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Overview of Partial Response and Nonremission

in Depression

Prevalence

Michael E. Thase, MD, defined the
clinical remission of a depressive epi-
sode as a complete relief of the signs
and symptoms of the presenting epi-
sode.* The individual should also re-
turn to hisor her normal level of social
and functional capacity.

The Sequenced Treatment Alterna-
tivesto Relieve Depression (STAR* D)
study of 2,876 patients found that
nearly 80% of patients had chronic or
recurrent depression.? Only 33%
achieved a level of symptom resolu-
tion by the end of the acute phase
of treatment that would place them
within the remission range according
to scores on the Quick Inventory of
Depressive Symptomatology (QIDS).
Approximately 14% improved but had
too many symptoms to be considered
remitted. About 53% of patients
did not improve or improved only
minimally.

Consequences

Dr Thase noted that remission has
become the gold standard for depres-
sion treatment because patients who
do not remit have a poorer prognosis
than those who do achieve remission.
Patients who have not fully remitted
are at a greater risk of relapse and re-
currence, have more chronic depres-
sive episodes and psychiatric and
medical comorbidities, and experi-
ence greater impairment in work
and relationships than patients who
achieved remission.® Sustained depres-
sion may aso increase the lifetime
risk of suicide.”

Risk Factors

Risk factors for incomplete remis-
sion, said Dr Thase, include high se-
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verity, comorbidity, chronicity, and
lack of social support in combination
with high stress. These risk factors af-
fect the complexity of the clinical situ-
ation. The more complex the patient’s
situation, the greater the likelihood
that a longer period of treatment will
be necessary to achieve full remission,
and the greater the likelihood that the
individual, even if he or she has re-
sponded to treatment, will have too
high a level of residua symptoms to
be declared fully remitted.

Tracking Outcomes

According to Dr Thase, one of the
most important ways in which physi-
cians can help their patients achieve
remission is by carefully tracking
symptoms. Patients may start feeling
better after beginning a treatment reg-
imen and might overemphasize their
level of improvement at aclinical visit
because they have not felt well for so
long. Relying on the global statement
“1"m definitely better” from the patient
overlooks persistent, minor, or residual
symptoms. Dr Thase recommended
using a standardized symptom assess-
ment measure and keeping track of the
patient’s levels of symptom burden.

After an outcomes measure has
been established, the clinician should
optimize each treatment trial for the
patient. If the current treatment iswell
tolerated and the individual has made
significant symptom improvement
but is still experiencing residual symp-
toms, then it may be necessary to ad-
just the treatment dose, add another
medication, or combine pharmaco-
therapy and psychotherapy. Dr Thase
encouraged physicians to make sure
that each treatment trial has the best
chance of working for a patient.
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FOR CLINICAL USE

'l Monitor patients for incomplete remission.

] Identify clinical subtypes and medical or psychiatric comorbidities that increase the risk of treatment-resistant depression.

[l Ensure that patients are complying with their treatment regimen and consider the potential loss of partial benefit from

the first-line treatment before augmenting, combining, or switching medications.

[ Use measurement-based tools for assessing symptoms, adverse events, and patient adherence.

Alsoimportant isidentifying comor-
bid conditions and treating those con-
ditions specifically. However, if the
comorbidities have been managed and
theinitial treatment trial has been opti-
mized, but the clinician has been mea-
suring symptoms and finds that the pa-
tient has an incomplete remission,
interventions must be made.

Conclusion

Incomplete remission is a common
and suboptimal outcome of acute phase
treatment of depression. Incompletere-
mission is more likely to occur among
patients with complex presentations,
such as comorbidities, severe episodes,
or lack of social support. Dr Thase
recommended that clinicians adopt the
habit of monitoring the ongoing level
of apatient’ s symptomatic status asthe
best way to determine if the response
should be characterized asremission or
as a partial response.

Identifying Difficult-to-Treat
Depression and Differential
Diagnosis

Bradley Gaynes, MD, explained that
difficult-to-treat depression, or treat-
ment-resistant depression, hasno single
accepted definition. One definition is
the failure to reduce depressive sever-
ity by at least 50% following treatment.
Another is a failure to reduce absolute
depression scale scores below a spe-
cific remission threshold. It may aso
mean afailure of symptomsto entirely
remit or to respond to one or more prior
antidepressant trials.

