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Background Results

* HIV evolution and latent reservoir establishment occur continually Overall, the linear models fit well to the participant data, substitution rate estimates ranging from 1.1x10- to 4.8x10-°
within-host, and latently HIV-infected cells persist long-term substitutions/base/day. All four participants displayed chronologically and genetically diverse latent HIV reservoirs. Some
* Thus, the within-host latent HIV reservoir should comprise a reservoir sequences dated prior to the first sampling time, up to 20 years before they were collected.
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- HIV sequencing was performed using single genome amplification (SGA) ) PVL history and collection times. Grey shading indicates cART. - We collected 39 unique plasma HIV RNA sequences (black dots)
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- We extensively validated our method on simulated, published and RNA from recrudescent viremia episodes on therapy. The ladder- (chosen based on their position in the tree). Note the two clades
empirically collected HIV sequence data (results not shown). like structure of the phylogenetic tree is typical of within-host  of HIV circulating in plasma during the pre-ART period, one
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When applied to 4 HIV-infected individuals followed over 14+ years including  we collected 113 unique plasma HIV RNA sequences (black dots)  We collected 59 unique plasma HIV RNA sequences (black dots)
10+ years on cART, our method reveals a temporally and genetically diverse  over 8 pre-cART time points spanning a 5 year period, and 14 HIV  over 4 pre-cART time points spanning an 8 month period, and 13

reservoir. Our results are consistent with persistence of reactivation- sequences (red diamonds) from proviral DNA on cART. Note how HIV sequences (red diamonds) from proviral DNA on cART.
competent latent HIV lineages for >20 years. Our method for estimation of most of the reservoir sequences in this participant date to Participant 4 differs from the others in that he initiated cART
latent HIV ages may illuminate a variety of fundamental questions in HIV just prior to cART initiation. Nevertheless, genetic diversity in comparatively earlier in infection. Nevertheless, the reservoir is
persistence. the reservoir is relatively high, with one sequence estimated genetically diverse, with individual latent HIV sequences
RN to have integrated 14 years prior to sampling. dating to the time between infection and cART initiation.
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