HIV-specific Humoral Responses with Therapeutic Vaccination in PENNVAX
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viral control. Here we report binding and neutralizing antibody responses in a randomized derived psuedoviruses were detected in a minority of participants
controlled trial (RCT) of PENNVAX DNA vaccine with or without envelope. In this cohort, we

previously showed that: i) vaccination with HIV-1 gag/pol/IL-12 DNA boosted Gag and Pol- boosted G d(- bindin g d ntibodies. Addition of env RCT Gohort (Chronic) Open Label Cohort (Early)

specific T cells and reduced plasma HIV-1 RNA as measured by single copy assay ii)
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placebo (PBO), Gag+Pol 2mg +IL-12 (GP), or Gag+Pol 2mg +Env 6mg +IL-12 (GPE) _ & g p=0.012 anAbs detected; -, anAbs not detected) (Stuart-Maxwell p > 0.05).
ol = i - - T <L 4- - . . . . .
2) Open label participants (N=11) received or Gag+Pol 2mg +Env 6mg +IL-12 (GPE-E) = > Autologous neutralizing antibodies were not affected by vaccination
g ) ) y
. © -
Study Schema: 2 £ 2 I PBO GP GPE GPE-E
< %o, @
PBO (N=15) & SO 1dee’siy % 3— 3— 3— 3—
RCT: ART initiated during S CE R b _ o o—a —
chronic HIV o0 “ 05 | | | PBMC 2 24 29 o 2— é y 2—
(>6 mOnthS after infection) CIE) 1 4 16 \_66 N - — 3 r.1=11 ....... O - .F1=13 ............ n.=4
GPE (N=16) @ Gag T cells Fold Change B1-W14 E % : O_AO—A
_ - @ -
Ogj:i‘n'éa::;'tgz;;;'ﬂﬂifd 0 Gag BC  SFie2 A JRFL C ppe5  Empty 51T W4 BT W14 BT W4 TRy
(within 4 months of infection) Env (gp120) < O-
| — | —— 53 = 0.20
A Vaccine dose B1 0 4 8 12 14 48 64 week o 4 p=0.36 3— 3 3— : 3—
—(1 Binding antibodies -ét' A A A A -é" -ét 3 % % 3 o 5 O—, 5 o—2 5 o—=A
C = —_ —] —
@ Neutralizing antibodies ® ® = D g o R —— dQVOA > E ,,,,,,,,,,,,,,,,,,, m Lo ..
E g 85 '-i""%ﬂ' " — O_AO—& n==8 S n=10 n=13 8:% n=>5
% 2 > 5 15 :0 & ‘.O o0 oO—=aA H:gf R o—=A
Key Eligibility: Adults 18-65 years, screening CD4* T cell count 2350 cells/mm3, HIV-1 c 5 TS o B1 W14 B1 W14 B1 W14 B1 W14
RNA <50 copies/mL for >24 months (isolated blips up to 200 allowed) on continuous ART, S Q% 0.5 l l l
creatinine clearance >60 mL/min et 1 4 16 Participant-level autologous neutralizing antibody values (log(titer) = log(1/ID50)) at B1 and W14 within each
u_c_> Env.C T cells: Fold Change B1-W14 arm are presented for PBMC and dQVOA-generated pseudoviruses. No significant within-arm or between-
Methods: Binding antibodies (total IgG) were measured by Luminex from Baseline (B1), _ arm changes were detected for PBMC viruses. For dQVOA, there were no significant within-arm changes
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gp120.JRFL, gp120.SF162, CMV.pp65 (control), Empty (control). (Top) Quantitative baseline (B1) binding antibodies in mean fluorescence intensity (MFI) and (Bottom) fold change responses, and (bottom) Env clade BC binding antibodies
Neutralizing antibodies were measured by Monogram Phenosense pAb assay from B1 and in binding Ab between B1 and W14. In RCT group, statistics represent between-arm comparisons. In open-label and Env Clade C T cells. Trendlines represent results for CONCLUSIONS
W14 purified plasma IgG against Tier1 (NL43, SF162, MN), Tier2 (JRCSF, 94UG103, group (orange), statistics represent within-arm changes. Changes between B1 - W48 showed similar findings but participants receiving gag-containing (top) or env- . | | |
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PBMC pseudoviruses were generated for all participants (N=56) by amplifying proviral env heterologous and autologous neutralizing antibodies.
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measures (mean fluorescence intensity/ MFI). Neutralizing antibodies were analyzed as ADDITIONAL KEY INFORMATION
qualitative (‘detected’ or ‘not detected’) and quantitative (titer, 1/ID50) measures. ‘Detected’ Participant-level Tier 1 and Tier 2 heterologous neutralizing antibody (nAb) detection is presented. Each row corresponds to one Absent: not detected at B1 or W14 * Contact: GWhitehill@mednet.ucla.edu .
was defined as: ID50 > 1/20 and ID50 > 3x MLV control. Changes over time were analyzed pseudovirus target, and each column one participant. Cell color denotes whether nAbs were detected at B1, W14, neither, or both _ * Acknowledgements: Many thanks to the study participants, the study teams at UCSF and
timepoints (see key to right). At baseline, Tier 1 breadth was lower among early vs chronic-treated group (median 1 vs 3 viruses, Stable: detected at both B1 and W14 UCLA, Steve Smiley, PhD, and NIAID/DAIDS. Investigational product provided by Inovio.

by fold change (FC) within and between groups and compared by Wilcoxon tests. p<0.001); there was no difference in Tier 2 breadth. No statistically significant changes in Tier 1 and Tier 2 neutralizing ID50s or Gained: detected at W14 only (absent B1) +  Funding sources: U01AI131296, UM1AI164560, P30AI027763, P30AI152501.

ASSOC'a_t'OnS between T cell and antibody responses were assessed with Spearman breadth were found within or between treatment arms. Neutralization breadth increased from B1 to W14 in 7/16 (44%) GPE, 3/14 . « Clinicaltrials.gov registration number: NCT03606213
correlations. (21%) GP, and 2/15 (13%) PBO. . Lost: detected at B1 only (absent at W14)



	Therapeutic vaccination with gag/pol/IL-12 DNA boosted Gag-binding antibodies. Addition of env blunted induction of Gag-specific antibodies without boosting heterologous or autologous neutralizing antibody responses.

