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Depressive Disorders in HIV/AIDS: A Clinically

Focused Narrative Review
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and Scott R. Beach, MD

Abstract: Depressive disorders and human immunodeficiency virus/acquired immunodeficiency syndrome (HIV/AIDS)
are associated with major socioeconomic burdens. The negative impact of depressive disorders on HIV/AIDS is well
known, including on treatment outcomes. Unfortunately, depressive disorders are underdiagnosed and undertreated in
seropositive persons. This review summarizes clinically useful information on depressive disorders in HIV/AIDS. More
specifically, we address assessment, differential diagnosis, contributing factors, management, and common challenges
in the treatment of depressive disorders in seropositive individuals. Assessment and diagnosis of depression may be chal-
lenging in seropositive persons because of several biopsychosocial particularities associated with HIV/AIDS. One of the
difficulties is the overlap between depression and HIV/AIDS symptoms, particularly in individuals with advanced AIDS,
requiring consideration of a broad differential diagnosis. Several factors related to HIV/AIDS status contribute to the higher
rates of depressive disorders, including infectious-immunological, psychosocial, and exogenous factors. The treatment of
depressive disorders in HIV/AIDS involves three groups of interventions: (1) pharmacological interventions, (2) psychotherapeutic
interventions, and (3) management of other contributing factors. Challenges in management include poor adherence to
treatment and the risk of suicide. We provide evidence-based recommendations to improve assessment and management of
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depressive disorders in seropositive persons.
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epressive disorders and human immunodeficiency

virus/acquired immunodeficiency syndrome (HIV/

AIDS) are associated with major socioeconomic bur-
den. Globally, depressive disorders are a leading cause of disabil-
ity, (P 1817, Table 1) o hile HIV/AIDS ranks eleventh.? Depressive
disorders are a group of disorders characterized by the presence
of sad, empty, or irritable mood, accompanied by somatic and
cognitive changes that significantly affect the individual’s ca-
pacity to function. Included in this context are conditions such
as major depressive disorder (MDD), substance/medication-
induced depressive disorder, and depressive disorder due to
another medical condition.? The main depressive disorder in
terms of prevalence and burden is MDD, with approximately
300 million individuals affected worldwide.* Previous evidence
suggests that persons with HIV/AIDS have a significantly greater
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risk of developing depressive disorders than the general pop-
ulation, including a two- to four-fold higher risk of develop-
ing MDD.>~ MDD is also the most common psychiatric
condition in individuals with HIV/AIDS,'® with an estimated
prevalence ranging from 20 to 42%.%8:11-13

The negative impact of depressive disorders on HIV/AIDS
is well known. For example, MDD is associated with poorer
compliance to anti-retroviral therapy (ART),'*'S higher rates
of detectable viral load,'® lower CD4 counts,'” poorer function-
ality, and lower quality of life.'®!®!” Depressive disorders have
also been associated with greater mortality.”>*! For example,
Sudfeld and colleagues®® found that 36% of the deaths in
Tanzanian women with HIV over the course of two years
were attributable to depression.

Depressive disorders are underdiagnosed and undertreated
in individuals with HIV/AIDS.?* Proper detection and manage-
ment of depressive disorders improves HIV/AIDS outcomes,
leading to better compliance to ART, higher CD4 counts, and
increased rates of undetectable viral load.!®*372” Therefore,
a practical review addressing clinically relevant aspects of de-
pressive disorders in HIV/AIDS is timely.

Despite vast and good-quality research on depression in
HIV/AIDS, clinician-friendly, updated reviews of the scientific
literature are much needed. In spite of their strengths, the ma-
jority of literature reviews on this subject tend to focus on par-
ticular aspects of depression in HIV/AIDS such as adherence
to ART>>2%2% or HIV/AIDS progression,'”*° or on specific
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types of treatment for depression.”>!->* The objective of this
literature review is to provide an updated, practical, and
global overview of depressive disorders in HIV/AIDS.

More specifically, we will address the following questions:

(1) How should clinicians assess and diagnose depressive
disorders in HIV/AIDS?

(2) What are the factors contributing to the development of
depressive disorders in HIV/AIDS?

(3) How should clinicians manage depressive disorders
in HIV/AIDS?

(4) What are common challenges in the treatment of de-
pressive disorders in HIV/AIDS, and how should clini-
cians approach these?

METHODOLOGICAL STRATEGY

We manually reviewed articles from May 1983 (when the vi-
rus that caused AIDS was discovered) to September 2019. We
used the electronic databases Google Scholar, MEDLINE/
PubMed, Embase, and Cochrane Database, and reviewed ar-
ticles regardless of language. We also included manuscripts
cited as references in the articles obtained in the initial search.
The search terms used were as follows: human immunodefi-
ciency virus, acquired immunodeficiency syndrome, HIV, or
AIDS, and depression, depressive, major depressive disorder,
or antidepressants.

This review included manuscripts that addressed depres-
sive disorders in patients with HIVor AIDS. We prioritized ar-
ticles that were useful for clinical practice (i.e., understanding
of contributing factors, assessment, diagnosis, clinical manage-
ment, challenges in treatment, and therapeutic decision making).
In addition, this review preferably selected articles with high
levels of evidence (systematic reviews, meta-analyses, and
original reports with longitudinal data or large samples),
and recent reports (particularly in the last 15 years).

