1.

2.

3.

Things I did for me:

No
Symptoms

(0)
Borderline

(1)
Mild
(2)

Moderate
(3)

Marked
(4)

Severe
(5)

Extreme
(6)

The side effects of my medication were:

List the 3 most bothersome side effects in the last week:

1.

2.

3.

Things I did for me:

List the medications you are currently taking:

1. 3.

2. 4.

About how long have you been taking each medication?

Weeks Months Years
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MANAGING PATIENTS DURING
MAINTENANCE TREATMENT

Once patients attain symptomatic remission (or at least
maximum symptom reduction and functional improve-
ment during acute and continuation treatments), clinicians
should formally discuss maintenance treatment with those
for whom it is the next logical step. The preferred length of
maintenance treatment is unknown. My own preference is
to provide the opportunity to discontinue on a once-every-
other-year basis.

The main issue in managing patients during mainte-
nance treatment is the differential diagnosis of symptom-
atic worsening. It is important to distinguish blips (sponta-
neous symptomatic fluctuations), which are not pathologic
and do not herald the return of a major depressive episode,
from true recurrences. Three tips may help in this differen-
tiation. Does the pattern or progression of symptom wors-
ening follow the same “symptomatic signature” associated
with the onset of prior major depressive episodes? Does the
symptom worsening extend over time based on repeated
symptom severity measures? Is symptomatic worsening as-
sociated with significant reduction in functional capacity?

Most depressed patients have a rather repeatable pat-
tern of symptomatic progression from the euthymic to the
depressed state. For example, one individual may note in-
somnia first, followed by a lack of interest, then a sad
mood, and finally impaired concentration and decision-
making. Another might notice concentration problems
first and only encounter insomnia as a later symptom. This
symptom progression signature may help distinguish blips
from recurrences, as the former often do not follow the
typical symptom progression for that individual as defined
by the history of prior recurrences.

Table 4 outlines the differential diagnosis of symptom-
atic worsening. It also includes occult substance abuse, the
development of general medical conditions (e.g., thyroid
disease), the presence of drug interactions (e.g., medica-
tions for intercurrent general medical conditions that
lower the blood level of antidepressants), nonadherence,
and the presence of severe life events. Having a record of
symptom severity over time (e.g., patient self-report rat-
ings) allows one to distinguish whether or not a return of
symptoms is profound or modest and whether it is tran-
sient or prolonged.

IMPLICATIONS FOR SYSTEMS OF CARE

Figure 2 outlines the elements of the chronic disease
management program as recommended by Katon and col-
leagues.36 This program is suitable for patients with major
depressive disorder in maintenance treatment as well as
for those with other chronic medical conditions (e.g., dia-
betes, arthritis, heart disease). Critical elements include a
practice structure (e.g., aggressive follow-up of missed ap-
pointments; roles assigned to nonphysicians to contact,
monitor, and support these patients frequently; the routine
and repeated provision of information, education, and sup-
port). This structure follows similar models used to man-
age diabetes; in other words, missed appointments are not
viewed as relief from a busy schedule, but rather a flag to
call or otherwise contact the patient to ensure proper dis-
ease control.

Patient/family education should begin with the ba-
sics—what are the symptoms, signs, and treatment op-
tions? Including patients and families in long-term man-
agement of these conditions is recommended. Long-term
planning of anticipated life events such as pregnancy, job
change, or retirement, as well as education on how to man-
age intercurrent medical events, surgical or dental pro-
cedures, and so on, should be part of the information
provided to families and patients. Because knowledge
evolves rapidly and patients deserve expert care, provider
education with easily accessible consultation and decision
support is recommended. State-of-the-art information sys-
tems can provide reminders to both providers and patients
and facilitate the use of outcome measures with timely
feedback to both provider and patient.

