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Major depressive disorder (MDD)
is a recurrent or chronic disorder in
many patients. Patients who receive in-
adequate treatment and fail to reach
remission are at risk for poor long-
term outcomes, including ongoing
morbidity and mortality from other
psychiatric and medical conditions,
impaired psychosocial function, and
increased tendency to relapse. While
safe and effective treatments exist for
major depressive disorder, until re-
cently there was only limited evidence
on how to successfully treat patients
who do not achieve remission after a
single course of antidepressant treat-
ment or who respond but then experi-
ence recurrent episodes. A panel of ex-
perts convened to address questions
about the long-term treatment and pre-
vention of recurrence of MDD.

What Is the Difference
Between Continuation
Therapy and Maintenance
Therapy?

Martin B. Keller, M.D., began the
discussion by defining continuation
therapy as a treatment intended to pre-
vent relapse, that is, to suppress the
symptoms of a current episode that has
not yet been fully resolved. The typical
time frame established for continua-
tion therapy is approximately 4 to 6
months after patients have responded
in the acute phase of treatment.' In
describing continuation therapy stud-
ies for MDD, David L. Dunner, M.D.,
stated that the typical study design is to
include patients who responded to an
antidepressant during the acute treat-
ment phase and then continue some
patients on antidepressant medication
and switch others to placebo. Invari-

ably, antidepressant continuation treat-
ment is more effective than placebof’5
illustrating the need for continuation
therapy with all treatments, including
psychotherapy.®® For example, a re-
view by Keller and Boland' stated that
the risk of relapse is greatest during the
first 6 months after recovery and found
that continuation therapy with antide-
pressant medications was effective
(Table 1).'%1

Dr. Keller explained that, in con-
trast to continuation therapy, mainte-
nance therapy is a treatment designed
to prevent recurrence or the develop-
ment of a new episode once an acute
episode and the continuation treatment
phase are over (Figure 1).'° According
to Hirschfeld,'” the duration of mainte-
nance therapy is 6 to 24 months. How-
ever, in the absence of other, more
curative treatment options, Dr. Thase
asserted that maintenance therapy may
be needed for an indefinite amount of
time for certain patients, which in func-
tional terms may translate into life-
long treatment.

What Clinical Characteristics
Suggest a Patient Is or

Is Not a Candidate for
Maintenance Therapy

for Major Depression?

The major characteristics that
qualify a patient with major depression
for maintenance therapy, as identified
by Michael E. Thase, M.D., are the
number of prior episodes the patient
has had and the frequency of recur-
rence. Patients who have had 2 epi-
sodes within several years or a lifetime
history of 3 or more episodes would be
likely to show the greatest benefit from
longer term, preventive therapy.
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Table 1. Continuation Studies of Relapse Rates of Antidepressants Versus Placebo®

Relapse Rate

Study Drug Drug (%) Placebo (%)
Montgomery et al'! Fluoxetine 26 57
Montgomery and Dunbar'? Paroxetine 16 43
Doogan and Caillard" Sertraline 13 46
Montgomery et al'* Citalopram 11 31
Feiger et al" Nefazodone 17 33
*Adapted with permission from Keller and Boland."

Figure 1. Response, Remission, Recovery, Relapse, and Recurrence of Depression

During Treatment Stages®
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Dr. Keller agreed and clarified that
anyone who has had 2 lifetime epi-
sodes in addition to the current episode
be thought of as a candidate'; however,
he recommended using good judgment
when determining patients’ eligibility
for maintenance therapy. John M.
Zajecka, M.D., stated that only patients
who have achieved remission should
be considered for maintenance treat-
ment. The experts agreed with
Dr. Zajecka and went on to discuss
other clinical characteristics sup-
porting maintenance therapy candi-
dacy, including residual symptoms,
ongoing psychosocial stressors, preg-
nancy, and seasonal affective disorder.

Residual Symptoms

Patients who have attained remis-
sion but are not asymptomatic, that is,
1 or 2 symptoms still persist, are at a
high risk for relapse and should con-
tinue to receive maintenance treatment,
according to Dr. Keller."®" These per-
sistent symptoms, or residual symp-
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toms, in major depression may include
difficulties in concentrating, sleep dis-
turbances, subtle decreases in energy
levels, and minor persistent anxiety
symptoms. Elaborating on this con-
cept, Dr. Thase said that patients who
have residual depressive symptoms
also tend to have a more severe course
of illness, a greater burden of psychiat-
ric and medical comorbidity, higher
relapse rates, higher risk of suicide at-
tempt, and poorer social functioning
than those patients who are asympto-
matic.”*? As an example, Pierre Blier,
M.D., cited Judd et al.,”® who assessed
96 first-episode patients over 12 years
based on the presence or absence of
residual symptoms. Results indicated
that patients with residual subthreshold
symptoms had a more severe course of
illness, had more chronic depressive
episodes, and had relapse/recurrence
rates 3 times those of asymptomatic
patients. Therefore, Dr. Thase empha-
sized that proper assessment of pa-
tients’ residual symptoms is necessary

to treat depression during the mainte-
nance phase of therapy and optimize
patient outcome. Dr. Dunner also ad-
vocated using evidence-based assess-
ments rather than oral evaluations to
help clinicians accurately determine
patients’ symptom severity; without
rating scales, patients have a tendency
to tell the physician that they “feel
fine.”