However, many patients who are
considered treatment resistant are ei-
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ther misdiagnosed or inadequately
treated. Accurate diagnosis of treat-
ment-resistant depression requires ex-
amining both primary and comorbid
causes of the depression.

While no consensus definition ex-
ists, Dr Gaynes offered a basic defini-
tion of treatment-resistant depression:
an inadequate response to at least 2
antidepressant trial sthat were adequate
in dose, duration, and treatment ad-
herence. While some experts suggest
that the trials should involve 2
different pharmacologic classes, the
STAR*D data® do not support this
distinction.

Maintaining Remission as the Goal

Dr Gaynes stated that the fewer
treatment steps needed to attain remis-
sion, the higher the remission rates. In
STAR*D,® approximately one-third of
patients remitted after an initial anti-
depressant treatment. For those who
failed thisfirst treatment, the next treat-
ment led to remission in about 31%.
Following that, however, the likeli-
hood of remission dropped off sub-
stantialy, to about 14% and 13% in the
third and the fourth trials, respectively.
However, because remission is associ-
ated with a better prognosis, even if
several treatments are needed to bring
about remission, the objective is to
keep striving toward remission.

Distinguishing Resistance
From Misdiagnosis

When treating those who are resis-
tant to treatment, the clinician should
first determine whether the primary
diagnosis is correct. For example, the
patient’s mood syndrome may be
prompted by a primary substance use
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disorder, or the patient may have a pri-
mary medical condition such as hypo-
thyroidism that is not being treated.

Unrecognized psychotic depression
or bipolar depression can also explain
partial response, and treating these
disorders with only antidepressants is
likely to worsen the course of illness.
Dr Gaynes added that bipolar depres-
sion ismore prevalent than bipolar ma-
nia,” and the depressive presentation
within bipolar disorder is often diffi-
cult to distinguish from amajor depres-
sive episode. Dr Gaynes recommended
obtaining apatient history and corrobo-
rating information from individuals
close to the patient to identify whether
a major depressive episode might be
part of a bipolar diagnosis.

Recognizing Risk Factors

Clinicians should identify clinically
relevant risk factors for difficult-to-
treat depression, said Dr Gaynes, so
that these patients can receive more ag-
gressive monitoring and treatment.

Chronicity. Chronic depression isa
subtype of depression in which a cur-
rent major depressive episode lasts 2
years or longer or does not fully re-
solve between episodes.® Chronic de-
pression substantially increases the
likelihood of treatment-resistant de-
pression and also increases the time
necessary to achieve response or re-
mission.

Dysthymia commonly co-occurs
with major depressive disorder (MDD).
In this instance, known as double de-
pression, an individual has an under-
lying dysthymic disorder—a chronic,
low-grade but impairing depressiveill-
ness—and superimposed upon this
state are episodes of major depression.
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This combination puts patients at high
risk of difficult-to-treat depression.’

Severity. The greater the severity of
a depressive episode, the more likely
the patient isto present with treatment-
resistant depression. Greater depres-
sive severity is also associated with
greater functional impairment, a
greater risk of a subsequent recurrence
of a mgjor depressive episode, and a
greater likelihood of suicide attempts
compared with an episode mild or
moderate in severity.?

Comorbidities. Psychiatric comor-
bidities, including anxiety disorders,
increase the likelihood of difficult-to-
treat depression.’® Anxiety disorders
increase the chance of patients having
more severe depressive symptoms, sui-
cide attempts, decreased responsive-
nessto treatment, and agreater suscep-
tibility to side effects.® Substance use
disorders and personality disorders are
also indicators of difficult-to-treat de-
pression and may require multiple
treatment modalities.

Dr Gaynes explained that comorbid
clusters of subsyndromal symptoms
may also increase the risk of difficult-
to-treat depression.’® The presence of
these symptom clusters, such as anxi-
ety features that do not meet criteria
for a separate diagnosis, decreases the
likelihood of a patient achieving re-
mission.

Comorbid medical conditions, such
as diabetes, cardiac disease, and pain,
may also increase the likelihood of a
difficult-to-treat depression.? Concur-
rent medications for medical disorders
may also have side effects that exacer-
bate a depressive disorder.

