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Microglia with C90RF72 HRE or KO Demonstrate Dysregulated Cytokine Secretion with LPS Stimulation
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Transcriptomic Profiling of Microglia and Motor Neurons in Co-Culture by Single Cell RNA Sequencing
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maturation, a potential response to immune activation observed in microglia.

Summar
! A

o Microglia and motor neurons were derived from iPSCs carrying C90ORF72 HRE or KO to investigate the role of neuroinflammation in ALS.

o Microglia carrying C9ORF72 HRE or KO have reduced capacity to produce inflammatory cytokines compared to controls when challenged with

AR
LPS. Secretion of cytokines by microglia were elevated in co-cultures, although levels were still reduced with C9ORF72 HRE or KO microglia. as tex h

o In scRNAseq of co-cultures, microglia and motor neurons were classified and demonstrated up-regulation of cell type specific pathways with
| PS stimulation. Future work will utilise this dataset to elucidate the specific mechanisms underlying altered cytokine secretion in C9ORF72 Sustaining Innovation
HRE and KO microglia, and the complex interplay between microglia and motor neurons in ALS.
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