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Introduction

 HIV-1infection remains incurable
* Persistent viral reservoir

. Total HIV-1 reservoir

Transcription-competent
HIV-1 reservoir

* Translation-competent reservoir
* Infected cells that harbor a provirus
that is capable of producing viral proteins

Translation-competent
HIV-1 reservoir

Replication-competent
HIV-1 reservoir

« Clinically relevant component of the reservoir

How can we study this reservoir?
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STIP-Seq assay

Simultaneous TCR, Integration site and Provirus sequencing
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STIP-Seq on 8 cART-suppressed individuals
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Stem-loop?
« 40 distinct proviral genomes oo o/ Stemoops
em-loop1' ./ '  Stem-loop

KHORAS1

COCTBLOCI08Y

* 9 integrated in cancer-related gene

« Genome intact: 5/40 (12.5%)
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« Large internal deletion: 1/40 (2.5%)

« Packaging signal (PSl) and/or = oSSR ee—
major splice donor (MSD) defect:
34/40 (85%)
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STIP-Seq on 8 cART-suppressed individuals
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STIP-Seq in the context of an analytical treatment interruption (ATI)

mmm— VMP1

. ]

mmE— Chr17:77978920
mmmm— Chr8:100792125
. [ ]
mmmmn— | Chr17:7545670
=— SP140L
R ®— GGNBP2

 Match between defective qA
provirus and T4 rebound virus

essesee—|KCNA3|
* Partof pl7 deleted

=— SF3B2

 Match between defective
provirus and T1 virus: 5bp deletion
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* Match between intact provirus
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Match between intact provirus
and T1-T2-T3 virus
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Conclusions

« STIP-Seq captures 4 layers of information of translation-competent proviruses
« Translation-competent proviruses are not as intact as we thought: PSI defects

« STIP-Seq seems to enrich for clinically relevant proviruses
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