Patient and Physician Factors
Patient and physician factors may
contribute to incomplete remission.
Patient factors may involve compli-
ance issues or unusual pharmacoki-
netics. Anindividual who hasaunique
metabolism may require amuch higher
dose of a medication than someone
with anormal metabolism. Differences
in pharmacokinetics can also affect
tolerability of medications.
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Physicians may inadvertently con-
tribute to difficult-to-treat depression
by not alowing for a full, adequate
trial of antidepressant treatment in
terms of dose or duration.

Conclusion

Dr Gaynes concluded that incom-
plete remission requires aggressive
identification and management. Key

diagnostic considerations include en-
suring that the primary diagnosis is
correct, identifying clinical subtypes
that increase the risk of difficult-to-
treat depression, and recognizing and
treating comorbid medical or psychiat-
ric comorbidities. Physicians must
also verify that an individual receives
an adequate dose and duration of treat-
ment and adheresto the treatment plan.

Measurement-Based Assessments for

Difficult-to-Treat Depression

The major focus during the initial
treatment phase, said Madhukar H.
Trivedi, MD, should beto achieve sus-
tained remission of depression through
a systematic approach of measuring
symptoms, side effects and adverse
events, patient adherence, and safety
in terms of suicidality and other risk
factors.

Two large practical clinical trials,
the Texas Medication Algorithm
Project (TMAP)' and STAR*D,° took
a measurement-based approach in
which arating scale was used in every
treatment interaction, either by the pa-
tient or by the clinician. Measurement-
based care helps ensure vigorous dos-
ing and movement toward remission.

Assessment Tools for Depression

Dr Trivedi listed rating scales
commonly used to assess depression
(Table 1).***" Of those, the QIDS,
the Patient Health Questionnaire
(PHQ-9),*® and the Beck Depression
Inventory (BDI)* are practical scales
that allow for the ongoing monitoring
of patientsin the clinical setting.

Measurement-Based Care

For treatment programs for de-
pressed patients, Dr Trivedi recom-
mended that the clinician select afirst-
line treatment based on patient
participation, assume the need for a
seguence or combination of treatments
if the first one is not successful, and
make treatment decisions appropri-
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ately based on the measurement do-
mains. The clinician needs to know
what symptoms to monitor and how
to monitor those symptoms to as-
sess progress and possibly modify
treatment.

According to Dr Trivedi, measure-
ment-based care means collecting in-
formation at critical decision pointsin
the course of treatment to decide when
to declare treatment failure, what to
do with partial improvement, and how
long to continue successful treatment
or discontinue.

Tactics to Optimize Treatment

Dr Trivedi reviewed examples of
how measurement tools can be used in
practice to optimize treatment.

Adherence. Patients complete a
self-report Patient Medication Adher-
ence Questionnaire (PMAQ) at each
visit or contact. Patients are often un-
willing or unable to tell the clinician
about nonadherence, but they are much
more comfortable giving that informa-
tion in a self-report.

Patients who missed = 3 of the pre-
vious 14 days of medication should be
considered nonadherent. If nonadher-
ence was due to side effect concerns,
then those side effects can be ad-
dressed. If adherence is low for rea-
sons other than side effects, the physi-
cian can consider continuing the
current treatment and dose.

Side effects. Dr Trivedi advised cli-
niciansto usethe Frequency, Intensity,

Prim Care Companion J Clin Psychiatry 2009;11(4)
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Table 1. Commonly Used Rating Scales for Assessing Depression

Patient- or
Scale Purpose Clinician-Rated
Beck Depression Inventory (BDI)* Identify alikely cause of depression and assess Patient
symptom severity?
Frequency, Intensity, and Burden Track medication side effects Patient
of Side Effect Rating (FIBSER)*
Hamilton Depression Rating Scale (HDRS)* Assess depression symptoms severity Clinician
and track changes in symptoms
Montgomery-Asberg Depression Rating Scale (MADRS)* Identify alikely cause of depression and assess Clinician
symptom severity?
Patient Health Questionnaire (PHQ-9)® Identify a likely cause of depression and Patient
track change symptoms®
Patient Medication Adherence Questionnaire (PMAQ) Monitor medication adherence Patient
Quick Inventory of Depression Symptomology (QIDS)Y Identify a likely cause of depression® Both
®Likely causes of depression would subseguently need clinical confirmation.

and Burden of Side Effect Rating Scale
(FIBSER)."® A FIBSER score of 5to 6
on the burden item indicates that pa-
tients are experiencing intolerable side
effects and that treatment alternatives
should be considered.