Ongoing Psychosocial Stressors
and Comorbidities

Mark H. Pollack, M.D., asked
whether treatment should be continued
in patients who meet the criteria for
remission but for whom life situations
or life events continue to be chaotic
or stressful. Dr. Dunner maintained
that ongoing stressors may negatively
affect patients’ daily functioning.
Simons et al.** found that patients who
score high on cognitive measures may
recognize negative life events more
readily and may have a lower thresh-
old for coping with such events than
patients who do not score high on cog-
nitive measures. Although no correla-
tion was found between these life
events and the onset of depression, re-
sults showed that the perceived impact
of life stressors may initiate or prolong
depressive episodes for patients who
have been diagnosed with depression.
Additionally, Dr. Keller referred to the
Camberwell Collaborative Depression
Study,” which examined stressful vari-
ables for people who are in a first or
second depressive episode. The results
indicated that individuals who have
low income are at higher risk for re-
lapse, as are those in an acrimonious
relationship.

Dr. Zajecka added that comorbid
medical illnesses are also ongoing
stressors, and patients who have ill-
nesses that put them at risk for depres-
sion should be considered for mainte-
nance therapy as well. For example,
patients who have cardiovascular
disease, cancer, and diabetes have a
higher risk of developing depression
and therefore are also at higher risk
for relapse.”*® Also, anxiety com-
monly presents with depression,” as
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Dr. Pollack stated, and monotherapy
may not be effective in treating both
disorders in maintenance therapy.*' In-
stead, medication augmentation, such
as antidepressants in combination with
benzodiazepines, may prevent or de-
crease the risk of relapse in this popu-
lation.*>?*! Additionally, Dr. Keller
mentioned that patients who are in their
second episode and have poor symp-
tom control or concomitant substance
abuse are candidates for maintenance
treatment as well.*

Seasonal Affective Disorder

Seasonal affective disorder is a
recurrent depression, according to
Dr. Dunner, and is a treatment target
for maintenance therapy instead of
annual treatment. Dr. Thase approxi-
mated that 15% to 25% of people with
MDD have a fall-winter pattern of epi-
sode recurrence, making this a preva-
lent type of depression.** Evidence™
suggests that phototherapy and other
chronobiological interventions may
have added value for treating patients
with this disorder.” Dr. Thase stated
that light boxes can be purchased at
fairly reasonable prices relative to
medication cost. Phototherapy may be
more effective in people with mild
symptomatology, while pharmaco-
therapy may be necessary to treat pa-
tients with more severe presentations
of the illness.* To prevent relapse or
suicidal tendencies, Dr. Dunner re-
marked that he would provide mainte-
nance pharmacotherapy to patients
with more severe mood disorders
rather than rely on them to report an-
nually for phototherapy treatment.
Concerning pharmacotherapy, bupro-
pion has been shown to be efficacious
and is approved to treat seasonal affec-
tive disorder’’; however, study results
of other medications have shown vari-
ability in effectiveness.***

Dr. Zajecka stressed that the point
of treating this type of recurrent de-
pression is to keep the patient in remis-
sion throughout the entire year, which
may require the use of phototherapy,
pharmacotherapy, or augmentation,
depending on the individual patient.
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Figure 2. Comparison of Relapse Rates for Pregnant Women Who Maintained or
Discontinued Maintenance Antidepressant Medication®
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Further, Dr. Thase said that physicians
should provide ongoing, supportive
monitoring to their patients to mini-
mize the risk of full-blown relapses.

Who Is Not a Candidate
for Maintenance Therapy?

Dr. Zajecka suggested that it might
be easier to identify patients who
should not receive maintenance
therapy. An example of a patient who
can discontinue treatment is someone
who has remitted from his or her first
depressive episode, which was precipi-
tated by a clear stressor, and who has
no family history of depression. An-
other example is a young woman who
has had 1 depressive episode, plans
on having children, and does not want
to be on medication. Although any
patient may be at risk for relapse,
Dr. Zajecka recommended that it is
reasonable to discontinue treatment in
these particular examples, keeping
these patients under observation, and
being prepared to treat them again if
relapse occurs.

Pregnancy

Dr. Dunner used the previous com-
ment to segue into the next topic of
discussion: What are the teratogenic
risks of long-term treatments for major
depression? Dr. Thase stated that the
risk of a recurrence of depression both
during and following pregnancy is sub-
stantial for the mother while the risk of
teratogenicity for the fetus is uncer-
tain. For example, Cohen et al.*’

showed that 68% of women who were
euthymic at conception and discontin-
ued antidepressant medication during
pregnancy relapsed (Figure 2), with a
majority relapsing in the first trimes-
ter. Another study* indicated that 42%
of women restarted an antidepressant
during pregnancy, suggesting a high
level of symptom severity. Therefore,
in the absence of alternative therapies,
maintaining antidepressant medication
will clearly result in better outcomes
for the mother as opposed to discon-
tinuing pharmacotherapy. Dr. Blier
agreed and emphasized that pregnancy
does not protect against depression.
Maintenance antidepressant therapy is
necessary to prevent relapse, which
may negatively impact both the mother
and the fetus.”™*

