
1

Affective Disorders in People with HIV:

Current Challenges

Francine Cournos, M.D.
Professor of Clinical Psychiatry, Columbia University

Co-Principal Investigator, Northeast/Caribbean AETC

fc15@cumc.columbia.edu

mailto:fc15@columbia.edu


At the conclusion of this talk, learners should be better able to:

▪ Distinguish between the diagnostic and treatment 
approaches to major depressive disorder versus bipolar 
disorder.

▪ Describe the difference between response and remission in 
the treatment of major depression.

▪ Create treatment plans that incorporate the entire spectrum 
of care for affective disorders along the World Health 
Organization’s pyramid of mental health services.

Objectives 



▪Depressive disorders include:

▪Major depression

▪Persistent depressive disorder (includes what was 

previously called dysthymia)

▪Bipolar disorders include: 

▪Bipolar 1 (mania is/has been present)
▪Bipolar 2 (hypomania is/has been present)
▪Cyclothymia (does not meet full criteria for bipolar 1 or 2)

▪These disorders tend to be chronic and cyclical

Affective Disorders



▪ Depression is present in about 30%-50% of HIV+ people 
in HIV care and treatment settings.

▪ Depression is associated with increased morbidity and 
mortality, problems with adherence along the HIV care 
continuum and increased HIV risk behavior. According to 
WHO, it’s also the world’s second most disabling illness.

▪ Rates of bipolar disorders are also elevated compared to 
the general population and these disorders present 
greater diagnostic and treatment challenges.

Affective Disorders Are Common among 

People with HIV

Sherr et. al., Psychology, Health and Medicine, 2011 and other references



Screening Calculators & Tools:
The HIV National Curriculum: www.aidsetc.org/nhc

Providers Can Rapidly Screen for Depression and 

Other Psychiatric Disorders Using On-line Tools



1. Radical changes are needed to consistently integrate the 
treatment of depression into HIV/primary care

2. Aim for remission of depression, not just improvement

3. Distinguish between major depression and bipolar depression

4. Address alcohol/substance use co-morbidities

5. Integrate what COVID-19 has taught us about what’s needed 
to provide the full range of mental health services 

Five Key Challenges in Addressing 
Affective Disorders in People with HIV



▪We’ve been talking about integrating treatment for 

depression into primary/HIV care for decades. 

▪Some HIV programs have great behavioral health care 

integration, some have no integration at all, and most still 

struggle with adequately treating depression.

▪There are well-researched models for integrating the 

treatment of depression into primary/HIV care, but they 

are infrequently implemented successfully. 

1. Radical Changes Are Needed to Universally 
Integrate Care for Depression and HIV



▪ We would need to change curricula to train health care 

providers from the outset that the brain and body are one.

▪ We would need to better teach clinical approaches to assessing 

and treating patients with behavioral disturbances. 

▪ We would need to ensure that achieving comfort and 

competence in assessing and managing unusual and 

agitated behavior is a requirement for graduation. 

▪ We would need to reimburse psychiatrists at a rate that allows 

them to accept insurance.

Radical Changes Are Needed to Universally Integrate 
Care for Depression with Primary/HIV Care



▪ The brain controls life’s essential involuntary bodily 

functions, such as breathing and heart rate.

▪ The brain tells the body what voluntary physical actions it 

must take to survive, such as eating or running away. 

▪ The body provides continuous feedback to the brain, such 

as my stomach is full or my muscles are tired.

▪ Strong emotions are expressions of the brain and body 

acting in unison, e.g. “a knot in my stomach”, “a lump in my 

throat”, “chills ran down my spine”, etc.

What Is the Evidence that the Brain 
and the Body are One?



Severe Depression is Best Conceptualized as a

Medical Co-morbidity of HIV Infection

AFFECTIVE

▪ Depressed mood

▪ Loss of interest

▪ Guilt, worthlessness

▪ Hopelessness

▪ Suicidal ideation

SOMATIC

▪ Appetite/Weight loss

▪ Sleep disturbance

▪ Agitation/retardation

▪ Fatigue

▪ Loss of concentration

Evidence is emerging for a bidirectional relationship 

between depression and inflammation.

Major depression is as much a physical illness as it is a 

mental illness.