HOW SHOULD CLINICIANS ASSESS AND DIAGNOSE
DEPRESSIVE DISORDERS IN HIV/AIDS?

Depressive disorders are vastly underdiagnosed in HIV/
AIDS,?*%%33 primarily because of the lack of assessment
by providers.?® Although screening questionnaires have rela-
tively modest evidence in this population,*® they might optimize
and facilitate the recognition of depression in HIV/AIDS in clin-
ical settings. American and European guidelines recommend
depression screening, ideally annually.>*3° The nine-item Pa-
tient Health Questionnaire (PHQ-9) and Kessler-10 are
short, easy to administer, widely used instruments that have
been validated in HIV/AIDS.”>¢=38 There are also successful
reports of depression screening in HIV/AIDS using the two-
item Patient Health Questionnaire (PHQ-2), which assesses
depressed mood and anhedonia, and can be followed by full
PHQ-9 in positive cases.>” Careful consideration of differen-
tial diagnosis assures that patients receive the most effective
treatment for their neuropsychiatric conditions.
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Assessment and Diagnosis

The assessment and diagnosis of mood disturbances may be chal-
lenging in seropositive persons because of several biopsychosocial
particularities associated with HIV/AIDS.”>!1-*% One of the
difficulties is the overlap between depression and HIV/
AIDS symptoms,”!' 1?3 including decreased energy, fatigue,
insomnia, reduced appetite, and psychomotor slowing, 11144041
Appropriately excluding other diagnoses assures that the
most appropriate treatment is delivered to patients with
depressive symptoms.

Differential Diagnosis of Depression in Patients with
HIV/AIDS

MAJOR DEPRESSIVE DISORDER Rates of MDD are hard to estimate
in patients with HIV/AIDS for the reasons outlined above, but
the prevalence is thought to be greater than in the general
population.’™ According to the Diagnostic and Statistical
Manual of Mental Disorders, fifth edition (DSM-35), the same
diagnostic criteria for MDD in someone without HIV infection
should be used in a seropositive person.? Nonetheless, some cli-
nicians utilize alternative diagnostic criteria for MDD, especially
in patients with significant somatic complaints or advanced
HIV/AIDS. For example, Endicott substitute criteria replace
the DSM criteria for changes in weight or appetite, sleep abnor-
malities, fatigue/impaired energy, and psychomotor changes,
with additional psychological/cognitive symptoms such as
tearfulness, social withdrawal, pessimism, and lack of mood
reactivity.*> Other clinicians prefer to use the Hospital Anxi-
ety and Depression Scale, which was developed for medically
ill patients and does not assess somatic complaints. Some of
the most specific symptoms for MDD are anhedonia and di-
urnal mood variation.*?

DEPRESSIVE DISORDER DUE TO ANOTHER MEDICAL CONDITION This
diagnosis can be made when there is a clear clinical and
laboratorial association between the mood disturbance and
the presence of another medical condition.®> The diagnosis re-
quires only the presence of depressed mood or anhedonia,
without other neurovegetative symptoms. Pertinent depression-
related medical conditions that may be more common in
HIV/AIDS include hypothyroidism, seizures, central nervous
system (CNS) lymphoma, opportunistic infections, other ma-
lignancies, and neurosyphilis."""** Low testosterone, which is
common in HIV+ men, may also cause depressive symptoms.
In older individuals, post-stroke depression should be consid-
ered.** Though it remains a subject of debate whether HIV in-
fection alone can be pathophysiologically responsible for the
development of depression, in general, if a patient had no his-
tory of depression prior to being diagnosed with HIV/AIDS, a
diagnosis of depressive disorder due to HIV/AIDS should
be considered.

SUBSTANCE/MEDICATION-INDUCED DEPRESSIVE DISORDERS These dis-
orders occur in the setting of the use of a substance that is eti-
ologically associated with depressive symptoms.® In contrast
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to MDD, the individual needs only to have depressed mood
or anhedonia as symptoms to be diagnosed with substance/
medication-induced depressive disorder.> The depressive
symptoms usually disappear about one month after the end
of use or withdrawal.>* Frequent causes of substance-induced
depressive disorder in HIV/AIDS are withdrawal (“crashing”)
from cocaine and methamphetamine, as well as chronic use
of alcohol and opioids.

ADjUSTMENT DISORDER Adjustment disorder is an abnormal re-
sponse to a stressor, characterized by marked distress or func-
tional impairment.**® The available research suggests that
approximately one-third of the individuals with HIV/AIDS
experience adjustment disorder at some point in the illness
course.*® Commonly, adjustment disorders occur at the time
of the initial diagnosis, with patients developing symptoms
as a result of learning of their status. Adjustment disorders
may also occur in the setting of worsening medical symptoms
or the development of complications of the virus. Adjustment
disorders may manifest with depressive symptoms, anxiety,
or conduct disturbances.®> A diagnosis of adjustment disorder
can be based on less severe and shorter-lasting symptoms than
are required for MDD, though the symptoms must begin within
three months of a stressor and persist less than six months from
relief of the stressor.>*”*3 If a patient meets criteria for MDD or
depressive disorder due to a general medical condition, adjust-
ment disorder is not diagnosed. Treatment of adjustment
disorder primarily relies on psychotherapeutic interventions
with supportive, cognitive-behavioral, or psychodynamic foun-
dations.”® Sometimes antidepressants may be used; however,
the evidence in adjustment disorder is modest.*