Dr. Dunner stated that there is a
lack of data for the use of antidepres-
sants during pregnancy and that, gen-
erally, there is no syndrome associated
with the use of these agents.*****' How-
ever, one study™ found a significant
association (odds ratio = 2.9; 95% con-
fidence interval, 1.3 to 6.5) between
persistent pulmonary hypertension in
infants and exposure to selective sero-
tonin reuptake inhibitors (SSRIs) after
the 20th week of gestation. In a peer-
reviewed editorial,”® Dr. Blier criti-
cized these findings and explained that
when the entire pregnancy was exam-
ined, no significant association was re-
ported, illustrating the lack of evidence
for SSRIs as a teratogenetic risk for
pulmonary hypertension. Further, evi-
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dence™*® that paroxetine causes car-

diac malformations in infants has var-
ied. Dr. Keller also concluded that no
adverse effects to the fetus have been
found with fluoxetine, indicating that

this medication may be safe to treat
women during pregnancy.’ Regardless,
Dr. Thase acknowledged that both the
mother and father should be informed
of any potential risk to the unborn child.

What Are the Data Regarding

Maintenance Pharmacotherapy for MDD?

Pharmacotherapy Data

Pharmacotherapeutic agents have
been shown to be effective in treating
patients with recurrent depression
(Table 2).''"7%* A review by
Hirschfeld”’ found that approximately
60% of patients with recurrent depres-
sion, if left untreated, will have a de-
pressive episode recurrence within 1
year. However, if patients maintain an-
tidepressant treatment, between 10%
and 30% will experience a recur-
rence,'"¥79°* guggesting prophylactic
efficacy of antidepressants in the treat-
ment of recurrent depression.

Dr. Keller cited a progression of
studies® that he and his colleagues
completed beginning with the acute
and continuation phases of treatment
and leading up to the maintenance
phase of pharmacotherapy for patients
with recurrent depression. The study®
enrolled 1096 patients with recurrent
depression, which was defined as hav-
ing had at least 2 depressive episodes
in addition to the current one within
the past 5 years. The participants were
assigned in a double-blind fashion to
receive venlafaxine or fluoxetine for
10 weeks during the acute phase of

Table 2. Maintenance Studies of Recurrence Rates of Antidepressants Versus

Placebo®

Recurrence Rate
Study Drug Drug (%) Placebo (%)
Kane et al*® Imipramine 66 100
Prien et al®’ Imipramine 33 65
Robinson et al® Phenelzine 29 81
Old Age Depression Interest Group®! Dothiepin 40 60
Kocsis et al® Desipramine 11 52
Montgomery et al'' Fluoxetine 26 57
Terra and Montgomery® Fluvoxamine 13 35
Keller et al* Sertraline 6 23
*Adapted with permission from Hirschfeld.”’

Figure 3. Comparison of Relapse Rates for Maintenance Venlafaxine Versus Placebo

for Patients With Recurrent Depression®
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treatment. Those patients who re-
sponded and remained well were ad-
mitted into the 6-month continuation
phase of treatment, again with either
venlafaxine or fluoxetine. Patients who
maintained a medication response over
this period of time were then randomly
assigned in a double-blind fashion to
receive venlafaxine or placebo for the
maintenance phase of treatment, which
lasted up to 2 years. During the first
year of the maintenance phase of treat-
ment,” patients taking venlafaxine had
lower rates of recurrent depression as
compared with patients on placebo
(Figure 3). During the second year,”
patients who were switched to placebo
also had higher rates of recurrence. Dr.
Thase added that although he and his
colleagues were permitted to use doses
up to 300 mg/day of venlafaxine,
which is higher than the approved dose
for the once-daily formulation, a sec-
ondary analysis of patients who re-
ceived approved doses, i.e., 75 mg/day
to 225 mg/day, confirmed the preven-
tive effect of venlafaxine. Dr. Keller
stated that after almost 3 years of treat-
ment, patients may have wanted to dis-
continue antidepressant medication;
however, the risk for relapse seemed to
increase over time rather than decrease.

Dr. Keller also cited a study® pub-
lished in 1990 that examined imipra-
mine versus placebo treatment. Again,
the definition of recurrent depression
involved 2 prior depressive episodes in
addition to the current episode over the
past 5 years. After 3 years, fewer symp-
toms recurred in imipramine-treated
patients than in patients who switched
to placebo (20% and 80%, respec-
tively). Dr. Dunner elaborated on
these findings by referring to a
2-year extension® of the 3-year
study.®® This study showed again that
those patients taking imipramine for
more than 3 years, when randomly as-
signed to treatment with placebo, had a
high recurrence rate over the subse-
quent 2-year period (Figure 4),°¢ fur-
ther underscoring the need for patients
to remain on maintenance pharmaco-
therapy to prevent relapse. Addition-
ally, maintenance studies of citalo-
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Figure 4. Comparison of Recurrence Rates for Maintenance Imipramine Versus
Placebo for Patients With Recurrent Depression®
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pram® and sertraline® found that pa-
tients who remained on medication had
a longer time to depressive episode re-
currence and fewer recurrences than
those who were randomly assigned to
placebo.

