Residual Symptoms and Relapse:
Mood, Cognitive Symptoms, and Sleep Disturbances
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Remission is the standard of care in major depressive disorder (MDD). However, even in patients
who respond to treatment and achieve remission, residual symptoms significantly inhibit functionality
and increase the risk of relapse and recurrence. The most common residual symptoms are fatigue,
sleep problems, and cognitive dysfunction. Clinicians should be cognizant of these potential residual
symptoms and the unique ways in which they present in patients with MDD. Treating these symptoms
as target symptoms from baseline increases the patient’s chances of an asymptomatic remission. Making
use of clinically practical screening instruments and monitoring these target symptoms throughout the
course of treatment can improve patients’ functional recovery.

Although remission has become the standard of care in
treating major depressive disorder (MDD), remission
is difficult to define consistently.! Full remission should
mean that the patient has experienced the resolution of all
symptoms of depression and the restoration of occupational,
educational, interpersonal, and psychosocial functioning to
a premorbid state. Clinical studies, however, often allow
patients to have some remaining (or residual) symptoms
and still be considered to be in remission. When patients
achieve and sustain asymptomatic remission, they have a
lower risk of relapse than patients who are considered to
be in remission but have residual symptoms (Figure 1).>*
In fact, versus having a history of recurrent depressive
episodes, residual symptoms are associated with a greater
risk of relapse.? In the Sequenced Treatment Alternatives
to Relieve Depression trials (STAR*D), greater number of
residual symptom domains was associated with an increased
probability of relapse.* As with treating chronic medical
conditions such as hypertension and diabetes, clinicians
treating MDD should be cognizant of and assess for any
risk factors that may contribute to relapse and recurrence,
including residual symptoms.

Certain types of residual symptoms are more common
than others. For example, in a study by Nierenberg et al,®
the most common residual symptoms among patients who
had technically achieved remission (defined as a Hamilton
Depression Rating Scale [HDRS] score <7) were sleep
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problems (44%) and fatigue (38%), followed by lack of
interest, guilt, and concentration problems (Figure 2). A
number of studies®® have reported the persistence of fatigue
or sleep problems and impairment in cognitive functioning
in continuation and maintenance treatment phases.® Because
distinguishing residual symptoms from side effects of
medication can be challenging, physicians must work with
patients before beginning treatment to systematically identify
the target symptoms that should be assessed throughout all
stages of treatment.

RESIDUAL FATIGUE AND SLEEP SYMPTOMS

Patients who have MDD often complain of sustained
fatigue without any physical exertion. They may find it
difficult to perform even basic minor tasks, feeling that
those tasks require more energy than they have. These
patients may subsequently complain that they take longer
than others to complete ordinary activities of daily living.
In fact, in a 3-year prospective study of depressed primary
care patients, Conradi et al’ found that lack of energy and
sleep disturbances accounted for 2 of the 3 most common
symptoms that persisted throughout the study. Patients
experiencing a major depressive episode (MDE) reported
lack of energy 90% of the time and sleep problems 85% of
the time. In patients who remitted, lack of energy persisted
35% of the time and sleep problems persisted 39% of the
time, while the core symptoms of depression were present
only 21% of the time.

Even though fatigue is common, it can be difficult to
assign a diagnosis to it. In an observational cohort study
of 571 patients, Nijrolder et al'® found that a wide range
of diagnoses were associated with fatigue in primary care.
Psychological disorders were the second most common
diagnostic category in the cohort and accounted for 16.5%
of diagnoses. The researchers concluded that, since at least
half of the patients in the cohort did not receive a diagnosis
that explained their fatigue during the presentation or the
1-year follow-up, this symptom is a complex problem that
deserves more attention.
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= |dentify target symptoms before initiating treatment to
distinguish residual symptoms from other factors that might
produce new-onset symptoms.

= (onsult patients when identifying target symptoms. Because
patients often present with MDD in different ways, think
beyond DSM criteria when listening to patients.

® |ntervene early when new-onset symptoms or side effects
arise during treatment.

Clinical Challenges

Various clinical challenges are associated with characterizing
fatigue in general. First, no universally accepted definition
of fatigue exists in medicine, and its presentation may vary
over time within individuals.!®!! Second, few standardized
ways to measure or assess fatigue are available, although sleep
problems are fairly well defined and able to be assessed by
objective measures.!! Third, patients may use language to
describe their symptoms that does not fit clinicians’ ideas
of fatigue-related symptoms described in diagnostic criteria
such as the Diagnostic and Statistical Manual of Mental
Disorders (DSM).