DEMORALIZATION Demoralization is described “as a psycho-
logical state characterized by helplessness, hopelessness, a
sense of failure and the inability to cope” or a state of psycho-
logical impotence in which the individual feels that his prob-
lems have no solution.*” A chronic medical illness such as
HIV/AIDS is a common precipitant for the development of
demoralization, and available research suggests that 20% of
seropositive individuals experience demoralization.’® Several
studies suggest that demoralization is a clinically distinct entity
from MDD and from adjustment disorder.*”*! Unlike de-
pressed persons, demoralized individuals usually have reactive
affect and tend not to present depressive core symptoms such
as anhedonia and poor concentration.’* Specifically, patients
with demoralization in the setting of chronic illness will often
express a desire to engage in activities that previously gave
them pleasure, but also a frustration with the fact that physi-
cal limitations prevent them from doing so. Demoralization
presents in a way that is qualitatively similar to adjustment
disorder but often less severe.**! Further research in demor-
alization is needed to fully establish it as a distinct entity and
to facilitate its inclusion as a codable diagnosis in diagnostic
manuals. Demoralization responds primarily to psychothera-
peutic interventions focused on encouragement, validation,
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understanding, and enhanced engagement.’! In the case of
demoralization secondary to a chronic illness, education about
the illness is also a key component of treatment, to allow pa-
tients a sense of ownership of the illness and awareness of its
likely course.

BiroLAR DISORDER The rates of unipolar depression are much
higher than those of bipolar disorder in HIV/AIDS, but the
rate of bipolar disorder may be higher in HIV+ individuals
than in the general population. Estimates of the rate of bipo-
lar disorder in HIV+ persons range from 2.6 % to 9.1%.> Bi-
polar disorder may also increase the likelihood of contracting
HIV as a result of the impulsivity, increased libido, and in-
creased goal-directed activity that can accompany episodes
of hypomania or mania.’*** Clinicians should always assess
patients for bipolar disorder; the treatment differs substan-
tially from that for unipolar depression.’>-*® Antidepressants
may switch bipolar patients to hypomania/mania and cause
more mood lability, particularly in individuals with a family
history of bipolar disorder or suicide, with early onset of
depression, or with psychotic features.>5>%°

PERSONALITY DISORDERS The rates of personality disorders, par-
ticularly Cluster B personality disorders such as borderline
personality disorder and histrionic personality disorder, are
higher in patients with HIVand AIDS than in the general pop-
ulation.!*%” Patients with some personality disorders may be
at increased risk for contracting the virus because of charac-
teristics such as impulsivity, recklessness, and a disregard for
one’s own well-being!**7>% Patients with borderline per-
sonality disorder, in particular, may be prone to episodes
of low mood or characterologic dysphoria, which may
mimic depressive symptoms.’® Distinguishing such epi-
sodes from depression is important, as the former may be less
likely to respond to antidepressants and may require interven-
tions such as dialectical behavior therapy instead.’**° Border-
line personality disorder, when compared to depression, tends
to be associated with more pronounced emotional instability,
to have preserved mood reactiveness, and to present with
more impulsivity.®!

HIV-ASSOCIATED NEUROCOGNITIVE DISORDERS (HAND) HAND
are a spectrum of disorders, characterized by cognitive im-
pairment, that arise as a result of the virus invading the
CNS and producing neuronal injury.®* They include asymp-
tomatic neurocognitive impairment, mild neurocognitive
disorder, and HIV-associated dementia. Patients with mild
neurocognitive disorder may experience decreased concen-
tration, fatigue, anhedonia, and depressed mood, and their
symptoms overlap significantly with MDD. In the era of anti-
retroviral therapy, HIV-associated dementia is less common than
previously,®® though depressive symptoms often accompany
the severe cognitive impairment. For this reason, conducting
a thorough cognitive exam in HIV+ individuals with depres-
sive symptoms is important in order to rule out HAND as a
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contributor. Patients with HAND will most commonly dem-
onstrate deficits in processing speed and executive function-
ing; bedside tests such as Trails A-B, Luria sequencing and
clock draw are most likely to reveal deficits. Though patients
with MDD can also exhibit executive dysfunction, any signs
of movement disorders or visuospatial deficits, and any more
severe and persistent cognitive deficits should raise suspicion
for HAND.

Table 1 presents information on the differential diagnosis
of depressive symptoms in HIV/AIDS, including in relation
to MDD.

WHAT ARE THE FACTORS CONTRIBUTING TO THE

DEVELOPMENT OF DEPRESSIVE DISORDERS IN HIV/AIDS?
Several factors related to HIV/AIDS status contribute to the
higher rates of depressive disorders in seropositive individuals
than in the general population. These factors may be divided
into three groups: (1) infectious-immunological factors, (2) psy-
chosocial factors, and (3) exogenous factors (see Figure 1).
Infectious-immunological factors include biological abnormali-
ties that result either from direct damage caused by the HIV vi-
rus or from increased inflammatory response to the HIV virus.
Psychosocial factors encompass impaired human interactions
and subjective experiences that are frequent in the setting of
HIV/AIDS. Finally, exogenous factors include medications and
addictive substances that may be used by seropositive persons.

