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Abstract

A 67-year-old woman with a history of obesity, chronic low back pain, and recurrent episodes

of major depression presents with mild depressive symptoms of more than 2 years’ duration,
with worsening symptoms over the past 4 months. She was receiving sertraline at a stable

dose of 100 mg per day until 3 months ago, when she initially presented for her worsening
depressive symptoms. At that time, sertraline was tapered off, and treatment with extra-long
extended-release bupropion (bupropion XL) was started at a dose of 150 mg daily and was
increased to 300 mg daily 3 weeks later. Despite having taken the higher dose of bupropion XL for
more than 2 months, the patient continues to have low mood, loss of interest in usual pleasurable
activities, trouble falling asleep, wakefulness several times during the night, diminished energy,
poor appetite, difficulty concentrating, and intrusive thoughts of being “better off dead,” but she
does not have active suicidal thinking. Her nine-question Patient Health Questionnaire (PHQ-9)
score is 17 (on a scale of 0 to 27, with higher scores indicating greater severity of depressive
symptoms). How would you evaluate and treat this patient?

THE CLINICAL PROBLEM

Mood disorders, including major depression, persistent depressive disorder (also known

as dysthymia), and subsyndromal depression are common among older adults! and are
associated with poor health outcomes and poor quality of life.2 Response to initial
antidepressant treatment in clinical trials involving older persons varies from 35 to 73%.3-°
Factors related to poor response and treatment-resistant depression include chronic medical
conditions, presence of cerebrovascular disease, coexisting anxiety, concomitant chronic
dysthymia, substance abuse, and bereavement.

There is broad consensus for defining treatment-resistant depression across the lifespan as

a lack of response to two or more adequate trials of antidepressants in a single episode.5.7
Although clinicians embrace a definition specifying treatment failure of at least two different
classes of antidepressants, there is no current consensus on this nuance. A sufficient trial of
a therapeutic dose is generally considered to be 8 weeks. Definitions of treatment-resistant
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depression are focused on lack of response to pharmacologic treatment and do not include
lack of response to psychotherapy (recommended as initial treatment for mild-to-moderate
depression®), electroconvulsive therapy (ECT), or transcranial magnetic stimulation (TMS).
Diagnostic variation regarding treatment-resistant depression may affect accurate estimates
of the prevalence of and prognosis for the condition and may lead to inconsistent treatment
recommendations across guidelines.® Levels of response are defined on the basis of
guidelines: a decrease in symptom severity of 25% or less indicates nonresponse, a decrease
of 26 to 49% indicates partial response, a decrease of 50% or greater indicates response, and
the presence of no or very few symptoms indicates remission.10.11

STRATEGIES AND EVIDENCE

Evaluation of Treatment-Resistant Depression in Older Adults

Evaluation of treatment-resistant depression comprises confirmation of the diagnosis with
validated tools and assessment of coexisting conditions (Fig. 1). The PHQ-9 is a validated
tool for use in establishing a diagnosis of major depression and for tracking the progress
of treatment; a score below 5 is typically the treatment goal.12 The Geriatric Depression
Scale!3 also is useful for tracking depressive symptoms in older adults.

Coexisting conditions that affect the diagnosis and management of depression include
concomitant dysthymia, suicidal ideation, and other major psychiatric disorders and
medical conditions. Dysthymia, defined as chronic (=2 years) depressive symptoms that

are insufficient to meet major depression criteria yet impair function,4 is associated with
recurrent depressive episodes. For any depressive disorder, assessment of suicidal ideation
is essential because of the increased prevalence of suicide among patients with this disorder
and the need for specific further intervention. Screening tools such as the PHQ-9 include
questions about suicide; however, further assessment of a patient who reports suicidal
ideation should be undertaken as part of a clinical interview.

