A novel assay to evaluate the
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Rapid rebound viraemia after ART
cessation
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Variability in response to latency
reversing agents (LRA) stimulation

ck and Kill strategy

ART

“shock” HIVAproteins I 1

- K]
= (@&

i

"

<

Cell death

Epigenetic modifiers TLR agonists

HDACI TLR7 (GS9620)

Methylation inhibitors TLR3 (polyICLC)
Methyltransferase inhibitor TLRY9
Bromodomain inh TLR4

PKC agonists Other
Prostratin Disulfiram

Bryostatin

Quinolines
Ingenol B / PEP 005 IL-15

= Although in vitro studies using LRAs (e.g. vorinostat)
have shown consistent reactivation of latent HIV, ex vivo
and in vivo studies have shown variability in response
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Hypothesis and Aims

Hypothesis

Since HIV transcription is dependent on the activity of
the HIV promoter — the long terminal repeat (LTR) —
variability in reactivation to LRAs could be attributed to
changes in the sequence and/or function of the HIV
LTR

Aims

" 1) Establish a model of HIV latency using patient-
derived HIV LTRs

= 2) Determine the potency of various LRAs on HIV
reactivation using patient-derived LTRs
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Infection led to integration and luciferase
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Cytotoxicity data
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Romidepsin and chaetocin induce high
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