Infectious-Immunological Factors
HIV/AIDS is associated with infectious-immunological changes
that predispose seropositive individuals to depressive disorders.
The infectious-immunological changes include direct brain
damage by the virus as well as an abnormally prolonged im-
munological response to the virus. The virus has a strong tro-
pism for the CNS and reaches it early in the disease course.®!
The viral proteins gp120 and Tat have neurotoxic properties,
especially toward CNS dopaminergic pathways.®"#> These
dopaminergic abnormalities may predispose seropositive in-
dividuals to depressive symptoms.5’:82

The intensity of inflammatory responses over the course of
HIV/AIDS fluctuates, varying from intense activation in the
infection’s early phases to immune deficiency in later phases.?>%*
In the initial phases of the disease, there is a pathological acti-
vation of immune system that is reactive to the HIV virus
both systemically and in the CNS.""-81:83:84 Ag 3 result, pro-
inflammatory cytokines such as IL-1, IL-6, interferon y and
tumor necrosis factor alpha (TNF-a) are released, and several
neurobiological changes occur that predispose the individual
to mood disturbance. These changes include increased oxida-
tive stress, decreased availability of serotonin in the CNS, and
impaired brain-derived neurotrophic factor (BDNF) action.
BDNF is an important molecule for neurogenesis and cell sur-
vival, and decreased BDNF expression has been linked to
depressive symptoms. 17481
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This exacerbated inflammatory response is, in the vast ma-
jority of the cases, unable to control the virus.5>%* Conse-
quently, HIV is able to replicate and to destroy important
components of the immune system, leading to significantly re-
duced inflammatory response.®*** AIDS, the most advanced
phase of HIV infection, is characterized by a deficient immune
response, and it develops, on average, 10-15 years after initial
HIV infection.®* Therefore, in later phases of HIV/AIDS, in-
flammation seems to have a secondary role in the develop-
ment of depressive symptoms.

The prolonged inflammation is also closely related to
hypogonadism in men. The exacerbated immune response
is linked to reduced testicular steroidogenesis, gonadal auto-
immune damage, and decreased luteinizing hormone produc-
tion, resulting in lower levels of testosterone.®¢ Low testosterone
is common in HIV/AIDS and has been linked to depressive
symptoms, including low energy, anhedonia, decreased libido,
and depressed mood.3*%”

Psychosocial Factors

Psychosocial factors contributing to the development of de-
pressive disorders in HIV/AIDS include chronic life stressors,
stigma, and social isolation. Both depressive disorders and
HIV/AIDS are more frequent in persons with significant life
stressors, including those from low socioeconomic backgrounds,
underserved minority groups, and men who have sex with men
(MSM).?8882 Common chronic life stressors in individuals with
depression or HIV/AIDS are homelessness, poverty, marginali-
zation, unemployment, poor access to health care, exposure to
crime and violence, and reduced self-efficacy.”*>*° Some evi-
dence also suggests that even among vulnerable groups, depres-
sive disorders and HIV/AIDS disproportionately affect those
with increased rates of stressors.®” For example, African Amer-
icans with low socioeconomic status have a higher prevalence
of MDD than African Americans of higher socioeconomic sta-
tus,>>?1 possibly due to greater exposure to violence and de-
creased access to health care.””

Stigma is a significant psychosocial factor that is associated
with depressive disorders in HIV/AIDS.”® Approximately 80%
of HIV+ individuals report experiencing some type of stigma
related to HIV/AIDS status.”* Stigma may be experienced in
three different ways: (1) enacted stigma, where seropositive
persons experience overt stigmatizing behavior, (2) anticipated
stigma, where these individuals are concerned about being vic-
tim of stigma in the future, and (3) internalized stigma, where
these individuals have negative beliefs and self-image because
of their HIV/AIDS status.®” All three types of stigma seem to
be distressing. Data obtained from seropositive MSM, how-
ever, suggest that anticipated stigma seems to be the most sig-
nificant stigma-related risk factor for MDD®® and possibly
also for other depressive disorders.

Shame and guilt are commonly seen as two subconstructs
of internalized stigma that may have an important impact on
health outcomes in persons living with HIV/AIDS.”” Shame
is a distressing, self-conscious emotion wherein the individual
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Table 1

Differential Diagnosis for Depressive Symptoms In HIV/AIDS, and How They Differ from MDD, the Most Studied

Depressive Disorder

Condition

Main characteristics

Differences from MDD

Depressive disorder due to
another medical condition

Etiologically related to another medical condition®

Temporal relationship between comorbidity
and depression®

Hypothyroidism and malignancies are common
causes''**

More common in patients with advanced AIDS

More neurocognitive symptoms than MDD

Lower response rates to antidepressants than MDD
Weaker family history of MDD

Need to treat underlying medical disorder

Substance/
medication-induced
depressive disorders

Etiologically related to a licit or illicit substance®

Common in stimulant withdrawal (cocaine,
methamphetamine)

Common in chronic use of depressants
(opioids, alcohol)

Efavirenz and interferon may cause them®*%°

Resolve about 1 month after end of withdrawal/
intoxication®*°

Lower response rates to antidepressants
than MDD*®

Higher proportion of males than MDD
Need to address substance use

Bipolar disorder

Depressive and manic/hypomanic episodes®©°
Strong genetic component®”-%8

Impulsive behavior increases risk of acquiring
HIV/AIDS ¢%7°

Pharmacotherapy is key to reduce morbidity
and suicide

Presence of hypomanic/manic episodes®°®

Antidepressants may worsen clinical
presentation®”-%8

Stronger family history of bipolar disorder
than MDD®7-68

Personality disorders

Persistently dysfunctional emotional and
behavioral pattern”"

Pronounced deviation from cultural norms>
Divided into 3 clusters; Cluster B frequently
mimics MDD?

