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Introduction

� Evolution from an untreatable condition to 

a chronic disease

� Challenges have changed with the advances 

in the treatmentin the treatment

� HIV-positive patients continue to face:
• Extensive social challenges

• Stigma and discrimination

• Social isolation
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When psychiatric illness...

� Difficulties trusting and relating to health 

care providers

� Worsening of cognitive complaints

� Coexistence of different psychiatric 

comorbidities 

� Medication adherence

� Difficulties maintaining appointments



They can be the most They can be the most 

challenging and frustrating 

patients for the HIV team…



DepressionDepression



Prevalence of depression

� 20–30% of patients with HIV suffer from depression1

� Depression is more common in patients with the 

following characteristics:

� Women2� Women

� Non-Caucasian ethnicity3

� Progressed to AIDS4

� Unemployed3

� Have dependants who are minors3

� Hepatitis C co-infection5

1. Coughlin SS. Am J Epidemiol 2013;177:126–130; 2. Nyirenda et al. J Affect Disord 2013; Epub ahead of print. doi: 10.1016/j.jad.2013.05.005;

3. Shacham E et al. AIDS Patient Care STDs 2009;23:949–55; 4. Ramasubbu R et al. Ann Clin Psychol 2012;24:82–90; 

6. New York State Department of Health. Depression and mania in patients with HIV/AIDS. New York (NY): New York State Department of Health; 2010. 

Available at: http://cdn.hivguidelines.org/wp-content/uploads/depression-and-mania-posted-10-19-2010.pdf. Last accessed July 2013.



Depression

� Depression in patients with HIV is associated with:1,2

� Lower quality of life

� Reduced adherence to ART

� Poorer self-care

Worse treatment outcomes� Worse treatment outcomes

� Impairment in social and vocational functioning

� Social isolation

� High-risk behaviour and substance abuse

� Patients with HIV and depression may be less likely to 

receive ART3,4

ART, antiretroviral therapy.

1. New York State Department of Health. Depression and mania in patients with HIV/AIDS. New York (NY): New York State Department of Health; 2010. 

Available at: http://cdn.hivguidelines.org/wp-content/uploads/depression-and-mania-posted-10-19-2010.pdf. Last accessed July 2013;

2. Relf MV et al. J Assoc Nurses AIDS Care 2013;24(1 Suppl):S15–28;

3. Tegger MK et al. AIDS Patient Care STDS 2008;22:233–43; 4. Bhatia R et al. AIDS Behav 2011;15:1161–70.



Why make the diagnosis of depression?

� Patients with HIV diagnosed with 

depression can have:
• Declining CD4+ counts

• Higher activated CD8 T-lymphocyte counts• Higher activated CD8 T-lymphocyte counts

• Higher viral loads

• Slower virological response

� Depression afect adherence to ART

Carrico AW, et al. 2011.
Horberg MA, et al. 2008.
Pence BW, et al. 2007.



Patients with depression have a higher mortality risk

Cook JA et al. Am J Pub Health 2004;94:1133–40.



� Depression is negatively correlated with 

treatment adherence in patients with HIV1

� Adherence decreases as the severity of depression increases1

� Patients are more likely to discontinue treatment2

Patients with depression have lower treatment adherencePatients with depression have lower treatment adherence

� Cognitive symptoms of depression are 

particularly correlated with non-adherence1

� Lower treatment adherence in patients with HIV 

and depression leads to an increased viral load2

1. Wagner GJ et al. Ann Behav Med 2011;42:352–60; 2. Carrico AW et al. J Acquir Immune Defic Syndr 2011;56:146–50.
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The relationship between adherence and depression is 

dynamic

The relationship between adherence and depression is 

dynamic

**p<0.01

Kacanek et al. J Acquir Immune Defic Syndr 2010;53:266–72.
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Patients with depression have lower treatment adherencePatients with depression have lower treatment adherence

*p<0.05; **p<0.01

Gonzalez JS et al. Ann Behav Med 2011;42:120–6.



Adherence in patients with depression

Reluctance to prescribe 
ART to patients with 

depression because of 
concerns about adherence

ART: antiretoviral therapy.

Hartzell et al. 2008

Poorer outcomes in 
patients with HIV and 

depression

Poor outcomes can 
exacerbate the symptoms of 

depression



� Patients may not recognise or self-report 
symptoms of depression1

� Some physicians may also be afraid to ask 
questions about psychological health

� A wide variety of depression screening 
techniques are available2

Screening 

Diagnosis

Screening for depression

techniques are available2

� Most rely on self-reporting

� Some tools focus in physical symptoms

� Most diagnose the severity rather than 
presence of depression

Monitoring

1. New York State Department of Health. Depression and mania in patients with HIV/AIDS. New York (NY): New York State Department of Health; 2010. 

Available at: http://cdn.hivguidelines.org/wp-content/uploads/depression-and-mania-posted-10-19-2010.pdf. Last accessed July 2013.