Reinitiation of Medication

Data” on panic disorder have sug-
gested that many patients who stop
their medication may relapse or have
recurrent symptoms, but will respond
when the treatment is restarted, albeit
on a slower time course than during
initial treatment. Regarding major de-
pression, Dr. Pollack asked about the
prospect of response to medication
readministration once patients have re-
sponded to a particular drug and have
subsequently discontinued this phar-
macotherapy. Dr. Zajecka noted that
patients who have achieved full remis-
sion may respond better to medication
reinitiation than those patients who
only had a partial response to the medi-
cation before stopping it. Fava et al.”!
found that, of patients who relapsed on
placebo and were reinitiated into fluox-
etine therapy, 62% responded. Thus,
patients are likely to respond to medi-
cation reinitiation. In a study’ of
retreatment conducted by Dr. Thase’s
colleagues at the University of Pitts-
burgh, the time to response the second
time was identical to the time to re-
sponse the first time. Further, the dura-
tion of depressive episodes was greatly
reduced because of early detection. Dr.
Blier agreed that early detection is im-
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portant, because remission could be
more difficult to attain later if the pa-
tient is allowed to continue in the re-
lapsed state for some time. Dr. Blier
and colleagues™ also found that pa-
tients who achieved remission, discon-
tinued their medication, and subse-
quently relapsed responded well to
medication readministration and were
able to achieve remission for the sec-
ond time.

Atypical Depression

Dr. Dunner then focused on a sub-
type of depression and asked the panel
if atypical depression is different from

ACADEMIC HIGHLIGHTS

other forms of depression regarding the
need for maintenance therapy. In re-
sponse, Dr. Thase cited a study con-
ducted by Stewart et al.”* that exam-
ined patients with atypical depression
who achieved remission for at least 6
months with either phenelzine or imip-
ramine and who were then randomly
assigned to either continue their cur-
rent medication or receive placebo for
an additional 6 months. Phenelzine, a
monoamine oxidase inhibitor (MAOI),
showed a clear protective effect while
imipramine, a tricyclic antidepressant
(TCA), did not. Patients who contin-
ued to take imipramine were nearly
as likely to relapse as those who took
placebo after imipramine therapy,
whereas, patients who continued tak-
ing phenelzine were 3 to 4 times less
likely to relapse than those who had
taken phenelzine and then placebo.
Therefore, patients with atypical de-
pression who respond to MAOI
therapy are likely to get the same bene-
fit from maintenance therapy as pa-
tients with other forms of recurrent de-
pression, even though having reverse
vegetative symptoms may increase
patients’ likelihood of responding to
one type of treatment (MAOIs) over
another.

What Duration and Dose of Maintenance Pharmacotherapy

Should Be Used?

Dr. Dunner stated that, in his under-
standing, the average duration of anti-
depressant treatment in the United
States remains below that recom-
mended by the Agency for Health Care
Policy and Research (AHCPR) Prac-
tice Guidelines™’® even though these
guidelines were developed over almost
a decade ago.”” According to the
AHCPR Practice Guidelines for the
treatment of major depression, acute
episodes of depression should be
treated for almost a year and recurrent
episodes should be treated somewhat
longer. Dr. Dunner noted that physi-
cians, as a group, are not closely ad-
hering to the established treatment

guidelines when using pharmaco-
therapy for depression.

Dr. Zajecka stated that clinicians
should perceive depression as poten-
tially being a life-long illness in many
patients rather than like illnesses that
can usually be cured with a single,
short course of treatment such as an
antibiotic. Dr. Dunner inquired
whether a 20-year-old female college
student with recurrent depressive epi-
sodes should take an antidepressant
forever. Dr. Thase distinguished be-
tween “forever” and “indefinitely.” In
the future, treatments that target the
altered pathologic mechanisms of re-
current depression may be available
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Figure 5. Response Rates to an Increase in Fluoxetine Dosage Following Relapse

in Patients With Recurrent Depression®
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and may have a more curative effect
than the present medications, which
suppress illness activity. Future treat-
ments may be able to be stopped with
fewer hazards than the currently avail-
able pharmacotherapeutic options.
Dr. Thase recommended that patients
be advised to take treatment one year
at a time.

Same Dose That
Achieved Remission

According to Dr. Keller, current evi-
dence'“*67787 quggests maintaining
patients on the same dose of medica-
tion that was necessary to achieve re-
covery or remission in the acute epi-
sode. For example, Frank et al.” found
that full-dose maintenance treatment
over 3 years was more effective than
half-dose maintenance treatment in pa-
tients with recurrent depression (mean
survival time 135.17 weeks versus
74.94 weeks, respectively). Because of
the absence of a large study using first-
line treatments that provides evidence
of equal efficacy after lowering the
dosage of medication, Dr. Keller rec-
ommended maintaining the original
pharmacotherapeutic dose to promote
optimal patient outcome.

Higher Dosages

Dr. Dunner cited a study® in which
patients with depression were adminis-
tered 20 mg/day of fluoxetine for 13
weeks. Responders to this medication
were continued on 20 mg/day of fluox-
etine or switched to 90 mg/week of
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fluoxetine or placebo for 25 weeks of
continuation therapy. Patients who re-
lapsed during this phase of treatment
had their doses of fluoxetine increased
in the following manner: patients on
placebo went to 20 mg/day of flu-
oxetine, patients on 20 mg/day in-
creased to 40 mg/day, and patients on
90 mg/week increased to 90 mg/twice
a week. Patients whose medication
was increased had substantial response
rates (Figure 5). Dr. Blier noted that
as pharmacotherapy is prolonged, in-
creases rather than decreases in drug
dosage may be necessary to elicit
favorable outcomes for patients.

What Are the Data
Regarding Maintenance
Psychotherapy?