Benefit more from psychotherapeutic
interventions”"

Depressive symptoms in PDs are usually
reactive to stressors’?

PDs have pronounced affective fluctuations
over time®*71/72

In PDs, there is a pronounced instability in
self-perception’

Persistent sadness in PDs has limited response
to medications

HIV-associated
neurocognitive disorders

Include neurocognitive disorders of
different severities®®

Direct result of the virus invading the CNS®?

Characterized by cognitive impairment and
mood shifts®®

More common in persons with CD4 lower
than 200/mm®>73

More pervasive neurocognitive deficits in HAND
Overt confusion is more frequent in HAND

Apathy, rather than depressive mood, is
common in HAND

HAND have poor response to antidepressants

Adjustment disorder

Exacerbated response to a life stressor’”*
Starts within 3 months of a stressor’

Resolves no longer than 6 months after the
end of the stressor®

May occur secondary to HIV/AIDS diagnosis

Less severe depressive symptoms than MDD>7>7¢

Always occurs as a response to a stressorj/”

Primarily treated with psychotherapy”®

Demoralization

Normal reaction to life stressors”””8

Psychological state of disempowerment and
impotence” %80

Common after diagnosis of serious illness such
as HIV/AIDS

Frequent existential distress”%°

Always occurs as a response to a stressor’®
Primarily treated with psychotherapy

Less anhedonia and less concentration impairment
than MDD”®

Affect reactiveness is often present”®

CNS, central nervous system; HAND, HIV-associated neurocognitive disorders; MDD, major depressive disorder; PD, personality disorder.
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Direct brain damage

Inflammation

Hypogonadism in men

Chronic life stressors
Stigma

Social isolation

HIV medications

Non-HIV medications

Addictive substances

¥ & &

Depression

Figure 1. Main factors that contribute to the development of depressive disorders in individuals with HIV/AIDS.

sees himself as defective and a failure;”® by contrast, guilt is a feel-
ing of deserving blame for past actions or behaviors. Shame is
strongly associated with avoidance of care for HIV/AIDS, poor
health-related outcomes, HIV/AIDS progression, and depres-
sive symptoms, and is a frequent cause of nondisclosure.”>””

Social isolation is another common psychological concern
in individuals with HIV/AIDS.”® A multinational survey of
2035 individuals with HIV found that 37% of participants
reported loneliness and social isolation resulting from their
HIV status.”* Social isolation is even more pronounced in older
adults with HIV/AIDS (45% of patients in the United States
with HIV are over 50 years old),*®”* and it represents a risk
factor for mood disturbances in all seropositive persons.'® So-
cial support may act as a protective factor against depressive
disorders in HIV/AIDS by buffering chronic and multiple life
stressors.®”?3?* There is also a negative correlation between
social support and perceived stigma, where seropositive per-
sons with increased concern about discrimination may avoid
socialization because of their fear of rejection.®’

Patients with HIV/AIDS also struggle with existential issues
that may affect their mood. Seropositive patients often feel that
they do not have control over their own lives and that they
failed to make meaningful contributions during their lives,
and they may have a heightened perception of their mortal-
ity.”% Survivor’s guilt is also common, particularly among in-
dividuals who acquired the illness in the beginning of the
epidemic, many of whom witnessed the deaths of friends and
loved ones.”® All of these existential concerns have been shown
to be correlated with increased rates of depression.”®

Exogenous Factors

Exogenous factors that may potentially contribute to the develop-
ment or worsening of depressive disorders include anti-retroviral
therapy, other medications, and addictive substances.

6 www.harvardreviewofpsychiatry.org

Among ART agents, efavirenz has been most commonly
implicated in contributing to depressive symptoms.”! Though
there are conflicting studies, some evidence suggests that the
rates of severe depressive symptoms are approximately 2.5
higher in people taking efavirenz than in controls.** Moreover,
the recently developed integrase inhibitors (such as dolutegravir,
elvitegravir, and raltegravir) have also been linked to higher
rates of depressive symptoms.”? Interferon is a non-ART med-
ication that is more commonly prescribed to individuals with
HIV/AIDS, particularly in developing countries. This medica-
tion, used to treat hepatitis C, has been known to exacerbate
fatigue, irritability, and low mood.®® In the United States, inter-
feron has largely been replaced by newer and more specific
medications (direct-acting antiviral medications) that have
not been associated with depressive symptoms.”>

Addictive substances may also contribute to the develop-
ment or worsening of depressive disorders. Estimates suggest
that up to half of individuals with HIV/AIDS have a comorbid
substance use disorder.”® The current prevalence of clinically
relevant depressive symptoms in persons with HIV/AIDS and
substance use disorder is close to 70%.”” A cohort of 10,652
HIV+ individuals in the United States found that the most
common substance-specific use disorders were cannabis (31%),
alcohol (19%), methamphetamine (13%), cocaine (11%),
and opioids (4%). One-fifth of the subjects met criteria for
multiple substance use disorders.”®

HOW SHOULD CLINICIANS MANAGE DEPRESSIVE
DISORDERS IN HIV/AIDS?