2. Ramasubbu R et al. Ann Clin Psychiatr 2012;24:82–90.



� Many screening techniques 

can be performed in ≤10 

minutes1

� Screening methods as 

Screening for depression

� Screening methods as 

short as two questions 

have been recommended2 

� Questionnaire length does 

not impact accuracy3

1. Ramasubbu R et al. Ann Clin Psychiatr 2012;24:82–90; 

2. New York State Department of Health. Depression and mania in patients with HIV/AIDS. New York (NY): New York State Department of Health; 2010. 

Available at: http://cdn.hivguidelines.org/wp-content/uploads/depression-and-mania-posted-10-19-2010.pdf. Last accessed July 2013;

3. Akena D et al. BMC Psychiatry 2012;12:187.



Screening for depression

� Centre Epidemiological Studies – Depression – CES-D

� Simple, quick and easy to interpret

� Screening tools assess several somatic symptoms� Screening tools assess several somatic symptoms

� Scoring > 16

Radloff 1977

Rarely or none
(less than 1 day)

Some or a little
(1-2 days)

Occasionally or a 
moderate amount of 

time (3-4 days)

Most or all the time (5-7 
days)

I was bothered by 
things that usually don’t 

bother me.

I felt hopeful about the 
future



When diagnosing HIV patients with 

depressive symptoms, it may be necessary 

to exclude the following possible causes:

Other • Bipolar disorder

Screening 

Diagnosis

Confounding factors for the diagnosis of depressionConfounding factors for the diagnosis of depression

Other 

neuropsychiatric

disorders

• Bipolar disorder

• Post-traumatic stress disorder

• HIV-associated dementia

• Alcohol and substance abuse

HIV-related 

medical 

conditions and 

treatments

• Endocrinological abnormalities

• HIV-related treatments 

• Opportunistic and other infections 

(e.g. syphilis)

• HIV-associated dementia

New York State Department of Health. Depression and mania in patients with HIV/AIDS. New York (NY): New York State Department of Health; 2010. 

Available at: http://cdn.hivguidelines.org/wp-content/uploads/depression-and-mania-posted-10-19-2010.pdf. Last accessed July 2013.

Monitoring



Treatment

� Psychopharmacological management is 

complicated:

• Broad  differential diagnoses

• Potential for adverse effects to increase somatic • Potential for adverse effects to increase somatic 

distress

• Possibility of drug interaction with ARV

� Psychosocial interventions:

• Training for specific interventions

• Multidisciplinary teams 

Carvalhal et al. 2012.



Cognitive DisordersCognitive Disorders



Declining incidence of neurologic complications



• Slowing (cognitive operations)

• Concentration/paying attention

• Multi-tasking ability (“working memory”)

What changes can be experienced?

• Multi-tasking ability (“working memory”)

• Word finding

• Memory ability (particularly short-term)

• Motor coordination 



HAND: Functional Impairment

� Activities of daily living:

� Medication adherence

� Driving (2-3 time as likely to fail tests)

� Problem solving� Problem solving

� Complex tasks

� Vocational functioning:
� 5 times more likely to complain of problems performing 

their jobs

� twice as likely to be unemployed

Andrade AS, et al, Clin Infect Dis. 2005 Sep 15;41(6):875-82
Marcotte TD, et al, Neurology. 2004 Oct 26;63(8):1417-22



Asymptomatic 

Neurocognitive 

Impairment

(ANI)

Mild Neurocognitive 

Disorder

(MND)

HIV-Associated 

Dementia

(HAD)

Definition of HAND

Neurocognitive 

Impairment
Mild Mild Moderate

Functional 

Impairment
None Mild Moderate

Antinori et al, Neurology 2007, 69: 1789-99





Which patients should be screened for HAND, and 

when? How often should patients be screened?

Who to screen:

� In all patients with HIV - assist treatment decisions and detect 

changes before symptoms arise

When to screen:

� within 6 months of diagnosis, as soon as clinically appropriate � within 6 months of diagnosis, as soon as clinically appropriate 

� before the initiation of ARV, if possible

� insufficient data to establish best time for follow up - cognitive 

reserve and natural history of the disease

‣ 6-12 months in high risk patients

‣ 12 - 24 months in lower risk patients

‣ evidence of deterioration

CID 2013; 56(7):1004-17  



How can clinicians identify patients at risk of HAND?

Disease Treatment Co-morbidities Demographic

•Low CD4 nadir

•High plasma, CSF 

VL

•Poor adherence

•ARV interruptions

•non-optimal ARV 

•HCV +

•Hx acute CV event

•CV risk factors

• older 

individuals

• low educationVL

•Low current CD4

•Hx HIV-related 

CNS disease

•Longer HIV 

duration

•non-optimal ARV 

regimen

•low ARV duration-

related to 

treatment failure

•Potential 

neurotoxicity

•lower CPE

•CV risk factors

•Psychiatric 

disorder

•Brain injury

•Substance use

• low education

• lower socio-

economic 

status

• lack of access 

to care

• poverty

CID 2013; 56(7):1004-17  



Which tools should be used to screen for HAND?

