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Evidence base

Life long AR



Example

Life long ARIn individuals with a high CVD risk
• We suggest avoiding abacavir if an acceptable alternative is available
• 2C



Managing cognitive impairment

Life long AR

1 Starting ART

Question:
• Should all PLWH with HIV associated cognitive impairment commence ART?



Managing cognitive impairment

Life long AR

1 Starting ART

Question:
• Should all PLWH with HIV associated cognitive impairment commence ART

Evidence for:
1. START main study
2. HIV encephalopathy improves with ART

Evidence against:
1. START neurology sub-study showed no benefit

Recommendation:
• We recommend commencing ART in all PLWH with HIV associated cognitive 

impairment
• A1



Managing cognitive impairment

Life long AR

1 Starting ART

2 Triple therapy or novel strategies

Question:
• Should all PLWH with HIV associated cognitive impairment receive standard triple 

ART or can novel strategies be utilised?



Managing cognitive impairment

Life long AR

1 Starting ART

2 Triple therapy or novel strategies

Question:
• Should all PLWH with HIV associated cognitive impairment receive standard triple 

ART or can novel strategies be utilised?

Evidence for triple therapy:
• Recovery from HIV encephalopathy mainly with triple therapy
• Case reports and series of problems with PI monotherapy

Evidence against triple therapy:
• In large PI monotherapy studies, no differences in cognitive function

Recommendation:
• Recommend triple therapy
• Best practice management
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1 Starting ART

2 Triple therapy or novel strategies

3 Antiretroviral toxicity

Question:
• Should efavirenz be replaced by another agent in PLWH with HIV associated cognitive 

impairment?



Managing cognitive impairment

Life long AR

1 Starting ART

2 Triple therapy or novel strategies

3 Antiretroviral toxicity

Question:
• Should efavirenz be replaced by another agent in PLWH with HIV associated cognitive 

impairment?

Evidence for:
• Two randomised controlled studies report poorer cognitive performance with 

efavirenz
• Cohort data

Evidence against:
• Some cohort studies

Recommendation:
• Replacing with a different third agent is generally possible
• 1B
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Life long AR
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Life long AR

1 Starting ART

2 Triple therapy or novel strategies

3 Antiretroviral toxicity

4 Management of comorbidities and lifestyle

Question:
• How important is comorbidity and lifestyle management
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• How important is comorbidity and lifestyle management



Comorbidities and lifestyle

Life long AR

Question:
• How important is comorbidity and lifestyle management

Depression and HIV
Recreational drug 
and Chemsex



Managing cognitive impairment

Life long AR

1 Starting ART

2 Triple therapy or novel strategies

3 Antiretroviral toxicity

4 Management of comorbidities and lifestyle

Question:
• How important is comorbidity and lifestyle management

Recommendation:
• Although evidence lacking, optimal management of comorbidities, mental health and 

lifestyle factors should be undertaken



Managing cognitive impairment

Life long AR

1 Starting ART

2 Triple therapy or novel strategies

3 Antiretroviral toxicity

4 Management of comorbidities

5 Specific ART considerations
• Include specific agents
• Dosing of ART, CSF escape and pharmacokinetic scoring systems



Specific ART agents

Life long AR

Class Drug Advantage Disadvantage 

NRTIs zidovudine

abacavir 

• Evidence from 
monotherapy days

• High CSF to plasma ratio

• No evidence with triple therapy
• Potential neurotoxicity

• CVD signal

NNRTI nevirapine • High CSF to plasma ratio

PIs lopinavir/r
darunavir/r/c

• CSF exposure above IC50 • CVD signal / metabolic signal

INSTI dolutegravir • CSF HIV RNA decay data • CNS toxicities

EI maraviroc • Anti-inflammatory potential • No strong evidence as anti-
inflammatory

• Antiviral activity questionable



Dose consideration, CSF escape and 
pharmacokinetic scoring systems

Life long AR

Class Drug Usual clinical dose Alternative(s) and rationale

NRTIs abacavir • 600 mg once daily • 300 mg twice daily
• 600 mg twice daily

PIs darunavir/r/c • 800 mg / 150 mg cobicistat
once daily

• 800 mg / 100 mg ritonavir once 
daily

• 600 mg / 100 mg ritonavir twice 
daily

If PI resistance detected or suspected 
consider twice daily

INSTI dolutegravir • 50 mg once daily • 50 mg twice daily

If INSTI resistance detected or 
suspected in CSF and/or plasma

PK scoring systems In cases of CSF escape, sequencing and basing regimen on resistance 
testing is of greater importance *



Managing cognitive impairment

Life long AR

1 Starting ART

2 Triple therapy or novel strategies

3 Antiretroviral toxicity

4 Management of comorbidities

5 Specific ART considerations
• Include specific agents
• Dosing of ART, CSF escape and pharmacokinetic scoring systems

6 Adjunctive therapies

Adjunctive therapies:
• Many have been trialled
• No positive signals to date in larger scale studies
• Of future research interest
• Not current clinical practice 



Managing cognitive impairment
Summary

Life long AR

Question Recommendation

1 Starting ART All should commence

2 Triple therapy or novel strategies Standard triple therapy

3 Antiretroviral toxicity Avoid efavirenz

4 Management of comorbidities Challenging but optimise management

5 Specific ART considerations
• Include specific agents
• Dosing of ART, CSF escape and 

pharmacokinetic scoring systems

Evidence is lacking to recommend specific 
ART agents or strategies

Balance between toxicity and theoretical 
benefits

6 Adjunctive therapies Future research interest



Thank you

Life long AR

http://hivcns.co.uk/