Depressive symptoms also occur in other major psychiatric disorders that may not be
recognized when a patient initially presents with recurrent depressive symptoms. Patients
with recurrence of depressive symptoms may have a cyclic mood disorder such as bipolar
disorder, and screening for past symptoms of mania®® should include inquiry about mood
swings, episodes of high mood with increased energy and decreased need for sleep,

and personal or family history of manic—depressive illness.1* People with schizoaffective
disorder have psychotic symptoms, such as hallucinations or delusions, as well as symptoms
of a mood disorder — either bipolar type (episodes of mania and sometimes depression) or
depressive type (episodes of depression). A patient who appears to have psychotic symptoms
could be having a depressive episode (major depression with psychotic features) or may
have a depressed subtype of schizoaffective disorder.

Medical conditions and side effects of medication can masquerade as depressive symptoms,
and coexisting psychiatric and medical conditions can contribute to treatment resistance.
Common confounding psychiatric conditions include anxiety, dysthymia, and alcohol or
substance use disorders. Common confounding medical conditions include coronary heart
disease, congestive heart failure, diabetes, cancer, and neurologic conditions.16
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TREATMENT

Patients with treatment-resistant depression generally benefit from consultation with

a mental health clinician, preferably a psychiatrist, because decision making around
medication is often indicated. Such collaborative care may involve either comanagement of
care by a primary care provider and a psychiatrist or a psychotherapist (or both) or referral to
a psychiatrist or psychotherapist for consultation or ongoing care.

In a comanagement model, the primary care clinician may seek to optimize medication
management by means of dose escalation, a change in therapy to a new antidepressant,

or augmentation of therapy with another agent, while concurrently referring the patient to
psychotherapy. Improving Mood-Promoting Access to Collaborative Treatment (IMPACT)
is an evidence-based care model in which a behavioral health specialist who is embedded
with a primary care provider and supervised by a psychiatrist works in collaboration with

a primary care clinician to manage geriatric depression with the use of antidepressant
medication and psychotherapy.1” As compared with usual care, this model resulted in
significant reductions in depressive symptoms at 3 months that were sustained at 6

months and 12 months.17 Similarly, in the Prevention of Suicide in Primary Care Elderly:
Collaborative Trial (PROSPECT), depression care managers in primary care settings
collaborated with clinicians, an approach that showed decreases in geriatric depression

and suicidal ideation.18 Despite these positive outcomes, only approximately half the active-
intervention groups both in a trial assessing the IMPACT model and in PROSPECT met the
definitions of response at 12 months.17:18

Referral to a psychiatrist is indicated for more complex interventions (e.g., ECT, TMS,
vagus-nerve stimulation, and ketamine or esketamine therapy) when depressive symptoms
are severe or chronic or involve coexisting cognitive impairment, psychosis, or worsening
suicidal thoughts. Referral of patients with treatment-resistant depression to a psychiatrist
who specializes in geriatric medicine may also be helpful in determining whether treatment
with certain psychoactive medications should be stopped. However, provision of treatment
will continue to be affected by a limited psychiatry and behavioral health workforce,
especially for care of older adults.1®

Management of Mild-to-Moderate Treatment-Resistant Depression—Regardless
of the clinical setting, management of mild-to-moderate treatment-resistant depression
often involves consideration of a referral for psychotherapy and changes in medication.
Psychotherapy is considered first-line treatment for major depression without psychotic or
suicidal features and includes individual and group cognitive behavioral therapy, individual
problem-solving therapy, and interpersonal therapy.®

Cognitive behavioral therapy targets current problems and symptoms and focuses on the
relationship among behaviors, thoughts, and feelings and aims to change those patterns
that reduce pleasure and interfere with a person’s ability to function at their best. Problem-
solving therapy is a cognitive behavioral approach that focuses on addressable problems
identified by the patient that contribute to depression. Interpersonal psychotherapy focuses
on improving problematic relationships and circumstances that are most closely associated
with the current depressive episode.
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Evidence for the addition of psychotherapy to the management of treatment-resistant
depression specifically is lacking. One small randomized, controlled trial involving 124
participants who had a partial response to escitalopram therapy showed no significant
difference in remission when escitalopram treatment was augmented with interpersonal
therapy (58%) as compared with depression care management that included support,
psycho-education, and behavioral interventions (45%) (P = 0.14).20