Case: A 33-year-old man with HIV and recurrent major depression had 

been in remission from depression on sertraline 200mg, but he 

discontinued it due to sexual side effects. Eight months later he 

relapsed into another episode of major depression. He’s now on a 

therapeutic dose of bupropion and has improved, with a 50% 

reduction in his depressive symptoms. 

Which statement is true?

1. Bupropion has as many sexual side effects as sertraline.

2. Continued symptoms of depression pose a risk of relapse to major 

depression.

3. Venlafaxine would have been a better choice for a next 

antidepressant trial than bupropion. 

4. Augmentation with cognitive psychotherapy is unlikely to help.

Poll question
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▪There’s no “penicillin” for depression.

▪There’s no equivalent of testing patients for sensitivity to 

different antidepressants, and there are very limited 

biological tests that are relevant to clinical practice. 

▪We largely treat patients by trial and error, monitoring 

tolerability to side effects and degree of improvement.

▪Response (>50% reduction of symptoms) is a much less 

desirable outcome than remission (few or no symptoms).

2. Aim to Achieve Remission of Depression, Not 
Just Improvement



▪STAR*D is the largest and most inclusive clinical trial ever 

conducted on the treatment of non-psychotic unipolar 

major depression.

▪This multisite, multistep, prospective, randomized, 

federally funded clinical trial enrolled about 4000 patients, 

many with medical and psychiatric co-morbidities.

▪The were four sequenced treatment steps in the algorithm.

The first step for everyone was treatment with the SSRI

antidepressant citalopram.

Treatment of Unipolar Major Depression 
The STAR*D Study: Overview

Rush et. al., Am J Psychiatry, 2006



▪There were two endpoints: response (>50% reduction of 

symptoms) and remission (few or no symptoms).

▪ If citalopram treatment was not successful, step two 

contained seven options for either augmentation (with 

another medication or cognitive psychotherapy) or 

switching to another medication.

▪ If step two failed there were further options in steps three 

and four.

▪Since 2003, hundreds of papers have been published 

about the STAR*D results.

Treatment of Unipolar Major Depression 
The STAR*D Study: Overview



▪Seven Step 2 options: 

▪ Switch to: sertraline, or bupropion-SR, or venlafaxine-XR, or 
cognitive psychotherapy (16-20 sessions); or

▪ Add-on options: bupropion-SR or cognitive psychotherapy 
(16-20 sessions) or buspirone

▪Two Step 3 options: Add on lithium or triiodothyronine (T3)

▪Two Step 4 options: Switch to the monoamine oxidase 
inhibitor tranylcypromine or to the combination of 
venlafaxine-XR and mirtazapine 

Treatment of Unipolar Major Depression 
The STAR*D Study: Level 2, 3, 4 Options

https://www.nimh.nih.gov/funding/clinical-research/practical/stard/allmedicationlevels.shtml



▪Rates of acute remission (few or no symptoms): 
• Step 1:  37%

• Step 2:  31%

• Step 3:  14%

• Step 4:  13%

▪Rates of response (>50% reduction of symptoms): 
• Step 1:  49%

• Step 2:  29%

• Step 3:  17%

• Step 4:  16%

▪ Rates of medication intolerance, relapse and dropout are not shown 

in this slide. 

Treatment of Unipolar Major Depression 
The STAR*D Study: Results

Rush et. al., Am J Psychiatry, 2006



▪ It is valuable for prescribers in primary/HIV care to know how 

to use several antidepressants and be willing to switch 

patients from one to another depending on patient outcomes 

(symptom improvement and tolerance of side effects). 

▪ If the patient does not improve sufficiently after two adequate 

treatment trials, refer to mental health specialty care.

▪Other reasons to refer to specialty care include bipolar 

depression, psychotic depression, risk for suicide and/or 

violence, and diagnostic uncertainty.

Treatment of Unipolar Major Depression 
The STAR*D Study: Implications 



▪ Brain stimulation treatments: Electroconvulsive therapy (ECT) 

was the first such treatment, but now there are two other FDA 

approved treatments, vagus nerve stimulation (VNS) and 

repetitive transcranial magnetic stimulation (rTMS).

▪ Ketamine, an agent used primarily by veterinarians for 

anesthesia (and as a drug of abuse), was recently approved by 

the FDA for refractory depression; must be used with specific 

safeguards.

▪ Patients with refractory depression should always be referred 

to the next level of care.