Depressive disorders are not only underrecognized in HIV/
AIDS but, when diagnosed, are often not treated or properly
managed.”>** For example, only 18% of seropositive indi-
viduals with MDD receive treatment, and just 7% have access

Volume 00 e Number 00 e Month 2020

Copyright © 2020 President and Fellows of Harvard College. Unauthorized reproduction of this article is prohibited.



Depressive Disorders in HIV/AIDS

to adequate therapeutic interventions.”” The treatment of de-
pressive disorders in HIV/AIDS consists of three groups of inter-
ventions: (1) management of contributing factors (previously
described in Figure 1), (2) pharmacological interventions, and
(3) psychotherapeutic interventions. A summary of the treat-
ment for depressive disorders is displayed in Figure 2.

Management of Contributing Factors

One of the most important interventions in addressing de-
pression in seropositive patients is to ensure proper care of
HIV/AIDS. Poor infectious-immunological status predisposes
individuals to HIV-associated fatigue, neurological damage,
opportunistic infections, hypogonadism, and other factors
that may worsen depressive symptoms. In depressive disorders
secondary to other causes such as substance/medications or med-
ical conditions, co-treatment of the underlying cause of mood
changes is the most important intervention. Psychoeducation
is another low-cost intervention that may reduce stigma and
improve adherence to treatment. Psychoeducational inter-
ventions may be delivered in group settings, by lay health
workers, or online.

Pharmacological Interventions
Clinicians should be particularly aware of the potential for
higher rates of side effects with neuropsychiatric medications

L°)
.:'

acother

"<

Preferably SSRIs

TCAs, Stimulants, SNRIs are alternatives

W

in individuals with HIV/AIDS.>! Gastrointestinal complaints
(e.g., nausea and diarrhea), weight gain, metabolic issues, ex-
trapyramidal symptoms, and falls are all more common in
HIV/AIDS patients.”">”® In order to minimize side effects, it
is important to start with low doses and increase slowly,
maintaining awareness of drug-drug interactions that may in-
crease medication levels.

Antidepressants are helpful in managing depressive disorders
in HIV/AIDS, particularly in treating MDD. They shorten the
time to recovery and reduce the negative impact of MDD in se-
ropositive individuals.'! Substance/medication-induced de-
pressive disorder and depressive disorder due to another
medical condition may be less likely to fully respond to anti-
depressants alone, though many patients do report improve-
ment in symptoms.

No one group of antidepressants has been demonstrated as
superior to others.” Selective serotonin reuptake inhibitors
(SSRIs) are the most studied antidepressants in HIV/AIDS
and have no known negative impact on the immune system.®°
Because of their better side-effect profiles and fewer drug-
drug interactions, sertraline, citalopram, and escitalopram
are preferred over other SSRIs.””>”® Tricyclic antidepressants
have also been widely studied and are effective, though atten-
tion must be paid to side effects. Some evidence suggests that
nortriptyline and protriptyline may be good choices in this

Psychotherapy

Individual or group

CBT or interpersonal techniques

&

IMPROVEMENT
OF DEPRESSION

Contributing

factors

Proper management of HIV/AIDS

Treatment of hypogonadism

Psychoeducation

Social support

Assess substances and medications

Figure 2. Summary of the treatment of depressive disorders in individuals with HIV/AIDS. CBT, cognitive-behavioral therapy; SNR, serotonin and noradrenalin
reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor; TCA, tricyclics antidepressant.
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population.>®”? Studies with serotonin-norepinephrine reup-
take inhibitors such as venlafaxine and duloxetine are limited
but suggest efficacy in this population. Given the high rates of
neuropathic pain in HIV+ individuals,' these agents may be
particularly useful.

Though bupropion may be useful for targeting low energy
and amotivation in HIV+ persons, it should be used with
caution due to the increased seizure risk in HIV.!?! For this
reason, doses greater than 300 mg daily are typically not
used.'®? Mirtazapine may help with sleep and appetite,
but should be used cautiously because of the increased risk
of weight gain, as HIV+ persons are already predisposed to
metabolic problems.**!% Stimulants such as methylpheni-
date, lisdexamphetamine, and modafinil may be used for cog-
nitive slowing and fatigue associated with MDD, and have
specific evidence for improving depressive symptoms in pa-
tients with HIV.!18%10% Nonetheless, caution is needed with
modafinil specifically, given that it is metabolized by CYP 3A4
and may potentially interact with protease inhibitors and other
antiretroviral medications.'®

With respect to augmentation strategies, atypical antipsy-
chotics have been used for depression, but care should again
be given to the potential for weight gain and metabolic side ef-
fects, as well as the increased risk for extrapyramidal symptoms
due to the virus’s effects on the basal ganglia.®>** Aripiprazole
may be a relatively safer option in these regards, though patients
on an anti-retroviral therapy regimen that includes cobicistat
may need special attention, as levels of aripiprazole can be in-
creased in this setting.!%

Sleep may be a particularly challenging issue to treat in de-
pressed patients with HIV/AIDS. Cognitive-behavioral ther-
apy for insomnia is the standard of treatment according to
the American Academy of Sleep Medicine Clinical Practice
Guideline.'®” With respect to pharmacological treatment,
melatonin has the potential to suppress the immune system
and should therefore be used with caution, though no studies
have suggested worsened outcomes in terms of the virus.'%®
Despite some relatively mild drug-drug interactions,®° trazo-
done is a possible choice for the initial treatment of insom-
nia.'%” Benzodiazepines may be relatively contraindicated in
the setting of a comorbid substance use disorder because of
the increased risk of misuse and the potential risk of overdose if
benzodiazepines are taken with opioids."'® Non-benzodiazepine
hypnotics are often used with good effect, though pre-
scribers should generally start with lower doses, given
the higher rates of side effects such as dizziness, coordination
problems, and falls, along with the potential for interaction
with protease inhibitors.”®

Text Box 1 highlights some centrally important consid-

erations to keep in mind when prescribing antidepressants
in AIDS/HIV.

