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BACKGROUND: No increase in CSF SHIV RNA or markers of immune RESULTS (cont.).
» Kick and Kkill strategies using TLR-7 agonist and broadly activation after TLR-7 agonist and bnAb kick and Kill Viral Rebound
neUtraIiZing antibodies (bnAb) have shown prOmise IN NnoNn-human e Median time to viral rebound was 6 wks in the
primates, but effects on the central nervous system (CNS) have = RESULTS: active group vs 3 wks in the control group
not been evaluated. . . _
Viral dynamics (p=0.024).
* The blood-brain barrier limits the penetration of antibodies into the CNS. _ 100
 Median wk 2 (pre-ART) plasma and CSF SHIV RNA was 5.7 (range 4.1-6.8) and
 Thus there Is a potential for kick and kill strategies to increase 3.1 (range 2.2-4.2) log, copies/mL. < 80
Immune activation without elimination of infected cells. _ _ _ >
 Plasma SHIV RNA was undetectable in all animals by wk 8 and remained S 60 p=0.024
undetectable until ART interruption. o
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* CSF SHIV RNA was undetectable in all animals at wks 14 and 24. S 50 == Control
 Male rhesus macaques (negative for protective MHC allele Mamu = Active
A-01, B-08, B-17) were inoculated with SHIV-1157ipd3N4 and ~ SOluble markers of Immune activation T
initiated on ART (PMPA, FTC, DTG) on Day 14. + Levels of CSF IL-15, MCP-1, IL-8, IL-1RA, IL-2, and G-CSF increased post Time to Viral Rebound (Wks)
» Active group (n=8) received at least 7, 2 and 2 doses of GS-986, infection, and decreased after ART initiation. Figure 2. Time to viral rebound
PGT121 and N6-LS (number of bnAb administrations were limited ~ « No increases in CSF markers of immune activation were seen after GS-986 or Hsu et al., Delay in Viral Rebound with TLR7 agonist, N6-LS
. . . o _ and PGT121 in SHIV-infected Macaques. CROI 2020. Session:
by the development of anti-drug antibodies). bnAb administration. Targeting the Persistent HIV Reservoir, Tues, March 10, 2020.
* ART was ceased 2 wks after plasma bnAb Levels <0.25ug/mL. 25 R 2000 SR 404 ————=5
- I o Cod <al i ART ; » o . « At 12 wks post rebound, median plasma SHIV
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ontrol group (n=8) received saline an was ceased at wk 40. 2.1 - 7 g RNA was 1.2 (range 1.0-2.2) and 2.1 (range 1.0-
» Plasma and cerebral spinal fluid (CSF) SHIV RNA levels were & | . * - = 1000- + §zo- 2.8) log,.copies/mL in the active and control
measured by PCR and soluble markers of immune activation by = .| * & =T ¢ S —+ = 109 oo 813 e o T groups respectively.
multiplex assay using Luminex. o LT B = S L7 C =
o e o e e g2 we v om s+ CSFSHIVRNA was only detectable at low levels

IN 1 active and 1 control animal.
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