There are Treatments For Depressive Disorders that Are 
Refractory to Usual Psychotropic Medications



Case: A 28-year-old woman with HIV and known bipolar 1 

disorder gave birth to a baby boy two weeks ago. She now 

appears to have severe post-partum depression. The patient 

had gradually reduced and then discontinued her psychotropic 

medication during pregnancy. She was off all psychotropic 

medication in her last trimester.  

Which class of medication do you want to avoid now as your 

first-line treatment?

1. Anticonvulsants

2. Second generation antipsychotics

3. Antidepressants

Poll question
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▪ Bipolar depression accounts for the majority of time that 
people with bipolar disorder spend unwell.

▪ This may help explain why, in primary care, over 3 in 20 
patients diagnosed with a depressive disorder have 
unrecognized bipolar disorder. 

▪ First-line pharmacologic treatment of bipolar depression is 
mood stabilizers (lithium, anticonvulsants, atypical 
antipsychotics), whereas for major depression it’s  
antidepressants.

▪ Giving antidepressants alone to people with bipolar 
depression may precipitate mania. 

3. Distinguish Between Major Depression and  
Bipolar Depression

McIntyre, et al, Curr Med Res Opin, 2019; Devaney, et al, Gen Hosp Psych, 2019 



▪ There are no brief screens for bipolar disorder. The Mood 

Disorders Questionnaire (MDQ) is available but has 13 items. 

▪ Ask if the patient or a close relative has ever been told s/he has 

manic-depressive illness or bipolar disorder?” 

▪ Consider a few questions from the MDQ (based in the DSM-5):
▪ Has there ever been a period of time when you were not your 

usual self and you had much more energy than usual?” 

▪ Has there ever been a period of time when you got much less 

sleep than usual and found you didn’t really miss it?

▪ If you get yes answers to any of the above questions, you might 

consider completing the MDQ and/or referring the patient for a 

diagnostic evaluation.

Diagnosing Bipolar Disorder



▪ On average, bipolar disorders are more severe illnesses than 
depressive disorders. The DSM-5 has now created two 
separate categories for these conditions instead of lumping 
them together.   

▪ Most people with bipolar disorder need lifetime ongoing 
management for this condition to maximize social/occupational 
functioning and well being. Intensive psychotherapy helps.

▪ At the same time, there’s a long list of famous artists, fiction 
writers, inventors, politicians etc. with bipolar disorder.

▪ People with bipolar disorder are most amenable to treatment 
during the depressive phase of the illness. Those who feel 
euphoric and energized during (hypo)mania often reject care 
while in that state.

Managing Bipolar Disorder



▪ HIV Insite: Database of Antiretroviral Drug Interactions

▪ University of Liverpool: HIV Drug Interaction Checker 

Drug Interactions/Toxicities Between ARVs and 
Psychotropic medications

Two good sites for drug interactions and overlapping toxicities: 

In general, when treating affective disorders:
▪ In vivo studies are limited

▪ Most antidepressants can be used safely; interactions may

require adjusting the antidepressant dose

▪ Anticonvulsant mood stabilizers can lower ARV levels, which is 

more problematic than lowering psychotropic levels

▪ Lithium has been used safely in people with HIV

▪ Atypical antipsychotics have the overlapping toxicities of weight

gain, metabolic syndrome, diabetes

▪ In the medically ill or elderly: Start low, Go slow

http://hivinsite.ucsf.edu/InSite?page=ar-00-02
http://www.hiv-druginteractions.org/


Many Exceptional People Have Had 
Bipolar Disorder: Artists



▪Winston Churchill was the Prime Minister of the UK who  
achieved victory during World War II. He was diagnosed 
with bipolar disorder in middle age and openly referred to 
his depression as his “black dog”. He wrote voluminously 
and won the Nobel Prize in Literature in 1953.

Many Exceptional People Have Had 
Bipolar Disorder: Politicians and Writers



▪Alvin Ailey was a renowned modern dancer and 

choreographer whose bipolar disorder was aggravated by 

his drinking and drug use. 

Many Exceptional People Have/Had 
Bipolar Disorder: Dancers and Entertainers



▪Psychiatric disorders carry a high degree of comorbidity 

with one another: 

▪Our diagnoses are descriptive. 

▪We have yet to understand the underlying biology that 

may tie our diagnoses together as different 

manifestations of the same vulnerability.

▪Siloed services for mental illness and substance use 

disorders are a major barrier to good care.

