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Transcriptional Analysis of Intestinal Immune Cells In People With HIV Recelving bNADS
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BACKGROUND
* Antiretroviral therapy (ART) does not address the latent

reservoir in people with HIV (PWH) so virologic rebound bNAb eXpOsure ma_y mOdUIate
TNF/NF-kB and interferon signaling

Post-infusion CD4+ and CD8+ T cells showed significantly lower
expression of TNF/NF-kB and interferon signaling pathways.
Downregulated pathways in CD4+ T cells (ileum)

iInevitably occurs after treatment interruption.

 The gut-associated lymphoid tissue (GALT) is a major
site of early infection and immune cell depletion, chronic
viral replication and immune activation, and the latent

. E:esrirl;/i%igtion broadly neutralizing antibody (bNAD) In CD4+ and CD8+ T Ce”S In the

therapy has been shown to reduce the intact proviral 20

reservoir in peripheral blood and delay viral rebound after G A LT f - d - d I - h II 5 ated bath - eD8: T cell
treatment interruption, but little is known about their effect In O I n IVI U a S Wlt We = At
key tissues such as the GALT.

OBJECTIVE: To identify transcriptional changes in GALT CO ntrO I I ed H IV O n ART.

immune cells in PWH who received bNADs.
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RESULTS

METHODS

* Prospective enrolment of study participants with
suppressed HIV infection on ART and receiving a single
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Infusion of two long-acting bNAbs, 3BNC117-LS and 10- 10- > h 3. .l - 5-
1074-LS. 341 ., ' 3 4
 Single-cell RNA sequencing (scRNA-seq) analysis of S *1; 2 S %
freshly processed tissue biopsies, using Seurat and > ) gi 1- 14] %’éz
Enrichr platforms for data analysis. 5 iy .. .. n (1)

« Baseline tissue from 5 study participants + post-infusion N
tissue from 2 participants = aggregated dataset of 85,899 <
cells with 28,504 unique molecular identifiers (UMIS). -

 Human Primary Cell Atlas reference cell annotations and -5-

* Wilcoxin rank-sum
test, adjusted p-
value < 0.05
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bNAbs: 3BNC117 and 10-1074 weeks %, H g
n:S—_ e K 0- 0- 0+
Treatment period 15 .
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Screening Baseline colonoscopy with Follow-up colonoscopy with
ileum/colon biopsy lleum/colon biopsy Baseline CD4+ T cells (4,213 in ileum, 4,615 in Baseline CD8+ T cells (6,459 in ileum, 3,537 In CONCLUSIONS
colon) are characterized by regulatory T colon) are characterized by by chemokine .o cional oh 1 the GALT of individuals with well
lymphocyte development (IL2, IL2ZRA, CTLAA4, receptor signaling (CCL4, CCR9) and lymphoid ranseriptional changes i e ot Indiviguas With Wetl-
Study HIVO14  |HIVO18 HIV022 HIVO26  |HIVO32 FOXP3) and TNE/NE-kB signaling (LTA, LTB, and non-lymphoid cell immunoregulatory controlled HIV infection on ART suggest that bNAb exposure
Participants TNFSF). interactions (CD247, ZAP70). may modulate tumor necrosis factor (TNF)/nuclear factor kappa
Demographics [58yoM  |55yo F 30yo F 30yoM |63yoF B (NF-kB) and interferon signaling in CD4+ and CD8+ T cells.

Hispanic African African African African
American American American |American
Dx 2004 Dx 2000 Dx 1989 Dx 2014 Dx 2003

Limitations: lack of post-infusion samples for all study
participants, short duration between infusion and follow-up, and
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Nadir CD4 |Nadir CD4 |Nadir CD4 |Nadir CD4 |Nadir CD4 Generation Of Second Messenger Molecules R-HSA-202 33 APOBEC3G Mediated Resistance To HIV-1 R-HSA-180689 transcriptOme'Only evaluation.
298 193 129 200 400 Costimulation By CD28 Family R-HSA-388841 Vitamin C (Ascorbate) Metabolism R-HSA-196836 « Use of scRNA-seq on tissue biopsy from colonoscopy is a
: _"'51‘!"‘3':"3437'r ectin/Necl Trans Heterodimerization R-HSA- ol : :

Baseline CD4440 |CD4793  |CD41092 |CDA569 |CDA 1113 | oot ierbers weaing o Carerc Ak PthueyB_HSA 567655 . ;::m:m T promising experimental method for studying the GALT that may
TAF/FTC/c/ | TDF/IFTC/c/ |TAFIFTC/ |TAF/FTC/ |TAF/FTC/ B v 45570637 S be incorporated into future study of HIV cure strategies.
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	Slide 1: bNAb exposure may modulate TNF/NF-kB and interferon signaling in CD4+ and CD8+ T cells in the GALT of individuals with well-controlled HIV on ART. 