Pharmacotherapy for Mild-to-Moderate Treatment-Resistant Depression—The
appropriate dose of antidepressant medicine for older adults with depression is similar to
that for younger adults, and older persons can receive what might be perceived as a high
dose without negative side effects (Table 1).20 However, older patients are more prone

to adverse effects associated with antidepressants, especially falls (Table 2).21 Given high
reported rates of medication nonadherence in depression, establishment and maintenance of
a therapeutic alliance to support adherence surveillance can improve outcomes in patients
with depression.1®

The evidence base for the pharmacologic treatment of treatment-resistant depression

is limited and involves strategies of switching or augmenting antidepressants. One

large, multisite platform trial, Sequenced Treatment Alternatives to Relieve Depression
(STAR*D), involved a series of randomized, controlled treatment trials involving 3671
adult outpatients with nonpsychotic major depressive disorder who were candidates for
medication (citalopram) as a first treatment step.3” Remission at step 1 in the trial was
36.8%; only 106 adults 65 years of age or older received citalopram monotherapy, and
remission of symptoms in that subgroup occurred in 31.1%.38 Given the small number

of older patients with depression included in the STAR*D trial, we can only extrapolate
findings from subsequent steps to older adults. In step 2, patients who did not have remission
were randomly assigned to switch to one of three antidepressants (i.e., bupropion, sertraline,
or venlafaxine), switch to cognitive behavioral therapy, or continue to receive citalopram
therapy with augmentation (bupropion, buspirone, or cognitive behavioral therapy). Overall
remission with these interventions was observed in 30.6% of the patients, with none of

the medication switch regimens being clearly superior.3” Overall cumulative remission after
multiple steps was observed in 67%.

Although switching from one antidepressant class to another is an approach that is common
clinical practice, there is little evidence to support it.28 Nevertheless, there is guideline-
based support for switching antidepressants from a selective serotonin-reuptake inhibitors
(SSRI) to either the serotonin—norepinephrine reuptake inhibitor (SNRI) venlafaxine or

the monoamine oxidase inhibitor (MAOI) tranylcypromine in nongeriatric patients with
depression.10 A small study assessing the use of venlafaxine as compared with paroxetine
in older patients who did not have a response to other treatments showed that 60% of the
patients who received venlafaxine and 33% of those who received paroxetine had remission
of symptoms after 8 weeks of treatment.39 A 1996 study involving older adults with
depression who did not have a response to an initial trial of nortriptyline showed that 63.6%
of the participants had a response to phenelzine (an MAOI) at 6 weeks.*0 SSRIs and SNRIs
are the most commonly prescribed classes of antidepressants; however, because MAOIs are
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prescribed less frequently than SSRIs and SNRIs in both geriatric and nongeriatric patients,
treatment with an MAOI in an older adult should be managed by a geriatric psychiatrist.

There is evidence supporting augmentation strategies for use in patients with treatment-
resistant depression (Table 2). The use of lithium as an augmenting agent is recommended
in two treatment guidelines.10:15 A meta-analysis of 10 prospective trials involving mostly
nongeriatric participants showed that lithium augmentation was superior to placebo in the
treatment of unipolar major depression, with 41.2% of the patients in the lithium group
having a response, as compared with 14.4% of those in the placebo group.#? In the STAR*D
trial, augmentation with lithium in patients who had not had a response to two adequate
trials of antidepressant agents resulted in remission in an additional 15.9% of those patients;
however, the mean lithium blood level was only 0.6 mmol per liter (therapeutic range, 0.6
to 1.2), which may have accounted for the modest effect.#2 When considering the use of
lithium in older adults, clinicians should be aware of potential drug—drug interactions. The
evidence for augmentation with second-generation antipsychotic agents is stronger than that
for lithium, with results of randomized clinical trials favoring augmentation with quetiapine,
aripiprazole, olanzapine, and risperidone in nongeriatric adults.*3 The recommended doses
in patients with unipolar depression are lower than those used in the treatment of patients
with schizophrenia,2® with one guideline recommending aripiprazole at an initial dose of 2
mg to 5 mg per day and a maximum final dose of 15 mg per day.10 In treatment-resistant
depression in older patients, a trial of augmentation with aripiprazole (target dose, 10 mg per
day) as compared with placebo showed greater remission with aripiprazole (in 44% of the
patients vs. 28%), although akathisia (in 26.7% of the patients), increased dream activity (in
26.7%), and weight gain (in 19.8%) were commonly reported side effects.2>