Finally, changes are likely needed in the current incen-
tive system to support providers in managing chronic dis-
eases, especially maintenance treatment of major depres-
sion. This includes preferential access to and use of safer
and better tolerated medications earlier rather than later;
paying clinicians to provide patient/family education on a
recurrent basis; payment for the measurement of symp-

Table 4. Differential Diagnosis of Symptomatic Worsening
Nonpathologic spontaneous fluctuations (blips)
Precursors to the return of illness
Substance abuse
General medical conditions
Other medications
Drug interactions
Nonadherence
Change in psychiatric diagnosis
Life events

Figure 2. Elements of a Chronic Disease Management
Programa

aAdapted from reference 36. This material is in the public domain and
can be reproduced without permission.
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toms and for visits to obtain adherence and educate pa-
tients, even if dose adjustment is not required and even if
the patient is not symptomatic; and the development,
training, and use of nonphysician staff to assist in long-
term management. It may even prove cost-effective to
pay for the screening of high-risk groups (e.g., the off-
spring of those with recurrent major depressive or bipolar
disorder) before they seek treatment. Such individuals
may go for years before coming to treatment, thereby suf-
fering 5 to 10 years of disability and potentially develop-
ing a more difficult-to-treat disorder than might otherwise
be the case if early detection and intervention were at-
tained.

CONCLUSIONS

While much can be said about the practical art of man-
aging patients in long-term maintenance treatment, many
questions remain unanswered. For example, does earlier
as opposed to later intervention actually increase the like-
lihood of success for more patients (i.e., Do patients re-
spond faster if treatment begins earlier in the course of ill-
ness? Do they respond more thoroughly?)?

Secondly, can we find practical, clinical, biological, or
other disease correlates by which to titrate and manage
treatment instead of relying only on symptom measures?
Most general medical diseases are associated with some
intermediate biological or physiologic variable by which
to manage treatment (e.g., blood sugar in diabetes). Other
remaining questions include (1) Do multistep medication
guidelines actually improve outcomes? (2) Which guide-
lines are best for which individuals? (3) Do antidepres-
sant agents with dual, as opposed to single, mechanisms
of action produce better remission rates? and (4) Does an
aggressive disease management program that includes the
above elements produce better outcomes?

On the other hand, we can conclude that many patients
will require maintenance treatment. This treatment in-
cludes medication, education, symptom monitoring, and
providing a supportive social system. The attainment and
maintenance of complete remission—not just a re-
sponse—by long-term partnerships with patients, fami-
lies, and providers will optimize disease control and mini-
mize both the burden of treatment and the disability due
to the illness. Chronic disease management may likely re-
quire changes in our daily practices and changes in cur-
rent delivery system incentives.

REFERENCES

  1. Clinical Practice Guideline Number 5: Depression in Primary Care, vol 1.
Detection and Diagnosis. Rockville, Md: US Dept Health Human Ser-
vices, Agency for Health Care Policy and Research; 1993. AHCPR publi-
cation 93-0550

  2. Miller IW, Keitner GI, Schatzberg AJ, et al. The treatment of chronic de-
pression, part 3: psychosocial functioning before and after treatment with
sertraline or imipramine. J Clin Psychiatry 1998;59:608–619

  3. Thase ME. Long-term nature of depression. J Clin Psychiatry 1999;60
(suppl 14):3–9

  4. Fava GA, Grandi S, Zielezny M, et al. Four-year outcome for cognitive be-
havioral treatment of residual symptoms in major depression. Am J Psychi-
atry 1996;153:945–947

  5. Fava GA, Rafanelli C, Grandi S, et al. Prevention of recurrent depression
with cognitive behavioral therapy: preliminary findings. Arch Gen Psychi-
atry 1998;55:816–820

  6. American Psychiatric Association. Practice Guidelines for Major Depres-
sive Disorder in Adults. Am J Psychiatry 1993;150(suppl 4):1–26

  7. Kupfer DJ, Frank E, Perel JM, et al. Five-year outcome for maintenance
therapies in recurrent depression. Arch Gen Psychiatry 1992;49:769–773

  8. Glen AIM, Johnson AL, Shepherd M. Continuation therapy with lithium
and amitriptyline in unipolar depressive illness: a randomized, double-
blind, controlled trial. Psychol Med 1984;14:37–50

  9. Coppen A, Ghose K, Montgomery S, et al. Amitriptyline plasma-concen-
tration and clinical effect: a World Health Organisation Collaborative
Study. Lancet 1978;1:63–66

10. Giller E Jr, Bialos D, Harkness L, et al. Long-term amitriptyline in chronic
depression. Hillside J Clin Psychiatry 1985;7:16–33

11. Liebowitz MR, Quitkin FM, Stewart JW, et al. Antidepressant specificity in
atypical depression. Arch Gen Psychiatry 1988;45:129–137

12. Mann JJ, Georgotas A, Newton R, et al. A controlled study of trazodone,
imipramine, and placebo in outpatients with endogenous depression. J Clin
Psychopharmacol 1981;1:75–80

