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TDP-43 OMEHEREBIR 2 AL 235 & 72 5 & b AL
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induced pluripotent stem cells, LLF hiPSCs & B&it) % HAiXqf
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ALS patient-derived spinal cord extracts induce and spread TDP-43 pathology in cerebral organoids.

To evaluate whether pathogenic TDP-43 propagates in cerebral organoids, ALS-derived detergent-insoluble spinal cord extracts

containing phosphorylated TDP-43 (pTDP-43) were administrated as pathogenic seeds into mature cerebral organoids through a

fine needle injection. Cerebral organoids were differentiated from non-ALS- or ALS-derived human induced pluripotent stem cells
(hiPSCs). The double-labelled immunofluorescence image of pTDP-43 (pS409/410) and TUJ1 staining ALS-derived cerebral
organoid at 8 weeks after injection of spinal cord extracts from ALS shows the formation of cytoplasmic pTDP-43 aggregates (red)

in TUJ1-positive neuron (green). DAPI (blue) was used for counterstaining of nuclei. Scale bar = 10 u m. The bar graph exhibits

the percentages of cells with pTDP-43 aggregates in cerebral organoids at 2, 4, and 8 weeks after injection of spinal cord extracts

from individual ALS cases. Bar plots show mean * standard deviation with individual points representing a different extract.
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