For patients whose side effects are
unacceptable, tactics include decreas-
ing the dose, managing the side effects
directly and continuing the medication
regimen, or switching medication. For
patients whose side effects are toler-
able, tactics include decreasing the
dosage or continuing the medication
at the same dose but managing the side
effects.

Symptoms. The QIDS-SR and the
PHQ-9 are effective tools for measur-
ing symptoms. Patients not responding

to medication, on the basis of PHQ-9
scores = 9, should have their medica-
tion or medications increased until
maximum doses are reached, assuming
side effects are not problematic. Pa-
tientswith PHQ-9 scores ranging from
5 to 8 should have their medication
increased or maintained at the same
dosage starting at week 4, assuming
side effects are not problematic. Pa-
tients with a PHQ-9 score < 5 may be
maintained at the same dosage starting
at week 4, again assuming side effects
are not problematic.

Assessment frequency. Dr Trivedi
stated that, in accordance with the
American Psychiatric Association
Guidelines,*® patients should be as-
sessed at least every 2 weeks for the

first 6 weeks of each treatment step, or
as often as possible. Telephone follow-
up visits can be done at the clinician’s
discretion. Then, clinicians can see pa-
tients every 3 weeks until the patient
experiences remission or adequate re-
sponse or until a change in treatment
strategy is made. Once remission is
achieved, the clinician should assess
the patient every 3 months.

Conclusion

Dr Trivedi concluded that the best
approach to achieving the goal of sus-
tained remission is to use a systematic
assessment method, with the use of
measurement tools for symptoms, ad-
verse events, and patient adherence, to
inform clinical decision points.

Switching, Augmentation, and Combination Strategies for Partial Responders

While many antidepressants are
available for the treatment of MDD,
George |. Papakostas, MD, explained,
they have limitations in efficacy,
safety, and tolerability. According
to a meta-analysis® of randomized,
double-blind, placebo-controlled stud-
ies from 1980 to 2008, the absolute
efficacy for antidepressants is about
50% in terms of response rates, with a
relative efficacy versus placebo of
about 15%.

Dr Papakostas noted that, even
among antidepressant remitters, many
patients may continue to experience
residual symptoms, including sleep
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disturbance, fatigue, diminished
interest or pleasure, guilt, and poor
concentration.?

Treatment Approaches

Dr Papakostas named 4 broad phar-
macol ogic approaches for the manage-
ment of patients with insufficient
symptom response: (1) increase the
dose of the antidepressant, (2) switch
from one antidepressant to another, (3)
add a nonantidepressant agent to the
antidepressant treatment regimen (aug-
mentation), and (4) add a second anti-
depressant to the antidepressant regi-
men (combination).
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Augmentation and combination
(polypharmacy) strategies have some
advantages over dose increase and
switching (monotherapy) strategies.
Polypharmacologic strategies avoid
theloss of any therapeutic benefit from
the first-line agent as well as the risk
of withdrawal symptoms that may oc-
cur upon switching. Further, the aug-
menting agent may be chosen not only
to resolve the depression but also to
target side effects of the first-line
therapy.

Disadvantages to polypharmacy in-
clude compliance problems, a greater
risk of drug interactions, the persis-
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Figure 1. Pooled Response and
Remission Rates in Treatment-
Resistant Depression®
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“Reprinted with permission from
Papakostas et al.**

tence and compounding of side effects,
and the cost of multiple medications.
Usually, fewer drugs means less cost,
but the selection of generic versus
branded medications does influence
this factor.

Augmentation and
Combination Strategies

Atypical antipsychotics. The most
comprehensively studied treatment
strategy for resistant depression or for
inadeguate response to antidepressants
is augmentation with atypical anti-
psychotic agents. A meta-analysis™ of
randomized, double-blind, placebo-
controlled studies found that augmen-
tation of various antidepressants with
the atypical antipsychotic agents olan-
zapine, risperidone, and quetiapine was
more efficacious than adjunctive pla-
cebo therapy (Figure 1). In addition, Dr
Papakostas noted that the atypical anti-
psychotic aripiprazol e was recently ap-
proved by the US Food and Drug Ad-
ministration (FDA) for use as an
adjunctivetherapy to antidepressantsin
MDD.

