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BACKGROUND & RESULTS

« Patients with cirrhosis develop significant immune dysfunction, characterized by the simultaneous
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progression, while immune paralysis increases susceptibility to bacterial infections, leading to severe _
complications such as acute-on-chronic liver failure (ACLF)' MIGRATION WHILE INCREASING PHAGOCYTIC CAPACITY IMPACT ON MONOCYTE POPULATIONS, WHILE FAVORING A MEMORY B-CELL PHENOTYPE CYTOKINES WHILE PRESERVING M2 POLARIZATION
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ACLF. While systemic inflammation is a key driver of tissue damage, broad anti-inflammatory strategies Stimulation CHEMOKINE PRODUCTION IN MDM
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(PAMPSs). Its phosphorylation results in activation of JNK and p38 that regulate cell death and immune STl PMA
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« Degranulation was assessed by quantification of the myeloperoxidase (MPO) release with Human ELISA
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HLA-DR). Samples were analyzed using a Cytek Aurora spectral cytometer (Cytek Biosciences, Fremont, CA) E. Coli D Plasmaplast isolation 1 qPCR analysis
The relative frequencies of monocyte subsets among total monocytes were analyzed by flow cytometry. = Atypical
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« Total RNA were isolated using TRIzol reagent and RT-q PCR was performed (Applled Blosystems). RNA and . Monocyte subsets were identified by flow cytometry as classical (CD14**CD16°), intermediate (CD14**CD16%), 1 E— N 3) LA — RI-0TS (M) veh fIL-4(220ngfm1‘)J

RT_q PCR were performed to measure gene EXpI'ESSiOH by QuantStudio 7 Pro Real-Time and non-classical (CD14* CD16**) monocytes. Absolute cell counts were quantified for each subset. Each SRT-015M) 02 10 o
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PCR System (App“Ed Biosystems). Gene EXpI’ESSiOI’l levels were normalized to B-actin as SRT-015 (uM) 0 5 10 symbol represents one donor (n = 6). Statistical analysis was performed using the Friedman test

an endogenous control and expressed relative to a calibrator sample (vehicle-treated SRT-015 shifts the B-cell composition toward a memory

cells). Raw data were standardized to allow comparisons across different ranges, and SRT-015 significantly increased neutrophil bacterial phagocytosis in a SRT-015 had no effect on the composition of classical, phenotype, increasing memory B cells while decreasing naive B Induction of CD206 expression was not altered by SRT-015, suggesting that

results were expressed as the percentage of mRNA expression concentration-dependent manner intermediate or non-classical monocytes cells SRT-015 preserves IL-4-driven M2 polarization

Cytokine and chemokine measurement in supernatant

« Cytokines/chemokines were quantified using bead-based immunoassay Luminex® technology
(MilliplexMAP Human Cytokine/Chemokine Magnetic Bead Plex Kit, Merck Millipore). Data analysis was
conducted with Belysa™ immunoassay curve-fitting software c O N c L U S I 0 N
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