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Temporal lobe microglia (Iba-1). Left panels are
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Figure 1: A) Experimental design B) Dynamics of plasma viral load. C) Dynamics of
CSF viral load. Vertical dashed red line represent anti-CD8 antibody infusion. Purple
and green horizontal dashed lines represent the limit of detection for the quantification
of SHIV of 81 copies/mL and 22 copies/mL respectively. * marks the necropsy of the
animal.
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experimental animals experienced a rebound that was detected both in PVL Viral RNA (vVRNA) transcription was detected in microglia and pericytes from the temporal lobe (Figure 4A and B). The analysis of
and CSF (Figure 1B and C). Viral rebound was not detected in experimental the microglia and the total cell population suggested higher levels of viral transcription in the experimental group in this lobe.

PVL maintained < 81 copies/ml while on ART. During the ATI-1 period,

animals during ATI-2 neither in plasma or CSF, while control animals
experienced a rebound detected in plasma. Further SHIV detection analysis in PGT121 concentration levels may have prevented a systemic viral rebound in the experimental group at necropsy (Figure 5A). In
tissues at different timepoints and necropsy revealed comparable viral addition, ADA analysis suggested that PGT121 treatment did not induce an immune response in the experimental group (Figure 5B).

detection by different methods (Figure 2). Single LRA-treatment with AZD5582 A) PGT121 Concentration B) ADA CONCLUSIONS

first, followed by Ciapavir while under ART seemed to induce a significant 2 - 40827 10 - 40827 The sustained viral suppression observed in the experimental group
decrease in the intact proviral reservoir found in axillary lymph nodes compared EW ppreis 30 ppreis suggests that treatment with activators of the non-canonical NF-kB
to the control group which only received ART. In addition, the control group -Ew gma pathway, such as AZD5582, together with ART and PGT121 may
showed a mean of 32 intact provirus/10° cells in inguinal lymph nodes at e LR B o -aeii decrease LN reservoirs and provide sustained viral control. Further
necropsy, but none was detected in the experimental animals. Moreover, SHIV S wlr - testing in people living with HIV may provide additional evidence of
was detected in multiple regions of the brain, being readily detectable in basal w..k.,o.n..mug.. Weeks post-infection the effectiveness of this strategy upon the need of an ATI. These
ganglia, hippocampus and hypothalamus (Figure 3A). Further viral Figure 5 A) PGT121 concentration in blood. B) Anti-drug antibodies

data also suggest that intact viruses in certain brain regions may
serve as HIV reservoirs that could be challenging for

quantification revealed low concentrations in most regions, while still detectable (ADA) analysis.

for some animals in temporal lobe, hypothalamus and thalamus (Figure 3B). In o . . o . . . . .
eradication, specially, if they are found in different cell types, including microglia or other cell types. Future HIV cure strategies may
need to include interventions that specifically target these resilient and varied reservoirs.
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addition, some intact proviral levels ranging between 7.5 and 30.4 intact
pmvirus/106 cells were detected in temporal and parietal lobe, hippocampus,
and hypothalamus in some of the animals from both groups (Figure 3C).