Augmenting with atypical anti-
psychotics has so far been the
best studied strategy for managing
treatment-resistant depression, said Dr
Papakostas. However, the disadvantage
is that, depending on the agent that
is chosen, atypical antipsychotics are
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Table 2. Evidence-Based Relative
Efficacy of Augmentation and
Combination Agents in Treatment-
Resistant Depression®

Strategy Grade®
Augmentation/Combination
Atypical antipsychotics?? A
Mirtazapi ne/mianserin®2 A—
Omega-3 fatty acids® A-
Modafinil,? lithium,? T, B
Bupropion® B
Testosterone,* B—
mecamylamine,?
desipramine™
Pindolol,* buspirone,®
inositol*
Lamotrigine,® C
methylphenidate™
Switching
SSRI to SNRI, NDRI, A
or SNRA®
SSRI to SSRI®*® A
Switching to MAOI**° B
Switching to TCA® C

*The efficacy grades were derived by Dr
Papakostas from reviewing all randomized,
double-blind, placebo-controlled studies
for these compounds in addition to data
from STAR*D, which was not placebo-
controlled. The grading criteria specifically
focused on the number of studies that
demonstrated superiority versus
equivalence of each of the treatment
strategies.

°A = good efficacy data, B = mixed
efficacy data, C = weak efficacy data
Abbreviations: MAOI = monoamine
oxidase inhibitor, NDRI = norepinephrine-
dopamine reuptake inhibitor,

SNRA = serotonin-norepinephrine receptor
antagonist, SNRI = serotonin-
norepinephrine reuptake inhibitor,

SSRI = selective serotonin reuptake
inhibitor, TCA = tricyclic antidepressant,
T, = triiodothyronine.

associated with various side effects,
including neuroendocrine side effects
(ie, hyperprolactinemia), metabolic
side effects (ie, weight gain, glucose
dysregulation, hyperlipidemia), and
extrapyramidal side effects (ie, akathi-
sia, parkinsonism, dyskinesia, neuro-
leptic malignant syndrome, tardive
dyskinesia).

Other strategies. Dr Papakostas
went on to discuss a number of other
strategies (Table 2).2~° Of those, he
stated that, following augmentation
of antidepressants with atypicals, the
second best-studied augmentation
strategy is the addition of lithium to
tricyclic antidepressants for patients
with MDD who demonstrate inad-
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equate response to tricyclic therapy.
He cautioned that each strategy hasits
advantages and disadvantages.

Augmentation and combination in
STAR*D. The goal of the STAR*D
study* was to assess the relative
efficacy, safety, and tolerability of
different treatment strategies for
antidepressant-resistant MDD. The
study design involved 4 levels. The
first level was an open-label tria of
the SSRI citalopram for acute MDD,
and each successivelevel involved dif-
ferent augmentation, combination, or
switching strategies. Patients advanced
from one level to the next if they did
not demonstrate adequate depressive
symptom response.

The use of various augmentation
and combination strategies within the
STAR*D study was examined in Lev-
els 2 and 3. Level 2 focused on the
addition of the bupropion or buspi-
rone.*? Remission rates were similar to
thosein Level 1, but astatistically sig-
nificant advantage in terms of toler-
ability was found favoring bupropion
combination (P < .05).

Level 3 examined adjunctive lith-
ium versus T, for depressed patients
who failed 2 adequate antidepressant
trials. The results of this study® dem-
onstrated a large numerical but not
statistically significant advantage in
remission rates in favor of T versus
lithium augmentation, aswell asasig-
nificant advantage in favor of T, aug-
mentation over lithium augmentation
in tolerability (P < .05).

Switching Medication

Dr Papakostas and colleagues® re-
cently conducted ameta-analysisto ex-
amine differences in efficacy between
switching to a second SSRI versus
switching to a newer, non-SSRI anti-
depressant (venlafaxine, bupropion, or
mirtazapine) for SSRI-resistant de-
pression. Switching to a non-SSRI
agent had a small numerical but statis-
tically significant (P < .05) advantage
for remission over switching to a sec-
ond SSRI. Switching to asecond SSRI,
however, was better tolerated.