Psychotherapy Data

Dr. Keller explained that the proper
treatment of patients with recurrent
depression includes the combination
of pharmacotherapy and at least one
of the structured psychotherapies—
mainly cognitive-behavioral therapy
(CBT); to use medication alone is in-
sufficient treatment.”” A 16-month
maintenance study® found that patients
receiving cognitive therapy plus anti-
depressants had significantly better
outcomes on psychological symptoms
(guilt, self-esteem, and hopelessness)
and psychosocial functioning (depen-
dence, interpersonal behavior, and fric-
tion) than those patients who received

regular clinical management plus an-
tidepressants.

Dr. Zajecka noted that CBT in the
early phases of treatment may prevent
relapse, even in patients who discon-
tinue their medication.*"® Dr. Keller
cited a 12-week study® that used a
modified form of CBT called cogni-
tive-behavioral analysis system of psy-
chotherapy (CBASP). The results
showed that patients randomized to
CBASP plus pharmacotherapy had a
greater improvement in psychosocial
functioning and higher remission rates
than patients who received pharmaco-
therapy or psychotherapy alone in the
acute phase. Those patients who
achieved full or partial remission were
admitted into the 16-week continua-
tion phase of treatment.* Again, a
greater number of patients maintained
partial or full remission on the combi-
nation treatment (90%) as compared
with the pharmacotherapy (80%) or
psychotherapy alone (82%). Those pa-
tients who continued to maintain re-
mission were then randomized to
CBASP or assessment only over the
I-year maintenance phase of treat-
ment.” Patients in the CBASP group
had significantly fewer recurrences
(p = .03) than those patients in the as-
sessment group (Figure 6), showing the
efficacy of maintenance psychotherapy
in the absence of medication. Addi-
tionally, Dr. Keller stated that patients
who receive psychotherapy in the acute
and continuation phases of treatment
and achieve remission may be at a
lower risk for recurrence during the
maintenance phase of treatment than
those patients who do not receive
psychotherapy.

Another maintenance study® of CBT
after pharmacotherapy discontinuation
showed that at the 2-year follow-up,
patients who received CBT supple-
mented with lifestyle modification or
well-being therapy had significantly
lower levels of residual symptoms as
compared with patients who only re-
ceived clinical management. Further,
patients in the CBT group also had a
lower relapse rate (25%) than the clini-
cal management group (80%). In the
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Figure 6. Comparison of Recurrence Rates for Maintenance CBASP
Versus Assessment Alone Using Protocol Definition for Patients With

Recurrent Depression®
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“Reprinted with permission from Klein et al.”

Protocol definition of recurrence = HAM-D-24 score of = 16 on 2 consecutive visits,
a diagnosis of MDD according to the DSM-1V, and confirmation by the site’s senior
investigator on the basis of a clinical interview.

Abbreviations: CBASP = cognitive-behavioral analysis system of psychotherapy;
DSM-1V = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition;
HAM-D = Hamilton Rating Scale for Depression; MDD = major depressive disorder.

6-year follow-up of the same patients,
Fava et al.” still reported lower relapse
rates for the CBT group (40%) than
the clinical management group (90%),
suggesting that maintenance CBT of-
fers a valid, nonpharmacotherapeutic
alternative to the long-term use of an-
tidepressants. Dr. Keller and Dr. Blier
concluded that when all of the data
are examined as a whole, compelling
evidence exists for the value of
psychotherapy.

Dr. Thase noted that Fava et al.**
developed personal well-being
therapy, a type of therapy based on
Ryff’s multidimensional model of
psychosocial well-being,*” which fo-
cuses on autonomy, personal growth,
environmental mastery, purpose in
life, positive relations, and self-
acceptance. Fava et al.¥®® showed that
well-being therapy reduced residual
symptoms, decreased the risk of re-
lapse, and facilitated the subsequent
withdrawal of antidepressant medica-
tions. Another study® used an emo-
tion-focused modified form of CBT to
similarly reduce patients’ risk for re-
lapse. Both personal well-being
therapy and emotion-focused therapy
are promising strategies that have not
yet been replicated by a multicenter
group of collaborators.
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Dr. Thase pointed out that an im-
plicit assumption exists that all psy-
chotherapies are the same. However,
in a maintenance study,® the amount
of time that the psychotherapist spent
actually performing interpersonal psy-
chotherapy (IPT) with patients during
the maintenance phase of treatment
was directly associated with whether
IPT was efficacious for relapse pre-
vention. When the psychotherapy had
degenerated into supportive conversa-
tion and away from interpersonal
theme areas, the value of IPT was iden-
tical to that of placebo. When the IPT
remained focused on key psycho-
therapy themes, the psychotherapy ef-
ficacy approached that of imipramine.
Thus, IPT was either a very good pre-
ventive treatment or a noneffective
treatment based on the quality and fo-
cus of the therapy. The experts agreed
that finding qualified psychotherapists
is key to successful outcomes.

Implementing Psychotherapy
Although the discussants recog-
nized the efficacy of quality psycho-
therapy, Dr. Pollack observed that the
accessibility of these interventions may
vary outside specialized treatment cen-
ters. Dr. Keller stated that although
finding psychotherapists who special-
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ize in CBT or other modified forms
of psychotherapy may be difficult,
implementing these interventions
into patients’ treatment regimens is
still the ideal treatment. As a solution
to finding specialized psychothera-
pists, Dr. Dunner recommended the
Web site academyofct.org, through
which cognitive-behavioral psycho-
therapists trained by Aaron Beck may
be located. Dr. Thase suggested that
interpersonal psychotherapy may be
easier to learn than Beck’s full cogni-
tive therapy, so nurse clinical special-
ists and others who provide that type
of therapy may be more readily avail-
able. Dr. Keller also noted that primary
care physicians are the main treaters of
depression, and it is crucial for these
doctors to align themselves with a
competent therapist to whom they can
refer patients.

