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ABSTRACT

Treatment-resistant depression (TRD) is defined as the failure of an episode of major depression to respond fully
to the adequate administration of a treatment that is known to be effective. TRD comprises many different clinical
scenarios, including bipolar and unipolar depression, and known adequate treatments include psychotherapeutic
and pharmacotherapeutic regimens. Studies have shown that ~50% of patients with major depressive disorder (MIDD)
receiving antidepressants experienced a clinical response (=50% reduction in symptoms). When first-line antidepressant
strategies fail to bring about response or remission of an episode of depression, clinicians may reevaluate the patient's
diagnosis, ensure that any or all comorbidities have been diagnosed properly, and assess treatment adherence. It is com-
mon for clinicians to resort to second-, third-, and sometimes fourth-line treatment strategies to reach full remission of a
depressive episode. These strategies may entail a within-class antidepressant switch, an out-of-class switch, or augment-
ing the first-line antidepressant. The major rationale for augmentation is that it builds upon whatever gains have been
made with the first treatment trial. An adjunctive treatment may also target selected symptoms, such as a benzodiaz-
epine or buspirone for anxiety symptoms, or modafinil for fatigue or lethargy. Augmentation of antidepressants with
an atypical antipsychotic is a common polypharmacy strategy in the treatment of MDD. Some atypical antipsychotics
possess affinity for the 5-HT,, or 5-HT, , receptor, both of which are of interest to treating depressive symptoms. There
is an urgent need to continue to expand the repertoire of treatments available for MDD, including TRD. The long-term
efficacy and safety data for atypical augmentation strategies must still be established, and these strategies must be
compared to other augmentation or switching strategies.
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EXPERT PANEL SUPPLEMENT

An expert panel review of clinical challenges in psychiatry
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of the Mount Sinai School of Medicine and MBL
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Credit Designation

The Mount Sinai School of Medicine designates this edu-
cational activity for a maximum of 2 AMA PRA Category 1
Credits™. Physicians should only claim credit commensurate
with the extent of their participation in the activity.

Faculty Disclosure Policy Statement

It is the policy of the Mount Sinai School of Medicine
to ensure objectivity, balance, independence, transpar
ency, and scientific rigor in all CME-sponsored educational
activities. All faculty participating in the planning or imple-
mentation of a sponsored activity are expected to disclose
to the audience any relevant financial relationships and to
assist in resolving any conflict of interest that may arise
from the relationship. Presenters must also make a mean-
ingful disclosure to the audience of their discussions of
unlabeled or unapproved drugs or devices.

Statement of Need and Purpose

Although numerous clinical trials have demonstrated the
clinical efficacy and safety of antidepressant drugs, their
overall efficacy in MDD is, at best, modest. Studies have
shown that ~60% of patients with MDD receiving antide-
pressants experienced a clinical response (=50% reduction
in symptoms). It is common for clinicians to resort to sec-
ond-, third-, and sometimes fourth-line treatment strategies
to reach full remission of a depressive episode.There are
extensive data on switching or augmenting antidepressants
for treatment-resistant episodes of depression. A careful
evaluation of each patient's history, combined with the
results of controlled clinical studies, can lead to improved
outcomes and safety in clinical practice.

Target Audience
This activity is designed to meet the educational needs
of psychiatrists.

Learning Objectives

e Define treatment-resistant depression (TRD) and
how it relates to therapy, treatment response, and a
spectrum of severity so that patients are accurately
diagnosed with TRD.

e Assess the validity and accuracy of a patient’s current
diagnosis and treatment strategy before enacting a sec-
ond- or third-line switch or augmentation strategy.

e List the relative advantages and disadvantages of
polypharmacy—combination and augmentation—
strategies for TRD treatment.
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