Prim Care Companion J Clin Psychiatry 2009;11(4)



Switching between a TCA (imip-
ramine) and an MAOI (phenelzine)
has been studied as well, noted Dr
Papakostas. While switching in either
direction produced more response than
the initial agent, switching to phenel-
zine for imipramine-resistant depres-
sion was superior to switching to
imipramine in phenelzine-resistant
depression.®* Another study* found
that switching to the SSRI sertraline
for imipramine-resistant depression
and switching to imipramine for ser-
traline-resistant depression were both
efficacious, although the switch to ser-
traline produced a higher responserate.

Switching in STAR*D. In Level 2
of STAR*D, patients could switch
from citalopram to sertraline, venla-
faxine, or bupropion.** Remission rates
were similar among the groups, about
25%.°

In Level 3 of STAR*D, switch op-
tionswere mirtazapine or nortriptyline.

Remission rates did not differ statisti-
cally, but both were modest (< 20%).%

Finaly, in Level 4 of STAR*D,
switching to the MAOI tranylcypro-
mine had no advantage over switch-
ing to the combination of mirtazapine
and venlafaxine, and remission rates
were again modest (< 15%). However,
the combination of mirtazapine and
venlafaxine was better tolerated than
tranylcypromine.’

Conclusion

When choosing whether to pursue
augmentation or combination versus a
monotherapy strategy, such as in-
creasing the dose or switching, clini-
cians should consider not only the po-
tential loss of partial benefit from the
first-line treatment trial as well asthe
risk of withdrawal symptoms, but
also the tolerability of the first-line
treatment trial and the risk of drug
interactions.

Long-Term Management Strategies for Depression

The management of depressive re-
lapse and recurrence requires an active
stance on the part of the treating clini-
cian from the beginning of treatment;
the physician should try to change fun-
damental risk factors for the return of
depressive symptoms, began Richard
C. Shelton, MD. Instead of being reac-
tive to problems that the patient may
develop going forward, the clinician
should anticipate those problems.

One of the basic findings from the
STAR*D study was that depression is
much tougher to treat than originally
thought. Patients treated using an a go-
rithmic format had a hard time getting
to complete remission.*® The majority
of changes that occurred in patients
happened at the first step, and the pro-
portional change in depression symp-
toms decreased substantially over the
course of the study.® Thus, said Dr
Shelton, the long-term management of
depression should be viewed in the
context of acute treatment and the need
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for early aggressive management to
get the patient as well as possible.

Predicting and Preventing Relapse

Dr Shelton recommended that the
clinician think about risk factors for
subsequent relapse before treatment is
even started. Specific modifiable is-
sues in a patient’s life that contribute
to depressive episodes need to be
actively managed, such as stressful
events like family problems as well
as risk factors for cerebrovascular
disease and subsequent vascular
depression.

Addressing and managing causal or
prodromal factors for subsequent de-
pressive events as early as possible
may prevent a full relapse. For ex-
ample, apatient who has been in treat-
ment for a year to 2 years may sud-
denly have difficulty with sleeping or
anxiety or may be experiencing aloss
of interest or motivation. Even in later
stages of treatment, these adverse
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events can increase the patient’s risk
of relapse, explained Dr Shelton.

Nonpharmacologic Therapies
for Depression

Dr Shelton cited 2 studies** that
compared the efficacy of antidepres-
sant medication to that of cognitive
therapy in patients with moderate to
severe depression. Depending on the
expertise of the therapist, cognitive
therapy can provide similar efficacy to
antidepressant medication during acute
treatment.*” At the 2-year follow-up
after 1 year of no treatment,® patients
who had previously received cognitive
therapy had a significantly lower rate
of relapse (31%) than patientswho had
discontinued medication treatment
(76%; P =.004) and a similar rate as
those who continued antidepressant
treatment (47%, P = .20). Theseresults
suggest that cognitive therapy has a
different effect in the treatment of de-
pression than antidepressants; this
effect appears to modify the risk for
relapse.

Mechanisms of Treatment Response

When antidepressant treatment is
applied, response mechanisms may re-
duce symptoms by directly affecting
the structuresin the brain that are gen-
erating symptoms. However, explained
Dr Shelton, treatments may need to
target potential causal mechanisms or
vulnerability factors to reduce relapse
and recurrence. There is still a ques-
tion whether cognitive therapy and
medications (if effective) change de-
pressive symptoms, and then, as are-
sult, fundamental cognitive processes
are changed, or treatment produces
symptom response indirectly by di-
rectly changing the fundamental cog-
nitive processes.