▪Most people with alcohol/substance use disorders 

receive no treatment for these conditions.

4. Alcohol/substance use co-morbidity



▪ A review of studies among people with bipolar disorders shows a 

42% prevalence of alcohol use disorders, a 20% prevalence of 

cannabis use disorders and a 17% prevalence of other illicit drug 

use disorders.

▪ In general, outcomes tend to be significantly worse among 

patients diagnosed as having both major depressive disorder and 

an alcohol/substance use disorder, compared with patients who 

have only one of these diagnoses.

Hunt, et al, J Affect Disord, 2016;  Iqbal et al, Focus (Am Psychiatr Publ). Spring 2019

Alcohol/substance use co-morbidity

https://www.ncbi.nlm.nih.gov/pubmed/?term=Iqbal%20MN%5bAuthor%5d&cauthor=true&cauthor_uid=31975963
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6526999/


▪Alcohol and substance use disorders tend to be one of 
the most problematic of psychiatric comorbidities among 
people with affective disorders and HIV because of their 
added negative impact on morbidity, mortality, and 
outcomes along the HIV care continuum.

▪ In this case, two disorders = two treatments.

▪Affective disorders and alcohol/substance use disorders 
each require their own treatment because treating only 
one condition doesn’t usually result in sufficient 
improvement of the other condition.

4. Alcohol/substance use co-morbidity



▪The COVID-19 pandemic has created a nationwide crisis 

in which large numbers of people in the general 

population are in distress. 

▪This includes people with HIV and the health care 

providers who care for them. 

▪There’s no “us” vs. “them”. We’re all in this together.

▪This situation highlights the importance of utilizing the 

WHO pyramid of mental health services. 

5. What COVID-19 Has Taught Us About What’s Needed to 
Provide the Full Range of Mental Health Services



The World Health Organization (WHO) Pyramid of Mental Health Services



▪ If screened with a PHQ-9, many people might have a score 
between 5 and 9 (mild depression).

▪ There aren’t enough behavioral health providers in the US to 
refer all these people to specialized care.

▪ Self-care, informal supports and the primary care team each 
have an important role along the WHO pyramid of mental health 
services in the care and prevention of affective disorders.

▪ We have been bombarded with advice about accessing these 
levels of care: coping strategies, maintaining a routine, eating 
and sleeping well, meditation, exercise, listening to music, virtual 
socialization, productive and pleasurable activities, reducing 
exposure to the news, etc., etc.

Activating Care along the WHO Pyramid of 
Mental Health Services for Distress



Distinguish Between Mental Distress 

And Mental Disorders 

Mental Distress

Can occur in response to any 
adversity, including 
COVID-19.

Often does not meet criteria 
for a psychiatric diagnosis 
or require specialized 
mental health 
interventions. 

Often responds well to 
supportive strategies.

Mental Disorders

Usually cause either persistent 

severe subjective distress 

and/or functional impairment.

Meets recognized diagnostic 

criteria (ICD, DSM).

Calls for evidenced informed 

mental health interventions 

such as medication and 

psychotherapy.



▪Michelle Obama said recently that she was experiencing 

“low-grade depression” and seemed to suggest that it was 

in part due to quarantine.

▪ “There have been periods throughout this quarantine 

where I just have felt too low.” 

▪Mrs. Obama said she had benefited from keeping a 

routine, including exercise, getting fresh air and having a 

regular dinner time.

Michelle Obama Illustrates Self Care 

The New York Times, August 6, 2020



▪ Self care is essential with any chronic illness, including 

affective disorders. 

▪ Affective disorders often occur in relapsing cycles, and self 

care can reduce the frequency of relapse. 

▪ Informal care can address the social determinants of health 

(food, shelter, income support, etc.). 

▪ Specialty care can assist with stabilizing patients with 

affective disorders who are being followed by the primary 

care team.

Activating Care along the WHO Pyramid of 
Mental Health Services for Affective Disorders



▪ The brain and the body are one. Affective illnesses are 
medical illnesses.

▪ Major depression may not be simple to treat, but achieving 
remission has a profound impact on the patient’s quality pf 
life as well as on morbidity and mortality.

▪ Bipolar depression is treated differently than unipolar major 
depression. It helps to understand why people with mania 
and hypomania might not want treatment.

▪ COVID-19 has taught us this: We need the utilize the entire 
health care team to adequately address mental illness.

Conclusions  


