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Abstract PD-relevant iCell DopaNeurons are Highly Active on MEA Bioenergetic Analysis of PD iCell DopaNeurons
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Figure 8: Pharmacological response on MEA. LRRK2 G2019S and AHN iCell DopaNeurons were cultured on a CytoView MEA

LRRK2
G2019S MMWMWWM plate until Day 28. Cells were treated with (A) a low dose of MPP+ (1 uM) for 48 h, resulting in disorganization of network

bursts relative to control. It has been suggested that LRRK2 G2019S mutation increases susceptibility to this neurotoxin. (B)

RJ\J\“UW\J\’T\J\U%\J\JW\ c:;':'ol [\w \..J\..-«u \J\JU LL’\ Exposure to the inhibitor, LRRK2-IN-1 (2 uM), for 5 days resulted in a significant change in bursting architecture. Mean ISI

within a Burst measures burst intensity and smaller values indicate more intense bursts. This response is evident visually in
the post-dose raster plot with more single-channel electrode bursts (in blue) and sharper peaks in the histogram.
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Figure 1. Characterization of Cells (A) Differentiation
scheme for iCell DopaNeurons; (B) Flow cytometry

plots FOXA2 vs. TH to show dopaminergic purity; (C) e wwll s U
ICC staining for FOXA2, TH, & LMX1 markers at D14; 60 sec

(D) Gene expression analysis for TH, DDC, MAOA, and Figure 4. Spontaneous Activity from Cells in 3D Cell Culture. PD panel of iCell DopaNeurons were cultured in 384-
COMT at D14; (E) Western blot analysis of TH & DDC

. . . . well ULA spheroid plates (Sbio) with or without iCell Astrocytes (20K-25K cells per spheroid). These data examine the Summar
protein expression relative to MAPT; (F) Dopamine different Ca2* oscillation phenotypes at Day 14 and the impact of co-culture vs. mono-culture. The advantage of this %
release assay on D21 shows that stimulation of cells
with KCl results in increased dopamine levels.
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modular approach to build your own “iCell NeuroSpheres” is that you can tweak cell type ratios and have control
over the spheroid composition.

These data demonstrate the utility of donor-derived LRRK2 + GBA and engineered A53T dopaminergic
neurons across multiple assays utilized for HTS assays.
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iPSC lines for the LRRK2 and GBA mutations are part of the Parkinson's Progression Markers Initiative (PPMlI) iPS cell bank.
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