BACKGROUND
Antiretroviral (ARV) drugs select
characteristic ‘drug escape’ mutations "
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This process was repeated for all
residues making up the full
RT/protease proteins, giving a residue-
specific view of the independent &
interactive selection effects in-vivo of
host CTL and ARV drugs on HIV-1, at
a population level.

These findings support a highly dynamic, host-specific model of HIV-1 adaptation in-vivo, in which host CTL responses & ARV therapy act as concurrent,
competing or parallel interacting evolutionary forces at the level of single viral residues.

The selection of characteristic drug resistance mutations (& expected associations with their causative drugs) are evident at a population level.

The selection of characteristic CTL escape mutations is also evident at a population level, as HLA allele-specific polymorphisms. These are present in drug
treated individuals.

For 15 known drug resistance mutations in RT & protease, HLA alleles influence risk of having the mutation following drug therapy.

Better understanding of CTL-driven effects on HIV evolution prove useful for individualisation of ARV therapy.

associated with [DV(OR=4 3 p<0 001) and HLA-A2 (OR=5.4, p=0.002).
c istic HLA-specific effects on viral
sequence, including on drug resistance mutations may help explain
variable susceptibility to drug resistance and be useful for
individualisation of HIV therapy.
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