13. Peselow ED, Filippi A-M, Goodnick P, et al. The short- and long-term effi-
cacy of paroxetine HCl, A: data from a 6-week double-blind parallel design
trial vs imipramine and placebo. Psychopharmacol Bull 1989;25:267–271

14. Peselow ED, Filippi A-M, Goodnick P, et al. The short- and long-term effi-
cacy of paroxetine HCl, B: data from a double-blind crossover study and
from a year-long term trial vs imipramine and placebo. Psychopharmacol
Bull 1989;25:272–276

15. Quitkin FM, Stewart JW, McGrath PJ, et al. Phenelzine versus imipramine
in the treatment of probable atypical depression: defining syndrome bound-
aries of selective MAOI responders. Am J Psychiatry 1988;145:306–311

16. Prien RF, Kupfer DJ, Mansky PA, et al. Drug therapy in the prevention of
recurrences in unipolar and bipolar affective disorders: report of the NIMH
Collaborative Study Group comparing lithium carbonate, imipramine, and
a lithium carbonate-imipramine combination. Arch Gen Psychiatry 1984;
41:1096–1104

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

18. Kocsis JH, Friedman RA, Markowitz JC, et al. Maintenance therapy for
chronic depression. Arch Gen Psychiatry 1996;53:769–776

19. Keller MB, Kocsis JH, Thase ME, et al. Maintenance phase efficacy of ser-
traline for chronic depression: a randomized controlled study. JAMA 1998;
280:1665–1672

20. Rush AJ, Trivedi MH. Treating depression to remission. Psychiatr Ann
1995;25:704–705, 709

21. Judd LL, Akiskal HS, Maser JD, et al. A prospective 12-year study of
subsyndromal and syndromal depressive symptoms in unipolar major de-
pressive disorders. Arch Gen Psychiatry 1998;55:694–701

22. 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

23. Rush AJ, Crismon ML, Toprac MG, et al. Consensus guidelines in the treat-
ment of major depressive disorder. J Clin Psychiatry 1998;59(suppl 20):
73–84

24. Rush AJ, Rago WV, Crismon ML, et al. Medication treatment for the se-
verely and persistently mentally ill: the Texas Medication Algorithm
Project. J Clin Psychiatry. 1999;60:284–291

25. Crismon ML, Trivedi MH, Pigott TA, et al. The Texas Medication Algo-
rithm Project: report of the Texas Consensus Conference Panel on medica-
tion treatment of major depressive disorder. J Clin Psychiatry 1999;60:
142–156

26. Basco MR, Rush AJ. Compliance with pharmacotherapy in mood disor-
ders. Psychiatr Ann 1995;25:269–270, 276, 278–279

27. Gilbert DA, Altshuler KZ, Rago WV, et al. Texas Medication Algorithm
Project: definitions, rationale, and methods to develop medication algo-
rithms. J Clin Psychiatry 1998;59:345–351

28. Rush AJ, Giles DE, Schlesser MA, et al. The Inventory for Depressive
Symptomatology (IDS): preliminary findings. Psychiatry Res 1986;18:



© Copyright 2000 Physicians Postgraduate Press, Inc.

One personal copy may be printed

26 J Clin Psychiatry 1999;60 (suppl 14)

A. John Rush

65–87
29. Rush AJ, Gullion CM, Basco MR, et al. The Inventory for Depressive

Symptomatology (IDS): psychometric properties. Psychol Med 1996;26:
477–486

30. Zung WWK. A self-rating depression scale. Arch Gen Psychiatry 1965;
12:63–70

31. Beck AT, Ward CH, Mendelson M, et al. An inventory for measuring de-
pression. Arch Gen Psychiatry 1961;4:561–571

32. Beck AT, Rush AJ, Shaw BF, et al. Cognitive Therapy of Depression. New
York, NY: Guilford Press; 1979

33. Carroll BJ. The Carroll Rating Scale for Depression. Br J Psychiatry 1981;
138:194–200

34. National Alliance for Research on Schizophrenia and Depression. Con-
quering Depression. Great Neck, NY: NARSAD Research; 1996

35. New York State Psychiatric Association. Treating Major Depression: A
Patient’s Guide. New York, NY: New York State Psychiatric Association;
1996

36. Katon W, Von Korff M, Lin E, et al. Population-based care of depression:
effective disease management strategies to decrease prevalence. Gen Hosp
Psychiatry 1997;19:169–178


	Table of Contents