Dr. Blier cautioned that the cost of
psychotherapy may be a problem for
patients. For example, a 1-hour session
of CBT may amount to the cost of a
I-month prescription for an antidepres-
sant, which may deter some patients
from participating in this treatment op-
tion. As a possible alternative if cost or
location presents a problem, Dr. Thase
noted that Internet-based or telephone-
based cognitive-behavioral psycho-
therapies have been shown to be
efficacious for some patients.”*™
However, online interventions should
not be used to replace psychotherapy
administered by an actual person, if
that is an available option.

What Are the Data
Regarding Maintenance
Electroconvulsive Therapy?

All of the experts agreed that main-
tenance electroconvulsive therapy
(ECT) should only be used as a treat-
ment of last resort, that is, after pa-
tients have failed to respond to phar-
macotherapy and psychotherapy.”
Dr. Thase stated that although ECT
can be dramatically effective and life-
saving, it is also costly and can be very
life disrupting; thus, its place as a third-
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Figure 7. Pharmacotherapy Efficacy Following Electroconvulsive Therapy*
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or fourth-line treatment for most forms
of depression is generally well justi-
fied. A review by Dr. Zajecka” re-
ported response rates of 50% to 60%
with ECT for treatment-resistant pa-
tients; however, this treatment may be
associated with memory loss and high
relapse rates. The Consortium for Re-

search in Electroconvulsive Therapy
(CORE) study” found that maintenance
ECT was as effective—but no more
effective—than the combination of pre-
ventive antidepressant and mood stabi-
lizer treatment for patients with recur-
rent depression. The major criticism of
the CORE study is that the patients in-

cluded had not failed on previous pre-
vention medication strategies. There-
fore, the CORE study may present
medication maintenance in a more fa-
vorable light than is usually the case
when considering maintenance ECT.

Dr. Zajecka cited a small study® in
which patients who previously failed
pharmacotherapy and responded to
acute ECT were then randomly as-
signed to receive either placebo or
imipramine. Those patients who re-
ceived imipramine had a much lower
rate of relapse (18%) than patients who
received placebo (80%), indicating that
patients might not have to receive
ECT as a maintenance therapy after
they have remitted. Also, Dr. Dunner
pointed out that Sackeim et al.'®
showed that the combination of nor-
triptyline and lithium following ECT
treatment was superior to placebo or
medication monotherapy in preventing
relapse (Figure 7).

Additional Considerations for Maintenance Therapy

Comorbid Substance Use Disorders

Dr. Blier noted that one factor
that is often overlooked in mainte-
nance trials is the issue of substance
use or alcohol use or abuse. In general,
patients with dual diagnosis are not
admitted into acute treatment trials
because this comorbidity can decrease
the remission rate. For example, the
Sequenced Treatment Alternatives
to Relieve Depression (STAR*D)
study'”" found an overall remission
of 28%. However, in the patients
with substance use or alcohol abuse,
the remission rate was only 20%.
Therefore, substance abuse is an im-
portant issue in treating recurrent
depression because substances can be
a contributing factor for relapse. Yet,
this comorbidity is often neglected
when treating patients with recurrent
depression. Dr. Zajecka agreed that
clinicians need to remain cognizant
of the high comorbidity between af-
fective disorders and substance use
disorders.
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Tachyphylaxis or Recurrence

Dr. Dunner next engaged the group
on the topic of tachyphylaxis, or what
has been called drug tolerance or the
“poop-out” phenomenon, and asked
how to deal with this confounding situ-
ation. Dr. Zajecka explained that when
the SSRIs came on to the market, some
patients achieved a good response or
full remission but, after some time,
were described as apathetic and
amotivated, with a decreased range of
affective response. Some people ex-
plained this experience by saying the
medication stopped working. This
phenomenon may be theoretically due
to the fact that if medicines too selec-
tively increase serotonin activity in
the brain, there may be a compensa-
tory decrease of norepinephrine and
dopamine. To prevent this, physicians
can start patients on a serotonin-
norepinephrine reuptake inhibitor
(SNRI).'™ Also, patients may respond
to adjunctive noradrenergic or dopa-
minergic agents in addition to an SSRI.