Even after fatigue has been identified, its cause can be
difficult to pinpoint. One cause of fatigue and sleep problems
may be side effects of medication. However, the clinician
who identifies fatigue or sleep disruption before beginning
depression treatment will be better able to rule out medication
side effect as the cause. One study” reported that 91.7% of
those who had posttreatment symptoms of insomnia and
92.7% of those who had posttreatment symptoms of fatigue
had pretreatment insomnia and fatigue, respectively.

Fatigue may be associated with stress and a variety of
medical and psychiatric disorders, so it may not be necessarily
identified by the patient or the clinician as one of the patient’s
core depressive symptoms. A study by Fuhrer and Wessely'?
found that, among 3,784 people who were seen by general
practitioners, 41.2% of the patients had symptoms of
persistent fatigue, but only 7.6% actually reported fatigue to
their doctor. The investigators reported a strong relationship
between fatigue and depression in this sample.

Fatigue and MDD

Fatigue has been studied as a predictor and residual
symptom of MDD, as well as a symptom of MDE, and has
been associated with other factors and conditions related to
depression. The Baltimore Epidemiologic Catchment Area
follow-up study'® found that both baseline and new-onset
fatigue during the 13-year period were associated with a
28-fold greater risk of new-onset MDD compared with those
without fatigue. Kroenke et al'* found that, among patients
in 2 primary care clinics who identified fatigue as a major
problem, 80% screened positive for MDD and/or somatic
anxiety compared with 12% of those without fatigue.

Functional status is particularly affected when fatigue and
depression co-occur.’® The impact of fatigue on function
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Figure 1. Relapse Rates in Patients With Residual Symptoms
vs Patients Who Were Asymptomatic at Remission?
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Figure 2. Frequency of Threshold and Subthreshold Residual
Major Depressive Disorder Symptoms in Responders to
Antidepressant Treatment (N=108)?
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Reprinted with permission from Nierenberg et al.®

is related to but somewhat distinct from the severity (ie,
experience) of fatigue.!"!® In patients with cancer, a pattern
in which functional interference from fatigue was greater
than the severity of fatigue helped predict which patients
had MDD.'” Fatigue is cited as one of the symptoms of MDD
most likely to cause occupational interference.!®

RESIDUAL COGNITIVE SYMPTOMS

Cognitive dysfunction is another common residual
symptom in patients with MDD.%? As with fatigue and sleep
problems, cognitive symptoms need to be distinguished
from medication side effects. One study by Bolling et al®
examined the side effects of selective serotonin reuptake
inhibitors (SSRIs) as factors in patients’ decisions to quit
treatment. Of 161 patients, 30 (18.6%) reported apathy,
28 (17.4%) reported being unable to concentrate, and 21
(13.0%) reported memory loss. Iatrogenically induced
cognitive problems could also occur with antihypertensive
medications, chemotherapy, and many other medications.
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Cognitive symptoms associated with depression tend to
develop over a brief time unlike the more gradual decline
in dementia. The clinician and the patient should work
together to identify a temporal relationship. Systematically
assessing symptoms before starting treatment makes it easier
to identify target symptoms and determine whether they are
truly a residual symptom of depression.

McClintock et al® discovered that, among 428 patients
whose depression responded but did not remit after 12
weeks of antidepressant treatment, 70.6% reported decreased
concentration/reasoning as a symptom that persisted from
baseline to exit. Cognitive impairment is an important
treatment target in MDD because it is strongly correlated
with physical, mental, and functional disability,' as well as
incomplete remission.?’ Jaeger et al*° reported that deficits in
neurocognitive domains were predictive of lack of functional
recovery. Patients whose neurocognitive performance showed
impairment at baseline and at 6-month follow-up had lower
ratings of function at follow-up than those without cognitive
deficits, independent of mood ratings. Naismith et al'® found
that cognitive impairment was equally strongly predictive of
physical impairment as depression severity was.

Cognitive symptoms are particularly problematic for
patients whose work requires strong cognitive skills, such
as academically or occupationally challenging roles.”!
Cognitive symptoms such as concentration and memory
problems (along with fatigue, low energy, and insomnia) are
perceived to interfere most with occupational functioning in
patients with MDD."® For patients who begin psychotherapy
for their depression, cognitive problems can keep them from
becoming completely immersed in the psychotherapeutic
process.

Cognitive symptoms can present in a wide variety of ways
in patients with MDD, making them difficult to identify.”*!
As with fatigue, many patients may not recognize that these
cognitive problems are related to their depression, so reports
from significant others may be helpful in identifying these
symptoms.?!

