IL-10/PD-1 Blockade In ART-treated SIV Infected RMs leads to Enhanced BA Signaling and Type | IFN Production
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Introduction Study Design Methods Results

Week 12 (pre-ATl) PBMC and LN transcriptomic profiling of aPD1+alL10 treated RMs revealed a significant

The persistence of the HIV reservoir under long term cART : : . . . . . . NS
D J APT Immunological assessment (plasma, PBMCs and LNs) 28 rhesus macaques (RMs) infected with SIVmac239 enrichment of Bile Acid (BA) metabolism and synthesis characterized by elevated FXR (NFKB inhibitor) levels and

combined Antiretroviral Thera IS supported by virus : : .
Sebound upon ATl (Analytica?y)'l'reatm eprrl)t Interrgption) | started antiretroviral therapy (ART) 42 days post- enhanced BA and BA salt synthesis. We observed that targets of BA nuclear receptors FXR and VDR were
Among the factors contributing to HIV reservoir persistencé : infection, maintained for 14-months. Rhesusized alL_—lO enriched in combo-treated RMs. Concordantly, elevated metabolites (tauro-litho-cholate sulfate, litho-cholate
are the heightened levels of circulating IL-10 and PD1 0 | ] . 2 wisos (n=10), alL-10/aPD-1 (Combo therapy - n=10), or vehicle sulfate) mapping to primary and secondary BA metabolism were elevated in dual-treated RMs. Additionally,
. . - | ART (DTG — FTC — TDF AT| (n=8), infused every 3-weeks was administered starting enhanced levels of Type | IFN production characterized by innate anti-viral restriction factors RFs (IRF1, IRF7,
expression. IL-10 contributes to the lack of effector function | (DTG ) 19 week ATI and 4 14-week AT " ) D .
and antigen-presentation, additionally it promotes HIV 0 s s 1 1 . 24 wks post-ATI WEEKS pre- and stoppe -WEEKS POSt_' (wee APOBECs, TRIMs) were elevated in aPD1+alL10 treated RMs. Notably, we observed a positive correlation
eservoir survival PD-1 plz;lys a major role in inducing T cell L T S R 26). Animals were followed longitudinally for between BA synthesis and Type | IFN RFs. Importantly, both mechanisms were negatively associated with the
exhaustion and. HIV latency. We hypothesized _that A A A A A A biospecimen collections. Here, we utilized transcriptomic magnitudes of SIV RNA/DNA and 2LTR circles measured in LN. A multi-variate regression model highlighted the
blockade of 1L-10 and PD-1 could act svnergistically to 28 M = ART Initaton D42 On ART for 14 months pre-intervention Lv.alL10 [10me/ke] and metabolomic data from PBMCs and LNs to decipher interplay between the innate interferon and BA signatures and their negative association with the magnitude of VL.
Mprove immune resnonses and bromote viral load control %g@g ggggg Eg%gg T e the mechanisms of VL control observed in aPD1+all 10 The combination of both transcriptomic machineries was associated with better viral load control (p=0.0031).
on ATl in the treated - A A A A A A A treated RMs. Altogether, these data demonstrate the potential role of intact BA synthesis/metabolism in regulating the innate
upon In the treated macaques. fomgi 0 i.v. aPD1 [10mg/kg] g . .
anti-viral response as early as week 12 (pre-ATIl) which can be critical to VL control.
Impact of Dual Treatment on SIV viremia RNAseq analysis reveals lack of viral re-seeding is associated with early induction of restriction factors, Bile Acid Signaling and
antiviral pathways in LNs
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