Augmentation with triiodothyronine (T3) has a modest evidence base, mostly among

older adults receiving T3 augmentation of treatment with tricyclic antidepressants.3 A
review of eight trials of varying quality involving augmentation with T3 showed that a
pooled percentage of 56.8% of the patients who received augmentation had remission, as
compared with 23.5% who received placebo; the number needed to treat (for response)

was 4.3.44 However, when analyses were restricted to randomized, controlled trials, there
was no difference between augmentation with T3 and placebo.** In the STAR*D trial, T3
augmentation of citalopram therapy led to remission in an additional 24.7% of the patients.42

The choice of augmentation with an antidepressant can be tailored to the patient’s
symptoms.#® For patients in an anergic or amotivated state, clinicians should consider
switching to or augmenting treatment with an activating agent such as an SNRI or
bupropion.” Insomnia, diminished appetite, or weight loss may indicate the use of
mirtazapine, which has been associated with sedation, increased appetite, and weight gain.4°

Treatment of Severe Treatment-Resistant Major Depression in Older Adults
—Older patients with severe treatment-resistant depression are usually referred to a
psychiatrist who typically would recommend trials of medications such as those shown
in Table 2. Other approaches to treatment include ECT, esketamine, and TMS. Evidence
for the use of ECT comes from the uncontrolled, observational Prolonging Remission

in Depressed Elderly trial, in which 240 adults 60 years of age or older with treatment-
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resistant depression were treated with ECT to the right side of the brain combined with
venlafaxine therapy.4® This intervention resulted in remission in 63% of the patients with
severe depression and in 75% of those with moderately severe depression. A randomized,
controlled trial of intranasal esketamine plus antidepressant therapy as compared with
intranasal placebo plus antidepressant therapy in patients 65 years of age or older with
treatment-resistant depression showed no improvement associated with esketamine.47:48
With regard to TMS, a recent systematic review including seven randomized, controlled
trials and seven uncontrolled trials of TMS in geriatric depression showed substantial
variation in clinical response, with remission occurring in 6.7 to 54.3% of the patients.*®
Data are limited with regard to the effects of intravenous ketamine or psilocybin for
treatment of older adults with treatment-resistant depression.

AREAS OF UNCERTAINTY

There is little evidence with regard to how long an older adult with depression should
continue treatment with an antidepressant once remission is reached. Further studies,
including longer term clinical trials, are needed to guide maintenance treatment, especially
for patients with a history of recurrence of severe depression. In addition, more evidence
is needed with regard to antidepressant augmentation and switching strategies. The use of
brain imaging and genetic markers in the management of treatment-resistant depression in
older patients also requires more study.

GUIDELINES

Although no guidelines have been developed solely for the evaluation and management

of treatment-resistant depression in older adults, there are published guidelines regarding
treatment-resistant depression in adults and guidelines for management of late-life
depression more broadly. Both U.S.8:15:50 and non-U.S.51-54 guidelines mention treatment
approaches for use in patients with treatment-resistant depression. Recommendations in this
article are generally consistent with these guidelines.