Psychotherapeutic Interventions
Several studies observed that individual and group psycho-
therapy is associated with a greater reduction in depression

8 www.harvardreviewofpsychiatry.org

Text Box 1
Top Ten Facts About the Use of Antidepressant
Medications in HIV/AIDS

1. Patients have higher rates of side effects than the general
population, particularly nausea, diarrhea, and dry
mouth.?! Start low doses and increase slowly.

2. SSRIs are the most studied class of antidepressants.
They are overall well tolerated and effective.”®~!%!

3. Fluoxetine, paroxetine, and fluvoxamine may increase
levels of protease inhibitors. Sertraline, citalopram, and
escitalopram are the preferred SSRIs, %101

4, TCAs are as effective as SSRIs.” Due to the side-effect
profile, however, they are generally second- or third-
line treatments.

5. SSRIs and TCAs do not have a known impact on the
immune system.”” Very limited data are available for
other antidepressants.

6. Studies with SNRIs are limited but suggest that SNRIs
are well tolerated and effective. They may also help
with neuropathic pain.!%?

7. Use bupropion with caution. It may lower seizure thresh-
old and has potential interactions with protease inhib-
itors and efavirenz.'?%-'!!

8. Be careful about using medications that can cause
weight gain and metabolic effects, as HIV+ patients
are more prone to these side effects.'!>

9.Protease inhibitors may increase levels of fluoxetine,
TCAs, and venlafaxine. Ritonavir, which is used to
increase levels of some protease inhibitors, inhibits
CYP3A4 and can increase trazodone and TCA levels.

10. HIV+ persons have had higher rates of dropout in
clinical trials and of nonadherence in clinical practice
than the general population.

scores (particularly in MDD), improvement of immune
status, and reduction of viral load when compared to
waitlist or supportive interventions in depressed seroposi-
tive individuals.”'*® The individual or group psychotherapeu-
tic programs are typically based on cognitive-behavioral and
interpersonal techniques, including cognitive restructuring, be-
havioral activation and modification, emotional awareness,
assertiveness training, stress management, and encourage-
ment of socialization.””''3 For patients with comorbid per-
sonality disorders or traits, dialectical behavior therapy may
also be particularly useful in enhancing coping mechanisms.
Some limitations of the current evidence on psychotherapy
for depressive disorders in HIV/AIDS are the limited direct
comparisons between individual and group psychotherapy
and the lack of longer-term follow-up after the end of the in-
tervention, which limits the evidence regarding the sustain-
ability of the improvements.”>'!3
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Depressive Disorders in HIV/AIDS

WHAT ARE COMMON CHALLENGES IN TREATING
DEPRESSIVE DISORDERS IN HIV/AIDS, AND HOW
SHOULD CLINICIANS APPROACH THESE?

Poor adherence to treatment is common and particularly
problematic, and may manifest as lack of adherence to medi-
cation, missed appointments, and behavioral changes. Addi-
tionally, the combination of depression and HIV/AIDS has
been strongly linked to suicide.''*!!* Finally, there are partic-
ularities related to depression in seropositive children (<19
years old) and older individuals (=65 years old) that should
be taken into account.

Poor Adherence to Treatment

A robust scientific literature shows that depressive disorders,
particularly MDD, in HIV/AIDS are associated with poor ad-
herence to ART.?%-28:2%-112116 1 3 ddition, a dose-response re-
lationship is present between severity of depression and
nonadherence rates (i.e., severely depressed seropositive indi-
viduals are less adherent than those with mild or moderate de-
pression).! 12116 Stigma has also shown an association with
avoidance of care and poorer compliance.''”>!!® Patients may
fear being associated with marginalized populations such as
those with substance use disorders and MSM.!'® In addition,
some patients might avoid taking medications because doing
so triggers painful thoughts and emotions related to shame,
self-hatred, and social rejection.

Some interventions may increase adherence to treatment.
Prescribing a once-daily regimen of antidepressant at the
same time that patients take their ART and other medications
can facilitate adherence. Collaborative or co-located models
of care using psychiatrists in the same clinic where seroposi-
tive individuals receive HIV/AIDS care also seems to facilitate
treatment entry and retention.”> Moreover, adherence is
increased by using interactive reminder devices (such as texting),
by having case managers contact seropositive individuals who
miss appointments or do not fill their prescriptions, and by using
trained peer navigators or peer support.''? Finally, psychosocial
interventions to help patients adapt and adjust to life with
HIV/AIDS might reduce stigma and improve adherence.'"”