Dr. Blier agreed with Dr. Zajecka
and noted that after sustained ad-
ministration of an SSRI, the atonic
activity of the norepinephrine neurons
in the locus ceruleus decreases quite
markedly—from 30% to 70%, de-
pending on the drug.'”® Dr. Blier
and colleagues (B. Guiard, Ph.D.;
M. El-Mansari, Ph.D; P. Blier, M.D.,
Ph.D., unpublished data, 2006) have
recently completed studies showing
that the serotonin neurons exert an
inhibitory action on dopaminergic neu-
rons in the ventral tegmental area
(VTA). For example, when lesions are
present in the serotonin neurons, the
VTA-dopamine neurons increase their
firing, so there is a braking action of
serotonin on the VTA. If physicians
administer an SSRI, the dystonic in-
hibitory effect is increased, which de-
creases the dopaminergic tone. There-
fore, Dr. Blier concurred that the way
Dr. Zajecka proposed managing the
poop-out phenomenon is consistent
with the neurobiological data.'®'%
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Table 3. Reasons Patients May Become
Nonadherent During Maintenance
Pharmacotherapy

Patients believe they will remain well
Medication does not produce the desired
outcome
Serious adverse events or side effects occur
Persistent sexual dysfunction
Weight gain and other metabolic
risk factors
Presence of comorbid substance abuse

Dr. Keller mentioned that he and
other researchers invented a tachyphy-
laxis rating scale because one did not
exist that had validated psychometric
properties.'”” The experts agreed that
tachyphylaxis is a presentation of an-
hedonia, a lack of motivation, and loss
of libido, but Dr. Dunner concluded
that tachyphylaxis should be distin-
guished from a true recurrence, which
is a full return of symptoms versus this
emotional blunting phenomenon that
may occur in patients who are euthy-
mic. The term tachyphylaxis is some-
times used to describe both conditions
and, therefore, may be used too broadly
and inappropriately. Recurrence occurs
with treatments other than SSRIs, such
as TCAs®; studies have found that
about 1 in 4 patients who receive main-
tenance treatment for major depression
experience a recurrence.'”” Deter-
mining if a patient has tachyphylaxis,
recurrence, or a drug side effect is part
of the differential diagnosis of patients
who experience these symptoms while
taking an antidepressant. Dr. Thase
suggested that the easiest explanation
for tachyphylaxis is that the active
medication has been attributed to be
the agent of maintaining the patient’s
improvement, when in reality patients
remitted spontaneously or responded
to the placebo effect. Dr. Thase also
suggested that the phenomenon could
sometimes be due to patients not being
as adherent to their medication regi-
men as they say that they are.

Addressing Nonadherence
in Patients

Nonadherence is an important con-
sideration in maintenance therapy, the
experts agreed. Dr. Blier explained that
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approximately 50% of patients stop
their medication prematurely and do
not go beyond 3 months of their treat-
ment.*>'%!% He emphasized that phy-
sicians should work to enhance pa-
tients’ comfort level to ensure they
adhere to treatment recommendations.
Dr. Dunner agreed and asked the ex-
pert panel to elaborate on reasons why
patients may become nonadherent at
this phase of treatment (Table 3). The
obvious factors, said Dr. Keller, are
that patients believe that they will
remain euthymic off medication, that
the medication does not produce the
desired outcomes, or that serious ad-
verse events or side effects occurred.
Dr. Thase noted that persistent sexual
dysfunction, particularly when the pa-
tient was not aware that the medication
could cause this adverse event, may be
a strong motivator in stopping mainte-
nance pharmacotherapy.''’ Many pa-
tients in whom sexual dysfunction oc-
curs are reluctant to discuss such a
private issue with their physician and
instead simply stop taking their medi-
cation. Dr. Zajecka added that co-
morbid substance abuse may be a
contributing factor to medication dis-
continuation, as well.

Dr. Dunner cited weight gain as an-
other factor for medication discontinu-
ation.""” Dr. Thase stated that weight
gain is often a gradual process. Many
antidepressants are weight neutral or
even cause initial weight loss, but by
the time patients reach the maintenance
phase of treatment, they recognize a
substantial weight gain. Dr. Blier rec-
ommended implementing exercise
regimens not only to control this long-
term weight gain but also as a benefi-
cial maintenance treatment option for
patients with depression.'"' For ex-
ample, neurological experiments have
shown that exercise has increased
neurogenesis in animals.'>'"?

To encourage adherence in mainte-
nance therapy patients, Dr. Dunner rec-
ommended informing patients of the
high risk of recurrence for people with
multiple depressive episodes.''* If a
patient has had 3 or more depressive
episodes, the likelihood is 95% that
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another depressive episode will occur
within the next 2 years.'” Dr. Keller
suggested comparing maintenance
treatment for depression to that for dia-
betes or hypertension so that patients
will be encouraged to take their medi-
cation to stay well, not just to get well.
Also, patients should monitor their
moods using established self-rating
scales such as the Beck Depression
Inventory (BDI),''® the Patient Health
Questionnaire (PHQ-9),'"” and the
Quick Inventory of Depressive
Symptomatology (QIDS).''® By self-
monitoring their moods, patients will
know first-hand exactly how they are
doing, which can help them evaluate
the course of their depression. If pa-
tients want to stop pharmacotherapy
and their medication is tapered, self-
monitoring of their moods will help
them identify the return of symptoms.
Therefore, patients will be able to go
back on the medication in a timely
manner and also realize that lowering
the dose may cause some return of
symptoms. Dr. Dunner also stated that
even if patients have achieved remis-
sion, continued self-monitoring is nec-
essary to ensure that they remain
euthymic.

