Hematopoietic stem cells engage a transient control mechanism that limits their ability to

respond to repeated Inflammatory stimulation
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« The mechanism(s) behind the selective expansion of CHIP clones is not understood
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We hypothesize normal HSC become refractory to cell cycle entry « HSPC oxidative and glycolytic metabolism correlates with HSC activity and phenotype.

during repeated inflammatory episodes, limiting expansion of
hematopoietic progenitors ok

« The cooperative regulation of HSPC proliferation among the hematopoietic hierarchy ensures a
constant supply of mature immune cells, while also limiting the activity of HSC to inhibit aberrant
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(A) Quantification of HSC, long-term HSC (HSC'") and multipotent progenitor (MPP) -1 population humbers. Quantification of HSC —— — _ _ _ — — _ limits the TCA_CyCIe and €ngages an ant"mﬂammatory gene program. _ _
cell cycle characteristics with representative FACS plots. Quantification of in vitro HSC culture total cell number as well as number of (A) Tracers and quantification of hematopoietic progenitor (HSPC) mitochondrial activity (B) Tracers and quantification of glycolytic HSC function in a manner that causes HSC to become refractory to inflammatory activation.
HSC and short-term HSC (HSCST) numbers remaining at the end of the culture period; Representative histogram and quantification activity in control, one day IL-1p, day five IL-1p re-stimulated, and day 10 IL-1f re-st!mulated, n = 7-10. 150k magnetically sorted 4) Finally, we will investigate changes to metabolism directly in HSC during inflammatory
of HSC p-AKT FACS staining.; n= 5-8; *p<0.05, **p<0.01, ***p<0.001. * compared to control, * compared to 5d re-stim.; Statistical HSPC were plated following a four-hour incubation period in a tissue culture incubator; n = 3 for chronic, 5d re-stimulation, and 10d _ , _ & _ _ _
significance determined by one-way ANOVA. re-stimulation. *p<0.05, **p<0.01, ***p<0.001. * compared to control.; Statistical significance determined by one-way ANOVA (re)stimulation using the fluorescence lifetime imaging microscopy (FLIM) assay