Evidence suggeststhat medications,
particularly SSRIs, produce symptom-
atic changethrough direct, physiologic
inhibition of the activity of the brain
region thought to underlie anxiety and
depressive symptoms.*® However,
cognitive therapy may mediate the
psychological factors that predispose
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someone to depressive episodes in a
way that antidepressant medicines do
not.*® These predisposing factors in-
clude hopelessness, dysfunctional atti-
tude, and attributional style.

Thus, Dr Shelton said, whereas an-
tidepressant medications appear to pro-
duce a direct effect on brain structures
that mediate the symptoms, cognitive
therapy appears to act more indirectly
through underlying psychological pro-
cesses that modify risk for depression,
so that therisk for relapseis decreased.

Long-Term Management of MDD

When considering long-term man-
agement of patients with depression,
clinicians should focus on modifiable
risk factors for relapse or recurrence at
all phases of treatment, recommended
Dr Shelton. Many patients may do
well with pharmacol ogic treatment and
become essentially asymptomatic, but
most patients will not fully remit with
any single treatment. Therefore, Dr
Shelton suggested focusing on change
in cognitive mediators of relapse and
recurrencethat arelikely to be changed
through either cognitive therapy or be-
havioral activation.

Dr Shelton also recommended ac-
tively managing comorbidity, residual
depressive symptoms, and predictable
stressors. Unfortunately, clinicians of-
ten focus on symptom remission with-
out identifying the psychosocia fac-
tors that may increase risk for return
of symptoms.

Therapeutic Candor in Practice
According to Dr Shelton, therapeu-
tic candor means avoiding “oversell-
ing” treatment. He recommends avoid-
ing the “silver bullet” concept with
regard to acute treatment and manag-
ing patients expectations. Most pa-
tients are eventualy going to have a
significant return of depressive symp-
toms that will typically occur within
thefirst 12 monthsafter initial response
to treatment. Therefore, the manage-
ment of expectationsin the acute phase
means hel ping peopleto understand the
importance of relapse prevention.
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Patients al so need to understand that
residual symptoms aretherule, not the
exception. Dr Shelton noted that it is
common for peopleto continueto have
significant symptoms, and patients
have a responsibility to modify risk
factors for becoming depressed again.

Often, after the first few weeks of
treatment, clinicians may become less
aggressive and less systematic over
the course of treatment. Dr Shelton
advised clinicians to be aggressive in
treatment and stay active over time,
asking themselves if everything has
honestly been done to help the patient.
Clinicians must decide if further
change is realistic. For example, if a
patient istaking medication, how much
change is redlistic on that treatment
regimen? Should the clinician involve
the patient in cognitive therapy?

Finally, physicians need to be hon-
est about their time commitments and
engage alternative providerswhen use-
ful. Many patients will benefit from
more regular contact with someone
like a case manager or atherapist. On-
going support for those patients may
be needed in order to be able to pro-
vide optimal long-term treatment.

Drug names: aripiprazole (Abilify), bupropion
(Aplenzin, Wellbutrin, and others), buspirone
(BuSpar and others), citalopram (Celexa and
others), desipramine (Norpramin and others),
imipramine (Tofranil and others), lamotrigine
(Lamictal and others), lithium (Eskalith,
Lithobid, and others), mecamylamine
(Inversine), methylphenidate (M etadate,
Ritalin, and others), mirtazapine (Remeron
and others), modafinil (Provigil), nortriptyline
(Pamelor and others), olanzapine (Zyprexa),
phenelzine (Nardil), quetiapine (Seroquel),
risperidone (Risperdal and others), sertraline
(Zoloft and others), tranylcypromine (Parnate
and others), venlafaxine (Effexor and others).

Disclosure of off-label usage: The chair has
determined that, to the best of his knowledge,
buspirone, lithium, mecamylamine,
methylphenidate, modafinil, quetiapine,
risperidone, inositol, pindolol, and
triiodothyronine are not approved by the

US Food and Drug Administration for the
treatment of major depressive disorder;
lamotrigine is not approved for the treatment
of major depressive disorder or for acute phase
therapy of bipolar depression; olanzapineis
not approved for major depressive disorder
except in combination with fluoxetine; and
mianserin is not approved for usein the
United States.
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