Leveraging iPSC-derived Astrocytes to Accelerate the Discovery of Novel
Drugs Targeting Neuroinflammation
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Astrocytes, the most abundant glial population in the human central nervous system, normally play
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regulated genes in TIC-treated vs PBS-treated astrocytes from Batch 1 vs. Batch 2. The leftmost bar
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activation’” and ‘neuroinflammation’ (275 genes). This core is expanded with i. Astrocyte-specific

clear mechanistic interference in astrocytes, counteracting the upregulated receptor ADORA2A.
genes from the Human Protein Atlas (Tau > 0.9; 51 genes), ii. Differentially expressed genes strongly

Figure 8: IL-6 secretion in astrocytes pre-treated with Dex or vehicle and polarized with the TIC

connected via the Hyper-C PPl network (156 genes), iii. Genes relevant to neurotoxic and
neuroprotective astrocyte subsets from selected reviews (97 genes) (Cameron et al., Escartin et al.,
Lawrence et al.).
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(i.e., each gene is only counted once in this bar chart). The dot-plot in the centre shows the sets
interacting in each case. (F) Heatmap showing gene intensity per sample relative to the average level
across all samples.
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cocktail. Data presented as mean + SEM concentration or percentage of polarized vehicle control (n =
3 lots, 3 experimental repeats total, 5 technical replicates). # denotes conditions where values were
below detection.

Utilizing this approach, potential novel drugs and drug combinations (Fillinger L et al., 2025) can
be identified with clear mechanistic interference, counteracting disease phenotypes.
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