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A phase 1 trial of N-803 with or without dual bNAbs to achieve ART-free viral control: ACTG A5386
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BACKGR

+ N-803, an IL-15 superagonistinduces antigen expression from latently-infected cells,
providing target for bNAbs

+ N-803induces NK cell activation/proliferation and enhances ADCC (in vitro and in vivo)

+ N-803induces CD8+ T-cell activation/ proliferation and enhances cytotoxicity — may
enhance bNAb-induced vaccind effect

+ N-803induces CXCRS5 upregulationon SNV -specific CD8+ T-cells and proliferation inlymph
node follicles

+ Inrhesus macaques, N-803 plus dua bNAbs induced post-ART viral contra
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ART and cauld decrease the size of the HIV reservoir during chronic HIV infection.
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Figure 2. ACTG A5386 is anopen-label, phase 1 trid evaluating safety and virologic effects of N-
803 administered + a singe infusion of bNAbs (VRC07-523LS, 10-1074LS). Following intervertion
and a washout period, parficipants underwent an analytical treatment interruption (ATI).

Eligible participants were generally healthy adults with HIV, vira suppression for >96 weeks,
receiving INSTI + 1-2 NRTIS, CD4 >500, CD 4 nadir 2200. Participants were initially required to
have sensitivity toboth bNAbs based on Monogram Phenosense assay and were randomized.
After an amendmert, participants with sensitivity to 21 bNAb were assigned to the combo arm
and others to N-803 alore.

118 entered screening, 49 were eigible and assigned to an arm (1 discontinued prior to N-803).
Among 48 who started N-803, 25 received N-803 alone and 23 received N-803 + two bNAbs.
Medan age 50years, 10% women, 60% white, 19% Hispanic; median CD4 690; median ART
duration 66 years. InN-803 +bNAb arm, 9(39%) were susceptible to both bNAbs and 14 (61%)
were susceptibleto 1 bNAb.

SAFETY AND TOLERABILITY

23 intiated bNAbs

well tolerated

all completed dosing

2 (9%) grade AEs

pK and anti-drug antibody results are
pending

48 inttiated N-803

+ 33 received 8doses; 10 received 5-7

+ 5d/ced N-803 after 1 or 2doses

4 (8%) received reduced doses

4 (16%) N-803 alone and 4 (17%) N-803 +
bNAbs experienced Grade 3 or 4 (n=1,
neutropenia) AE possibly related b N-803

» 5 Figure 1. Schematic of the rationale. N-803 boosts NK and CD8 T cell responses under

N-803 * bNAbs was safe and
produced measurable immunologic
and reservoir effects, but durable

ART-free viral control was

uncommon in this phase 1 study.

VIROLOGIC OUTCOME

Figure 3: HIV RNA trajectories after ATl (n=19)
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Weeks after ART Interruption
Plasma HIV-1 RNA trajectories are censored at the time of ART restart

ATl results for N-803 + bNAB arm, 19/23 (83%) entered ATI

« 7 requested restart

« 6 had HIV RNA>1000for 4 wks without a 0.2 log1odedline in the last wk
+ 3 had drop in CD4

« 2 experienced symptoms

« 1 restarted at24 weeks of ATI

« 1 remains off ART

Primary endpoint: HIVRNA <200 at wk 8 of ATI: 1 (5.3%, upper 95 CI 27%)

Uion ART restart, all are re-suiiressig as anticiiated.

N-803was generally tolerated with most (69%) completing 8 doses or at
least5 doses (90%)
bNAbs were well-tolerated.
Among 42 participants receiving N-803, it was asscciated with a transient
decrease in the intactHIV reservoir as measured by Q4ddPCR.
N-803was associated with a shift towards more stem-cell like profiles

« SEE POSTER 308 (Miller et al for details)
N-803 + bNAbs did not lead to viral control after ART cessation as
hypothesized
1 (5.3%) met the primary endpoint of HV RNA <200 8 weeks after ART d/c,
and 2 participants were able to remain off ART for 24 weeks
Further investigationinto the factors associated with viral control are
ongoing.
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PHENOTYPIC SHIFTS TOWARD STEM-LIKE PROFILES

Figure 5. \\Frequency of (A) stem cell
memory (TSCM), (B) TCF-1*, (C)
TOX*PD-1* CD8 T cells. Within-
participant changes a Week 32
compared to baseline (Week 0) were
assessed using Wilcoxon matched-
pairs signed rank tests for n=42, *P<
0.05, **P< 0.01; **P<0.001; ****P<
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0.0001. . SEE POSTER 308 (MILLER

et al) for details.

Figure 4: Intact and defective HIV reservoir measurements (n=42)
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Intact and defective HIV reservoir measurements in 42 participants by Q4ddPCR at baseline (week 0), after
5 doses of N-803 (week 13),and 10 weeks after N-803 dosing (week 32), stratified by study arm. SEE

POSTER 340 (SCHECK et a) for details.

After five N-803 doses, intact HIV DNA declined transiently in 70% of participants with a median decline
0f 0.1910g10 (IQRO - 0.38, p = 0.04) in N-803 alone and 0.25 log 1o (IQR0.004 - 0.43, p = 0.03) in bN Ab+N-
03. Intact reservoir levels rebounded to near baseline by 10 weeks after completion of dosing.

The transcriptionally active reservair showed a parallel response: tofal pdyadenylated caRNA decreased in
62% ofthe 30 participants analyzed by a medan o 0.3610g10 (IQR0.04-0.83; p = 0.04) after five doses. In
contrast, unspliced caRNA increased 10 weeks after treatmentcompletion by a median of 0.3 log10 (IQR

0.07-0.8;p=0.02).
PLAIN LANGUAGE SUMMARY

What was done: People with chronic HIV on
antiretroviral treatment received N-803, a drug that
boosts immune cells (with or without HIV-targeting
antibodies), and later briefly stopped HIV
medications under careful monitoring.

What changed: N-803 led to short term drop in the

amount of HIV thatwas able b startgrowing after
HIV meds were stopped. However, this did not
help participants stay of HIV meds

Why it matters: This will helpus understand how
to design better ways to help people control HIV
without meds. We leamed how N-803 might be
helpful in tis effort
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