� Several screenings are available, choice depend on:

� expertise of neuropsychology is available

� if we want to screen for HAD or MND/ANI

�� time and costs

• Not be used in isolation of clinical factors

• No single screening is suitable for use across all settings

• HDS and IHDS are the most widely used

CID 2013; 56(7):1004-17  





International HIV Dementia Scale – IHDS

� Paper based (3-5 min)

� 3 domains assessed: motor 

and psychomotor speed; 

memory-recall

Memory: give 4 words: dog, hat, bean, red

1. Motor Speed: 

tap 2 fingers non-dom hand (in 5 sec)
4 = 15               2 = 7-10      0 = 0-2

3 = 11-14          1 = 3-6memory-recall

� A score of ≥10 is considered 

“unimpaired” 2. Psychomotor Speed:  n sequences 10 sec

a) Clench hand                                                    

b) Hand flat with palm down

c) Hand perpendicular on the side

3. Memory-recall: ask 4 words



Differential Diagnosis 

� Psychiatric disorders

� Prescription drugs  - antichollinergic effects

� Syphilis, OI and other HIV-related CNS disorders

Alzheimer’s disease� Alzheimer’s disease

� Cerebrovascular disease and metabolic syndrome

� Aging

� Other chronic neurologic disorders – Traumatic 

brain injury (TBI) and seizures

� Vitamin or hormone deficiency - folate, B12, 

testosterone, thyroid
CID 2013; 56(7):1004-17  



Role of chronic depression and Role of chronic depression and 

neurocognitive dysfunction



� Depression and HAND are independent

� Treatment for depression before neuropsych assessment

� Depression is not a systematic driver of neurocognitive 
decline 

� Response to treatment is key in confirming or not if depression 

Depression and neurocognitive impairment

� Response to treatment is key in confirming or not if depression 
impact HAND

� Testing for HAND may be confounded by the presence of 
depression

� Because depression could manifest itself as cognitive 
impairment, it must be ruled out before diagnosing HAND

� HAND may initially present itself as “resistant depression”

Cysique LA et all J Neurovirol 2016; 22:56-65

Dubé B et al. J Psychiatry Neurosci 2005;30:237–46;. Cysique LA et al. J Int Neuropsychol Soc 2007;13:1–11; 
Millikin CP et al. J Clin Exp Neuropsychol 2003;25:201–15; Gibbie T et al. HIV Med 2006;7:112–21; 4..



• Assess comorbidities to judge 

degree of impairment caused by 

HIV 

HIV diagnosis

• Assessment of history and risk 

factors for HAND/NCI 

• Screening for NCI

NP assessment

• Some screening tests may be influenced by symptoms of depression

• A brief assessment of emotional state of patient is advisable 
regardless of the NP screening tool used2
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How can depression confound the diagnosis of HAND?How can depression confound the diagnosis of HAND?

HIV 

• Functional assessment 

• Diff diagnosis in older pts

Diagnosis of ANI, MND or HAD

• Initiate cART or consider 

changing regimen

• Ensure viral suppression

• Self-monitoring      

• Review of NC performance

• Unresolved depression is a key confounding etiology in identification 

of neurocognitive impairment3

• Depression can affect NP test performance4

• Depression can result in overestimate of self-reporting of cognitive 

difficulties6
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1. Sacktor NC et al. AIDS 2005;19:1367–1374; 2. Cysique LA, Brew BJ. 
The assessment of HIV-associated neurocognitive disorders: new 
challenges in the HAART era. Paul RH et al., editors. HIV and the Brain, 
New Challenges in the Modern Era. Humana Press,2009; 3. Antinori A et 
al. Neurology 2007;69:1789–1799; 4. Owe-Larson et al. Afr J Psychiatry 
(Johannesbg) 2009;12:115–128; 5. Cysique et al. J Int Neuropsychol Soc
2007;13:781–790; 6. Thames AD et al. J Clin Exp Neuropsychol
2011;33:200–209.



Take home messages…

� Despite many advances in the treatment of HIV 
infection, psychiatric disorders remain a challenge

� A significant proportion of patients with HIV suffer from 
depression

� Depression may be associated with a negative 
impact on patient outcomes and treatment 
adherence

� Screening for depression and HAND can be done 
quickly, but it is important to consider alternative 
diagnoses following preliminary investigations



Now I challenge you…

• It is important early detection of any psychiatric 

disorder - Think about include screenings in your 

clinical practice 

• Take serious if a patient complaint of cognitive • Take serious if a patient complaint of cognitive 

impairment and think in common conditions first 

(e.g. Depression and Substance use)

• There are conditions with great evidence for 

treatment (e.g. Depression) and these treatment 

may improve cognition
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