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Delay in Viral Rebound with TLR7 Agonist, N6-
LS and PGT121 in SHIV-infected Macaques

Dr. Denise Hsu

Disclaimer: Material has been reviewed by the Walter Reed Army Institute of Research. There is no objection ta its presentation and/or publication. The opinions or assertions contained herein are the private
of the author, and are not to be construed as official, or as reflecting tru s of the Department of the Army or the Department of Def Research was conducted under an approved animal use
protocol in an AAALACI accredited facility in compliance with the Animal Welfare Act and other federal statutes and regulations relating to animals and experiments involving animals and adheres to principles

stated in the Guide for the Care and Use of Laboratory Animals, NRC Publication, 2011 edition.
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Background

* The administration of TLR7 agonist GS-9620 and PGT121 to rhesus macaques treated with
ART 7 days post SHIV-SF162P3 infection was associated with delay in viral rebound
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Borducchi et al., Noture 2018
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Aim: To evaluate the effects of TLR7 agonist and dual bnAbs on viral rebound

16 Male Indian-origin rhesus macaques
Animals with protective MHC allele (Mamu A-01, B-08, B-17) were excluded
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Conducted in collaboration with BIDMC, VRC, Gilead
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Plasma viral RNA dynamics

* Median viral RNA at wk 2 was 5.7 (range 4.1-6.8) log,,copies/mL
* All animals achieved viral suppression on ART

* No detectable blips 24hrs post GS-986 administration
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No detectable persistent viral expression in tissues
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GS-986 induced immune activation
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BnAbs levels in plasma and LN

Doses administered* Plasma Lymph node
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SHIV DNA levels
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Viral Rebound

* All animals experienced plasma viral rebound

* Median time to rebound
* Placebo arm: 3 weeks vs Active arm: 6 weeks (p=0.024)

* No difference in post rebound peak or set-point viremia between arms
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No clear predictors of time to rebound

Doses of interventions administered W2 SHIVRNA
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Each dot corresponds to an individual animal. Color key displayed in table.
Gray squares depict values from control animals

Not working. Need help? CROI 2020: Live Webcast Schedule
Sunday, March 8, 2020
- Try § e
You are using IBM (Ustream) SO0 AM 1225 PMET

12:25 PM-1:40 PM ET
2:00 PM-4:00 PM ET

YouTube instead

416PM

P @D O B



Live Webcast : CROI 2020 on YouTube - Microsoft Edge

() croilive.capitalreach.com

Key differences between Borducchi et al and MHRP study

Timing of ART initiation
1wk vs 2 wks
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Summary

e (3S-986 administration was associated with

Upregulation of cytokines consistent with human data
No detectable plasma viral blips 24 hr post dosing

* The combinational use of N6-LS and PGT121 was associated with

More rapid development of ADA than PGT121 alone

* (S-986/PGT121/N6-LS kick and kill strategy was associated with

Greater reduction in SHIV DNA
A modest delay in rebound

#CROI-0-06
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