Conclusion

The experts concluded that recur-
rent depression is potentially a long-
term or even life-long illness for many
patients, and maintenance therapy is
designed to prevent relapse in patients
with recurrent depression. Candidates
for maintenance therapy include pa-
tients who have achieved remission
and have had 2 or more lifetime epi-
sodes, especially if patients have on-
going psychosocial stressors, residual
symptoms, comorbid illnesses, or se-
vere depressive episodes. Maintenance
pharmacotherapy data strongly sup-
port the use of antidepressants at the
dosage that helped the patient achieve
remission. Other effective mainte-
nance treatment interventions include
psychotherapy, especially cognitive-
behavioral therapy, and in some
extreme cases, electroconvulsive
therapy.
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Drug names: bupropion (Wellbutrin and
others), citalopram (Celexa and others),
desipramine (Norpramin and others), fluoxetine
(Prozac and others), imipramine (Tofranil and
others), lithium (Eskalith, Lithobid, and
others), nortriptyline (Pamelor, Aventyl, and
others), paroxetine (Paxil, Pexeva, and others),
phenelzine (Nardil), sertraline (Zoloft and
others), venlafaxine (Effexor and others).

Disclosure of off-label usage: The chair has
determined that, to the best of his knowledge,
no investigational information about
pharmaceutical agents that is outside U.S. Food
and Drug Administration—approved labeling
has been presented in this activity.

Faculty disclosure: In the spirit of full
disclosure and in compliance with all ACCME
Essential Areas and Policies, the faculty for
this CME article were asked to complete a
statement regarding all relevant financial
relationships between themselves or their
spouse/partner and any commercial interest
(i.e., a proprietary entity producing health care
goods or services) occurring within the 12
months prior to joining this activity. The CME
Institute has resolved any conflicts of interest
that were identified. The disclosures are as
follows: Dr. Dunner has received grant/
research support from Eli Lilly, Pfizer,
GlaxoSmithKline, Wyeth, Bristol-Myers
Squibb, Forest, Cyberonics, Janssen, Novartis,
and Otsuka; is a consultant or advisory board
member for Eli Lilly, Pfizer, GlaxoSmithKline,
Wyeth, Bristol-Myers Squibb, Corcept,
Janssen, Novartis, Shire, Somerset, Otsuka,
Siemens, and Roche; and is on the speaker’s
bureau for Eli Lilly, Pfizer, GlaxoSmithKline,
Wyeth, Forest, Cyberonics, and Sanofi-Aventis.
Dr. Blier is President of Medical Multimedia,
Inc.; is a contract employee of Forest, Janssen,
and Steelbeach Productions; is a consultant for
Biovalil, Eli Lilly, Forest, Janssen, Lundbeck,
Organon, Sepracor, Wyeth, Sanofi-Aventis,
and Pfizer; is on the speaker’s bureau for
Cyberonics, Eli Lilly, Forest, Janssen,
Lundbeck, Organon, and Wyeth; and has
received grant/research support from Eli

Lilly, Forest, Janssen, Lundbeck, Mitsubishi,
Organon, Wyeth, and AstraZeneca. Dr. Keller
is a consultant for or has received honoraria
from Collegium, Cypress Bioscience,
Cyberonics, Eli Lilly, Forest, Janssen,
Organon, Otsuka, Pfizer, Pharmastar, Sepracor,
Vela, and Wyeth; has received grant/research
support from Eli Lilly, Forest, Pfizer, and
Wyeth; and is on the advisory boards for
Abbott, Bristol-Myers Squibb, Cyberonics,
Cypress Bioscience, Eli Lilly, Forest,
GlaxoSmithKline, Janssen, Novartis, Organon,
Pfizer, Sepracor, and Wyeth. Dr. Pollack is a
consultant for or is on the advisory boards for
AstraZeneca, Brain Cells, Bristol-Myers
Squibb, Cephalon, Forest, GlaxoSmithKline,
Janssen, Jazz, Eli Lilly, Medavante,
Neurocrine, Novartis, Otsuka, Pfizer, Predix,
Roche, Sanofi, Sepracor, UCB Pharma, and
Wyeth; has received grant/research support
from Bristol-Myers Squibb, Cephalon, Forest,
GlaxoSmithKline, Janssen, Eli Lilly, National
Alliance for Research on Schizophrenia and
Depression, National Institute on Drug Abuse,
National Institute of Mental Health, Pfizer,
Sepracor, UCB Pharma, and Wyeth; is on the
speaker’s bureau for Bristol Myers Squibb,
Forest, GlaxoSmithKline, Janssen, Eli Lilly,
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Pfizer, Solvay, and Wyeth; and has equity in
Medavante. Dr. Thase is a consultant for or
is on the advisory boards for AstraZeneca,
Bristol-Myers Squibb, Cephalon, Cyberonics,
Eli Lilly, GlaxoSmithKline, Janssen,
Neuronetics, Novartis, Organon, Sepracor,
Shire, and Wyeth; and is on the speaker’s
bureau for AstraZeneca, Bristol-Myers Squibb,
Cyberonics, Eli Lilly, GlaxoSmithKline,
Organon, Sanofi-Aventis, and Wyeth. Dr.
Zajecka has received grant/research support
from AstraZeneca, Bristol-Myers Squibb,

Eli Lilly, Forest, McNeil, Novartis, PamLab,
and Somaxon; is a consultant for or is on the
advisory boards for Abbott, Biovail, Bristol-
Myers Squibb, Eli Lilly, Otsuka, PamLab, and
Wyeth-Ayerst; and is on the speaker’s bureau
for Abbott, AstraZeneca, Bristol-Myers
Squibb, Cyberonics, Eli Lilly, Pfizer,
GlaxoSmithKline, and Wyeth-Ayerst. This
article has been peer-reviewed to make sure
it is evidence-based and has fair balance.
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