RVS5350: Analytic Treatment Interruption After N-803 in Participants on ART Since Acute HIV
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BACKGROUND

N-803, a clinically licensed IL-15 receptor superagonist, is
safe in humans and showed potential for HIV remission in
non-human primates.

We evaluated the safety and impact on HIV reservoir of N-
803 administered during acute HIV infection (AHI) in
combination with ART Iin a Phase 2, open-label study,
followed by evaluating the impact of N-803 on HIV remission
through an analytic treatment interruption (ATI).

METHODS

RV550 is a 3-step clinical trial that enrolled participants In
AHI. In Step 1, participants received ART alone or ART + N-
803 (6 mcg/kg every 3 weeks for 3 doses). Whole lymph
node biopsies were obtained at baseline and two weeks
post final N-803 administration during Step 1.

Step 2 added one dose of N-803 regardless of
randomization, followed by ATl with weekly HIV viral load
(VL) rebound monitoring up to 12 weeks. VL restart criteria
were 21,000 copies/ml for 4 weeks or confirmed
2100,000 copies/ml. Step 3 monitored viral re-suppression
on ART.

Endpoints:

« Step 1. Safety, vDNA/VRNA in blood and lymph node
(LN) tissue, reservoir analyses, and quantification of
VRNA in LN.

« Step 2: ATl time to VL > 1,000 copies/ml plus VL AUC for
4 weeks thereatfter.

o Step 3: HIV re-suppression

N-803 was safe but did not significantly alter
viral rebound kinetics during ATI.

However, N-803 decreased viral RNA In
lymph nodes by 50-fold and may be
effective In future combinatorial strategies.

RESULTS

Twelve participants completed Step 1 of whom 7 consented to continue to Step 2 ATI. No difference in
age, sex, Fiebig stage, CD4 or CD8 between groups at either entry into Step 1 or Step 2.

As previously reported, N-803 injection site reactions resolved within 7 days. No ATl-related adverse
events or discontinuations were observed. N-803 + ART resulted in a faster VL decline compared to
ART alone, but no difference in vDNA in blood.

Fig. 1A: Fig. 1B:
Lymph Node HIV RNA Cells pre-ATI HIV VL Rebound post ATI
1075
] NBO3+ART
0- “IIDE'—; ,"' —e— 550-0001 (FB I}
: ' —=— 550-0012 (FB I
] 4 —— 550-0013 (FB II)
m | — 1':'5'5 ‘_:" ——  550-0014 (FB IIl)
§ < E ~ r'r
9w, -50 e % 104 “e Control (ART)
S = O -® - 550-0005 (FB I)
c 2 T Q -® - 550-0007 (FB II)
a3 £10%y - - 550.0009 (FB II)
2 X _
2 Z -100- B 102+
= .
= .
~— "“:]1_
| ! I I I I I I I I I I
-150 , , o 1 2 3 4 5 6 7 8 9 10
Control N-803 Tx

Weeks after Treatment Interruption

RESULTS continued..
Additional LN tissue analysis now demonstrates a non-

significant 50-fold decrease in VRNA in the N-803 group
(Fig.1A).

In Step 2, median ATI duration was 45 (32-69) days. There
were no significant differences between groups in time to
viral rebound, peak viral load, or time to ART re-initiation
(Fig.1B) nor in time to viral re-suppression in Step 3.
Median time to viral re-suppression was 45 (26-82) days.

CONCLUSIONS

N-803 was safe but did not significantly alter viral rebound
kKinetics during ATI. Although a trend toward reduced HIV
reservoir size in LN was observed, N-803 alone was
insufficient to achieve sustained HIV remission. These
findings support further investigation of N-803 in
combination strategies.

ADDITIONAL KEY INFORMATION
Author Contact Information:
Carlo Sacdalan, MD-MBA, MSc
carlo.s@searchthailand.org

ACKNOWLEDGEMENTS

We would like to thank the study participants who committed so much of their time for this
study. The RV550 participants were from the RV254/SEARCH 010, which is supported by
cooperative agreements (W81XWH-18-2-0040) between the Henry M. Jackson
Foundation for the Advancement of Military Medicine, Inc., and the U.S. Department of
Defense (DOD) and in part, by the , National Institute of Health (DAIDS, NIAID, NIHgrant
AAI21058-001-01000). Additional funding was given through NIH RO1MH130197 grant.
Antiretroviral therapy for RV254/SEARCH 010 participants was supported by the Thai
Government Pharmaceutical Organization, Gilead Sciences, Merck and ViiV Healthcare.

DISCLAIMER

The views expressed are those of the authors and should not be construed to represent
the positions of the U.S. Army, the Department of Defense, the National Institutes of
Health, the Department of Health and Human Services, or the Henry M. Jackson
Foundation for the Advancement of Military Medicine, Inc. The investigators have adhered
to the policies for protection of human subjects as prescribed in AR-70-25.

SCHOOL OF

WRAIR

Walter Reed Army Institute of Research
MILITARY HIV RESEARCH PROGRAM

4 T
/ . ; = / GLOBAL HEALTH
; O ImmunityBio Gs‘ G oo

HI\/-NAT OHSU Chulalongkorn University




	Slide 1: N-803 was safe but did not significantly alter viral rebound kinetics during ATI.  However, N-803 decreased viral RNA in lymph nodes by 50-fold and may be effective in future combinatorial  strategies. 

