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ABSTRACT 4. FXS NEURONS HAVE REDUCED FMR1/FMRP AND INCREASED ACTIVITY 6. HOW MUCH FMRP IS NEEDED TO NORMALIZE ACTIVITY?
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can be seen from the graph, Fragile X neurons begin exhibiting hyperactivity starting 3 weeks

Cell-based screening drives Fulrum’s target identification engine post differentiation. Data represented as mean +/- SEM.
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protocol adapted from Zhang et al. (2013), “Rapid Single-Step Induction of Functional Neurons
from Human Pluripotent Stem Cells”, Neuron.
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(E) Immunofluorescent images of iPSC-derived neurons of different CRISPR/Cas9
edited clones from a Fragile X cell line (135.3), along with a WT control. For a detailed
characterization of the CRISPR/Cas?-edited 135.3 lines, see poster #556.05 by Wu,
H. et. al. Nuclei (blue) are stained using DAPI and FMRP (red) is stained using a FMRP
antibody (Biolegend, 5C2). (F) Quantification of the number of FMRP+ neurons, nor-
malized to the WT control. (G) Quantification of the average number of bursts per
minute in response to the application of AMPA, normalized to a baseline recording.
Data represented as mean +/- SEM.
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4D3). Quantification of the number of FMRP+ neurons are shown in panel B. (C) Quantification of spontaneous activity for WT and KO neurons over 4 weeks in culture hlgher levels of FMRP (> 10%) Ieading to full normalization of increased levels of SpOntaneOUS aCﬁVity seen in Fragile
showing increased activity in neurons lacking FMRP. (D) Quantification of spontaneous activity for both Fragile X and CRISPR-corrected neurons over 3 weeks in culture X neuronal netWOrkS

showing decreased activity in neurons re-expressing FMRP. (E) Average spike duration of spontaneous spikes for all four lines. Data represented as mean +/- SEM.

(red) is stained using the 5C2 antibody from Biolegend. As can be seen from the images, FMRP can only be detect-
ed in the soma and not in the neurites.