ASSESSING SYMPTOMS AND FUNCTIONING

Identify Target Symptoms With Patients

Presentations of MDD vary from one patient to another.
Each person has an individual expression of the illness.
When evaluating the patient, clinicians should think beyond
the DSM criteria, because many patients do not use DSM
language and may describe symptoms outside of DSM
criteria. Clinicians must ask patients to describe emotional,
physical, and cognitive problems that they would like to
target and see improve during treatment. These target
symptoms should be assessed throughout the course of
treatment. This approach allows patients to express in their
own words how they experience depression and how they
experience improvement over time. Identifying the patient’s
full range of symptomatology at baseline also helps the
clinician to track improvement of symptoms, be cognizant of
any residual symptoms, and recognize new-onset symptoms
during treatment.
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At the beginning of treatment, clinicians should also ask
their patients to define a premorbid time point by which
they can gauge whether they have reached remission. That is,
can they imagine a time when they did not have symptoms
of depression and were fully functional in interpersonal
relationships, work, and school? They will recognize
remission by symptom control and full functionality in
comparison with this previous time point.

Use Screening Instruments

When identifying target symptoms with patients at
baseline and assessing them at follow-up, clinicians will
benefit from a routine, systematic way of listing possible
symptoms so that nothing is missed. A number of screening
instruments have been developed for use in research and
clinical practice. Current outcome measures, however, may
fail to ascertain many common residual symptoms of treated
MDD during acute and long-term treatment.

The Patient’s Health Questionnaire (PHQ)?? is a self-
administered questionnaire that assesses common threshold
and subthreshold DSM-IV disorders. The PHQ-9 is a 9-item
depression module of the PHQ that determines whether
symptoms of depression have been present over a 2-week
period. This self-report questionnaire allows patients to take
part in their symptom assessment, and, for the clinician, is
quick (requires less than 3 minutes to review) and reliable.
The PHQ-9 does not cover all aspects of MDD (including
functional impairments), but it identifies symptoms that can
prompt the clinician to ask about other symptoms as well as
functioning.

Some depression scales that are widely used in clinical
research may not be practical to use in clinical practice,
such as the clinician-rated Hamilton Depression Rating
Scale (HDRS),” the Montgomery-Asberg Depression
Rating Scale (MADRS),* and the Inventory of Depressive
Symptomatology (IDS).”® However, the self-rated version
of the IDS, the 16-item Quick Inventory of Depressive
Symptomatology-Self Report (QIDS-SR),? is more suitable
for clinical practice.

One scale that is helpful for assessing functional
impairment is the Sheehan Disability Scale (SDS).*” The SDS
is a 3-item tool that assesses the functioning of the patient in
work/school, family, and social domains.

The Massachusetts General Hospital Cognitive and
Physical Functioning Questionnaire (CPFQ)? is helpful
in assessing cognitive and executive function, physical
symptoms, and fatigue in patients with mood and anxiety
disorders. The CPFQ, a 7-item, self-rated scale with high
reliability, is sensitive to symptomatic changes throughout
the course of treatment.

While the HDRS, MADRS, and IDS may not be practical
to use in clinical settings, they, like the DSM, can provide a
framework for clinicians to elicit information from patients
about a range of depressive symptoms. Clinically practical
measurements like the SDS and the CPFQ can help clinicians
and patients identify target symptoms at baseline and track
those symptoms over time, identifying residual symptoms
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Table 1. Differential Diagnostic Issues in Evaluating
New-Onset or Residual Symptoms in Major Depressive
Disorder?

Antidepressant tachyphylaxis

Side effects of/interactions with other medications
Psychosocial factors

Inaccurate diagnosis

Comorbid medical disorders

Comorbid psychiatric disorders

Lack of adherence leading to discontinuation syndrome

*Based on the American Psychiatric Association.?

and their impact on the patients” ability to achieve full
remission and functional recovery.

DIFFERENTIAL DIAGNOSIS OF
RESIDUAL AND NEW-ONSET SYMPTOMS

When faced with residual or new-onset symptoms,
clinicians need to use a differential diagnostic approach
to assess causes of these symptoms so that they can be
addressed and the symptoms can be resolved. Various
factors have the potential to cause new-onset or residual
symptoms (Table 1).%°

Antidepressant Tachyphylaxis

Patients who respond or remit with an SSRI or a
serotonin-norepinephrine reuptake inhibitor (SNRI) may
complain weeks or months later that they do not feel the
same as when they first responded to the treatment. They
may have developed apathy, decreased motivation, fatigue,
sleepiness, dullness in cognitive function, and a feeling
that it is difficult to laugh or cry.*® This phenomenon,
known as antidepressant tachyphylaxis, increases the risk
of recurrence in patient with MDD. Tachyphylaxis may be
associated with a compensatory decrease of norepinephrine
or dopamine due to the increase of serotonin in the brain.
Both clinicians and patients commonly confuse iatrogenic
effects of medication with antidepressant tachyphylaxis.
Good questions to ask patients who begin to present with
such symptoms are, “Do you feel blah?” and “When did
this start?” If these symptoms are present, clinicians may
consider switching to a broad-spectrum antidepressant that
may prevent diminished norepinephrine and dopamine
modulation in the brain.?*® Additional options to manage
this phenomenon are lowering the dose, as long as it is not at
the cost of losing efficacy, or adding adjunctive treatment.

