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Mechanism of NRTI Resistance 
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Mechanism of PI Resistance 

Mutations in PI



New Classes, New Problems
• Fostemsavir-CD4 attachment inhibitor 

• A study published in 2020 analyzed HIV-1 env gp120 sequences from both ART-naïve and 
ART-treated patients and identified several genomic positions with mutations associated with 
decreased susceptibility to fostemsavir, however, the BRIGHTE trial did not find consistent 
associations between virologic failure and gp120 substitutions

• Ibalizumab- post-attachment inhibitor 
• Resistance to ibalizumab is conferred by decreased viral expression of specific binding sites in 

the HIV gp120 envelope protein. This mechanism of resistance was observed in the TMB-301 
study for 8 out of 10 patients who had virologic failure or rebound at week 25 and showed a 
lower degree of susceptibility to ibalizumab than at baseline 

• Lenacapavir-long-acting capsid inhibitor 
• Studies showed  viral escape strategies of M66I and Q67H, a highly LEN-resistant but fitness-

impaired HIV-1 mutant.



https://www.iasusa.org/hiv-drug-resistance/hiv-drug-resistance-mutations/

https://hivdb.stanford.edu/hivdb/by-patterns/

https://www.iasusa.org/hiv-drug-resistance/hiv-drug-resistance-mutations/
https://hivdb.stanford.edu/hivdb/by-patterns/


ART resistance can lead to cases that are difficult to manage even in the 
INSTI era...


