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Background Data Generated and Bioinformatics “

Sequencing. Deep sequencing of C2-V3 env, gag and pol (MiSeq lllumina ) was Paired sequence data were available for 5 participants.

e To cure HIV, we need a better understanding of the distribution of performed on longitudinally collected paired blood and semen samples. Reads were
HIV reservoirs throughout the many compartments of the body analyzed with purpose-built bioinformatics pipeline. Cleaned mapped reads were usedto - .~ « — .
outside of the blood. reconstruct HIV haplotypes. The number of haplotypes strictly included the number of o= @@
distinct quasi-species or variants present in at least 1% or more in the viral population 5 5
Objective Viral diversity. Intra-patient genetic diversity in each compartment was evaluated for 5 3
each subdomain/segment. The Shannon entropy index (S) was calculated using a e 3

To determine if HIV reservoirs in the male genital tract contribute  formula that accounts for both the number of distinct reads and their proportional
to viral rebound after antiretroviral therapy (ART) interruption. representation in the dataset.

Cohort and Sampling

Phylogenetic analysis confirmed the presence of compartment-

specific monophyletic HIV RNA populations in at least one HIV
region in 2 out of the 5 participants in longitudinal time-points.
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early infection were enrolled in 7 12 (160%) Compared to blood, HIV RNA rebound in semen Despite ART started during early % Comoarmen % C.mpm
a randomized, double-blind,  Emmwvwnie o ° 5“;‘33/7; | occurred significantly later (median of 66 versus  infection, HIV diversity was higher in : @
placebo-controlled clinical trial  arrexposure (years) 35 (2-13) 42 days post ART interruption) and reached semen compared to blood in all three @ =
Of HIV‘MAG DNA VaCC|ne CD4* T cell counts/pl (after rebound) 510 (390-1430) lower levels (164 versus 16,224 COpiES/ml). COding regions. SaC;p”ng Time Sampling Time

. 7 . . . . . . . . 1 LB O TP1
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Legend. Approximate maximum likelihood phylogenetic reconstruction of sequences generated from longitudinally
collected HIV-1 RNA Populations in blood and semen from 5 participants. HIV haplotypes above a minimal frequency
threshold of 0.01 were extracted from cleaned reads and were used to construct approximate maximum likelihood
phylogenies using FastTree (Price et al., 2009).
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Sampling. Paired blood and semen were collected up to 9 longitudinal
time points after ART interruption.
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Study Design and Sampling
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Collection of Seminal Secretion
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: P T r— caend. HIV RNA Rebound after ART interruston in bood (red) and > Reservoirs in all anatomic compartments need to be
Vaccination/ART phase reatmen ollow-up phase Legend. ebound arter Interruption In biood (red) an Legend. Viral diversity (Shannon entropy) was assessed after adjusting for - - .
(48 weeks) interruption (24 weeks) Iiznr:;giglaﬁlta?gf-é(}b\::eerg randomized to the placebo group. Participants haplotype frequency for all three regions in blood (red) and semen (blue). aCtlvely targeted to achieve a Complete functional cure.

phase ID5-12 were randomized in the vaccine group.
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