Suicide

Suicide is a major concern when dealing with depressive disor-
ders in HIV/AIDS. The rates of suicide in seropositive individ-
uals are 8 to 10 times higher than in the general population, '
and depression is the strongest risk factor for suicidality in
HIV/AIDS.''* Though suicide rates have decreased since the
introduction of highly active ART in 1996, the risk remains
high.!'* Keiser and colleagues'* evaluated a large Swiss cohort
of 15,275 persons with HIV/AIDS and found that 81% of those
who died by suicide in the era of highly active ART era had
depression. The risk of suicide is higher in the first year af-
ter the diagnosis and in advanced phases of the disease.!?%-!%!
Reduced functionality due to HIV/AIDS, multiple contacts
with health services, substance use, living single, and low
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socioeconomic status have also been described as risk factors
for suicidality,!0:11%:120,121

Suicidal ideation should be regularly assessed in seroposi-
tive persons. Special attention should be given to newly diag-
nosed individuals and those with advanced and impairing
HIV/AIDS. In these two situations, patients tend to have more
contacts with health care services, which provides good op-
portunities to assess and intervene against suicide.!'> Treating
the underlying depression, reducing access to lethal means,
frequent in-person or phone follow-ups, psychoeducation,
and motivational interviewing are possible effective interven-
tions against suicide in HIV/AIDS.'%?

Depression in Seropositive Children and Elderly
When dealing with seropositive children and adolescents, clini-
cians should be aware of some common challenges. Isolation
from peers and poor social support are common concerns in
this population, and may lead to truancy and school drop-
out.'?3 Depressed seropositive adolescents also have a higher
risk of impulsive behaviors than non-depressed seropositive
children—including substance use and risky sexual conduct,
all of which increase the risk of transmission of HIV to
others.'?* In addition, the relationship between seropositive
children and their parents might be fraught in the setting of
vertical transmission of HIV or parents who are significantly
ill due to their own HIV/AIDS.'?* Dealing with dying or de-
ceased parents may be another challenge. Though anti-
depressants might be helpful in treating depressed seropositive
children, the evidence for psychosocial interventions is overall
more robust, and such interventions should be offered, in a
noncoercive manner, to all children and adolescents with
HIV/AIDS.'** Community-based groups, such as local AIDS sup-
port organizations, may provide helpful psychosocial support.

Depressive disorders in older seropositive individuals may
also present unique treatment challenges. First, depressed older
adults are more prone to have cognitive problems.'** Difficul-
ties with executive functioning, memory, and attention may
negatively affect compliance to medication and to treatment
in general. Second, older patients tend to have more medical
comorbidities and to be on polypharmacy. These factors, in
combination with poorer drug metabolism, further increase
the risk of side effects with neuropsychiatric medication.'*’
Third, grief and losses, such as the death of a loved one, are
common and may be important contributing factors to the
mood disturbance. Older individuals may also be more likely
to manifest survivor’s guilt as a result of having lived through
the early days of the epidemic.

Text Box 2 presents some “clinical pearls” for managing
depressive disorders in HIV/AIDS.

LIMITATIONS

Our review should be interpreted in light of its limitations. Al-
though we used several elements of a systematic review such
as search strategies and inclusion criteria for the articles, this
manuscript was fundamentally a narrative review. Therefore,
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Text Box 2
Clinical Pearls on Depressive Disorders in HIV/AIDS

— Never consider depression a normal occurrence in
patients with HIV/AIDS. It should be always treated.

— Collaborative care and co-located models are effective
in improving access and other outcomes.?

— Assess and screen for depression and suicide frequently.
Consider the systematic use of validated instruments.5*=3

— One of the difficulties is the overlap between depression
and HIV/AIDS symptoms.”*%27%% Some of the most
specific symptoms for depression are anhedonia and
diurnal mood variation.®’

— Poor compliance to treatment is a common challenge. !
Monitor adherence to visits and medication refills. Send-
ing reminders and contacting individuals who miss
appointments improve treatment adherence.

— Frequent in-person or telephone follow-ups may help
in monitoring depressive symptoms, medication side
effects, and suicidality.'"”

— One of the most important interventions in addressing
depression is to make sure that the patient is receiving
proper care for HIV/AIDS.

— Always assess medications and substances that may
contribute to depression, such as efavirenz, metham-
phetamine, cocaine, alcohol, and opioids.>’~¢3:8!

— Consider depression caused by other medical illnesses
such as hypothyroidism, seizures, opportunistic infec-
tions, malignancies, and neurosyphilis.' 17

— Stigma and shame may negatively affect treatment,*®
and the clinician should approach these issues.

— Groups utilizing cognitive-behavioral techniques,
psychoeducation, discussion of stigma, and support seem
to be efficacious and cost-effective.”'!”

some degree of bias may be present in the selection of the ar-
ticles, and some important reports might have been missed. In
addition, this review did not include calculation of quantita-
tive data, such as a meta-analytical component. Finally, this
review included studies with somewhat diverse recruitment
criteria, distinct instruments to measure depression severity,
and samples in different stages of HIV/AIDS. Because of the
summary nature of a review, these differences might not be

fully described.

CONCLUSIONS

Depressive disorders are common in HIV/AIDS, and MDD is
the most frequent psychiatric disorder in seropositive individuals.
Despite its negative impact on several HIV/AIDS outcomes, de-
pression is still widely underdiagnosed and undertreated. To bet-
ter understand and treat depressive disorders, it is important to
have a comprehensive view of infectious-immunological, psycho-
social, and exogenous factors. Evidence-based recommendations

10 www.harvardreviewofpsychiatry.org

are available for improving the assessment and management
of depression in seropositive persons (see summary in
Text Box 2), and they should be implemented in real-life prac-
tice to improve outcomes.
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