Inaccurate Diagnosis

Clinicians should always evaluate the accuracy of the
diagnosis. For example, patients with bipolar disorder may
be misdiagnosed with MDD, because a patient in a depressed
stage of bipolar disorder may present with the same
symptoms as a patient with unipolar major depression.?’

Comorbid Disorders

Patients with depression are often treated on a long-term
or lifelong basis. Therefore, clinicians need to also watch
for the development of new-onset medical disorders, such
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as endocrine disorders (including thyroid abnormalities),
rheumatologic disorders, neurologic conditions, cancer, and
dementia. These medical disorders, rather than MDD, may be
responsible for new-onset or residual symptoms.

In addition, fatigue and cognitive problems may be signs
of comorbid psychiatric disorders.?’ Clinicians should remain
alert for substance use or withdrawal as the cause of any new-
onset or residual symptoms. MDD also commonly co-occurs
with anxiety disorders, attention-deficit/hyperactivity disorder,
and sleep disorders, but the comorbidity may not have been
apparent until the depression was treated. The treatment of
a comorbid illness may also exacerbate antidepressant side
effects.

Side Effects or Drug Interactions

A new-onset or residual symptom may also be a result of
a drug interaction with other medications that the patient
may be taking, including over-the-counter medications or
medications prescribed by other clinicians. Clinicians should
ask patients at each visit what medications they are taking
along with their antidepressant medication.

Psychosocial Variables

Another differential diagnostic consideration for new-
onset or residual symptom causes is psychosocial variables.”
When depression improves, patients may resume activities,
such as returning to work or school, which can produce new
life stressors. Clinicians should assess for these psychosocial
variables throughout treatment.

Adherence Issues

Most importantly, clinicians should regularly assess patients
for lack of adherence. When patients begin to feel better, they
may decide to cut back on their medications, especially if cost is
an issue. Patients who miss doses or stop their antidepressants
abruptly could experience discontinuation phenomena. These
physical symptoms, such as fatigue and flu-like symptoms, can
easily be confused with residual symptoms of depression.*!
Patients may also experience cognitive symptoms and mood
symptoms, such as dysphoria or irritability. All of these can
be easily misinterpreted as a new-onset depressive symptom
or arelapse, so it is important to make sure that the symptoms
are not a result of decreasing or stopping the pharmacologic
treatment.

MANAGING RESIDUAL SYMPTOMS

For patients to achieve and sustain asymptomatic remission,
clinicians must help them manage residual symptoms (Table
2). Identifying baseline target symptoms with the patient
is the most important component of managing residual
symptoms because this allows the clinician to distinguish
new symptoms from residual symptoms. Tools such as
laboratory work and neuropsychological testing can be used
in the differential diagnosis of symptoms such as fatigue and
cognitive impairment, and assessment tools should be used to
monitor treatment effectiveness over time. Clinicians should
intervene early when new-onset symptoms or side effects arise
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Table 2. Management Strategies for Residual Symptoms in
Major Depressive Disorder?

Identify baseline “target symptoms” and follow up over time using
assessment tools

Use laboratory and neuropsychological testing if needed for differential
diagnosis

Intervene early for new-onset symptoms or side effects

Reduce dose of medication contributing to symptoms, but not at cost of
loss of efficacy

Add another pharmacologic therapy or psychotherapy to the treatment

Switch treatments

*Based on the American Psychiatric Association.?

during treatment. If medication may be contributing to the
symptoms, consider reducing the dose of the medication or
adding an adjunctive therapy, whether that is pharmacologic
therapy or psychotherapy. Clinicians should also consider
switching to a different pharmacologic class of antidepressants
for patients who present with residual symptoms.

RECONCEPTUALIZING THE APPROACH
TO DEPRESSION TREATMENT

Not all symptoms of depression respond the same way
to treatment. For example, why do symptoms of fatigue
linger in many patients when their mood improves during
treatment for MDD? Why do cognitive problems often
not respond to conventional treatments like the other core
depressive symptoms? The acute treatment of depression
can result in an early improvement of core symptoms of
depression, such as mood, appetite, helplessness, and guilt.
However, symptoms such as fatigue, cognitive problems,
and sleep problems are commonly experienced even after
remission of the other core depressive symptoms. Incomplete
remission can hinder functional recovery and contribute to
relapse. Therefore, clinicians must modify their approach to
achieving remission from MDD to include all symptoms and
restoration of functioning.

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