CONCLUSIONS AND RECOMMENDATIONS

With regard to the patient described in the vignette, | would begin with a review of her
current depressive symptoms and investigate possible coexisting conditions, such as anxiety
and dysthymia. Her chronic depressive symptoms appear to have been exacerbated by
worsening lower back pain, causing her to curtail many of her activities; therefore, |1 would
refer her for problem-solving therapy to develop strategies to motivate her to engage in
physical therapy and help her identify enjoyable activities in which she can participate and
thereby improve her mood. | would also continue to monitor her suicidal ideation. Owing to
her moderately severe symptoms (PHQ-9 score of 17), ongoing use of pharmacotherapy is
warranted. Because she has had two unsuccessful trials of antidepressants, | would switch
treatment to an SNRI such as duloxetine at a dose of 30 mg daily, with a plan to increase

to 60 mg daily after a week. Duloxetine may relieve some of her chronic low back pain,

and it is unlikely to cause weight gain. Ideally, management of her depression would

occur in the context of a collaborative care model that would involve visits every 2 weeks,

N Engl J Med. Author manuscript; available in PMC 2024 August 15.
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measurement-based monitoring of symptoms and severity, and a goal of remission. If her

de

pression does not remit after 8 weeks of treatment with duloxetine at the 60-mg dose,

I would step up care with augmentation using a second-generation antipsychotic such as
aripiprazole. Should her condition deteriorate to include severe symptoms or active suicidal
ideation, | would refer her for ECT.
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Key Clinical Points

Treatment-Resistant Depression in Older Adults

Treatment-resistant depression is common in older adults with depression and
is associated with several biologic, psychological, and social factors, as well
as with adverse clinical and functional outcomes.

A commonly accepted definition of treatment-resistant depression is a
lack of improvement despite adequate trials of two different classes of
antidepressants for at least 8 weeks.

Assessment of treatment-resistant depression includes screening for
coexisting medical and psychiatric conditions.

Measurement-based collaborative care with the use of validated instruments
(e.g., the nine-item Patient Health Questionnaire) is recommended for the
management of depression, with continuous monitoring and adjustment of
treatment until remission is reached and sustained.

The best evidence for a pharmacologic approach to the management of
treatment-resistant depression rests on augmentation strategies, such as
the use of second-generation antipsychatic agents, lithium, or another
antidepressant agent, or a switch to a different class of agent.

Referral for a psychiatric evaluation for consideration of electroconvulsive
therapy or other treatment is recommended for patients with severe
depression, worsening suicidal ideation, psychosis, or coexisting cognitive
impairment.

N Engl J Med. Author manuscript; available in PMC 2024 August 15.
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Patient presents with ongoing depressive
symptoms despite receiving treatment

'

Screen for bipolar disorder, address coexisting
medical and psychiatric conditions, and check
thyrotropin, vitamin D, and By, levels if not already
checked during current depressive episode

'

Partial response to treatment?

[

[
No

i

I
Yes

'

Failure of two or more adequate trials of
an antidepressant medication and meets

Maximal dose of antidepressant?

major criteria for a depressive episode

[

! No

Positive screen for bipolar disorder? l

Yes

'

Page 12

I Increase dose and monitor

Augment with aripiprazole

Yes No

i 1

l

Refer to psychiatry for diagnostic
evaluation to rule out bipolar

Does patient meet criteria for persistent depressive disorder?

disorder

I
No

i

Patient meets criteria for major depressive
disorder (mild, moderate, or severe)

t

Yes

i

Refer to psychotherapy

[
Mild-to-moderate

|
Severe

treatment-resistant treatment-resistant
depression depression

Augment with aripiprazole or
switch to a new antidepressant
class (SSRI, SNRI, a2-antagonists
such as mirtazapine, or norepine-
phrine or dopamine reuptake
inhibitor such as bupropion)

Refer to a psychiatrist for complex
pharmacologic management,
electroconvulsive therapy,
esketamine, transcranial magnetic
stimulation, vagus-nerve
stimulation

Figure 1. Management of Treatment-Resistant Depression in Older Adults.
SNRI denotes serotonin-norepinephrine reuptake inhibitors, and SSRI selective serotonin-

reuptake inhibitors.
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