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Efavirenz-associated CNS toxicity affects 
~50% of patients 

Poor quality of life

Decreased adherence 

Treatment discontinuation

Symptoms usually begin within 1 to 2 days after 
starting efavirenz and may resolve within 2 to 4 

weeks of continued therapy.



CYP2B6 516 G>T leads to increased EFV 
concentrations and CNS toxicity
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CYP2B6 516 G>T is a component of 
several star alleles, including: 

*6, *6A, *6B, *6C, *7, *7A, *7B, *9, 
*13, *13A, *13B, *19, *20, *26, 

*34, *36, *37, *38

https://www.pharmgkb.org/rsid/rs3745274



Evidence Review

Study Conclusions
# Adult 
Studies

# Pediatric 
Studies

Total

516 G>T is associated with increased EFV 
concentrations/decreased EFV clearance. 52 8 60

516 G>T is associated with CNS toxicity. 16 2 18
EFV dose reductions may benefit patients 

with 516 G>T. 11 0 11
High EFV plasma concentrations are 

associated with CNS toxicity. 7 1 8
High EFV plasma concentrations are 

associated with hepatotoxicity. 2 0 2

516 G>T is associated with hepatotoxicity. 3 0 3
516 G>T is associated with treatment

discontinuation. 1 0 1

72 studies total (8 in pediatric patients) 
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EFV = efavirenz



EFV dose reductions may benefit patients with 516 G>T

Gatanaga et al. 2007 

Prospective study, n = 12 (adults)
Dose reductions based on elevated EFV concentrations (> 6 mg/L) 

EFV = efavirenz



EFV dose reductions may benefit patients with 516 G>T, 
without compromising efficacy

Sanchez Martin et al. 2014 


