Assessing Macrophage Inflammation and Expression
DREXEL UNIVERSITY . . . . . Graduate School of
College of of Neurotransmitter Machinery in Patients with Qﬁ* Biomedical Sciences
Medicine Comorbid HIV and Depression and Frofessional Studies

John Montilla'?, Yash Agarwal?, Taylor Kist?, Peter J. Gaskill?, Stephanie M. Matt-2

Drexel University College of Medicine, 'Graduate School of Biomedical Sciences and Professional Studies, 2Department of Pharmacology and Physiology

Introduction ____  Methods

Figure 2: Experimental Workflow of Processing Fresh and Frozen

Monocyte-derived Macrophages. Created with Biorender.
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Figure 1: Interactive Impact of Depression, HIV, and Inflammation on Myeloid depression from the Drexel Comprehensive NeuroHIV Center (CNHC).

Cells. Adapted from Rakshasa-Loots et al., 2022. Created with Biorender. Depression cutoffs were determined PHQ-9. Patient samples were frozen
down after isolation and banked through the CNHC until ready to use.
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Isolation of Fresh healthy MDM were mock-
ART and human PBMC Adherence Isolation and maturation of infected or infected with 1/ng/m|— HIV
Antldepressants’? macrophages over 6 -C7S|c:ays in presence of M- for 7 days and analyzed for gene

expression by gPCR (Figure 3).

/ \ PBMC characterization of CNHC

samples was analyzed by flow
cytometry (Figure 4). Conditions were
optimized for frozen MDM (Figure 5)

cytokine release (Figure 6).
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Discussion and Future Directions for 24 hours and quantification of IL-6

IL-6 Secretion

. _ _ (C) and CXCL10 (D) by Alphalisa are
* Primary human monocyte-derived macrophages (MDM) express mRNA related to neurotransmitter || shown. Significance was determined

g e T T

Normalized to Vehicle Mean
? ‘l"l L 1 ]
- E o
CXCL10 Secretion
Normalized to Vehicle Me
) T

signaling pathways that significantly change with HIV infection. These studies will guide targets t0 || froomen et o< 0,02 b < 0.001 e e TR
measure in frozen clinical samples. ***p < 0.0001
» Optimization of frozen MDM demonstrated that 10% FBS and 10ng M-CSF with a DIV 3 wash was Acknowledgments

the most ideal to move forward analyzing patient-derived samples. We would like to thank everyone in the Gaskill/Matt labs for their

- We can assess PBMC characteristics by flow cytometry as well as Nf-xB nuclear translocation and | RS aluRuER el SR TSN R CR GBI R oy I R BV

: S . . - NeuroHIV Consortium (Drexel University) and its participants for their Profile
cytokine release by high-content assays for frozen clinical cohort samples from people living with continued blood donations. Finally, we would like to thank the DUCOM

HIV and depression Flow Core and Department of Pharmacology & Physiology for sharing

» A detailed understanding of depression-mediated changes in inflammation and neurotransmitter | RIS L
grants from the National Institute on Drug Abuse (R01 DA057337, R61

signaling will be critical for identifying efficacious therapies to mitigate treatment-resistant |y I e R T L N LR T R
depression, suboptimal ART efficacy, and persistent cognitive symptoms in people with HIV. SMM), and the Comprehensive NeuroHIV Center Pilot Grant (SMM).

Dr. Stephanie




