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Target-Specific Rescue Profiles

Rett syndrome (RTT) is a neurodevelopmental disorder caused by mutations in MECP2. Despite decades of To analyze the unique phenotypic activity of the RTT microBrain™, over 50 features describing peak shape, class and type are We screened three AChE and HDAC inhibitors and compared a partial rescue dose to two clinical trial candidates.
research and identification of several promising therapeutic candidates in 2D cultures and animal models of extracted to fully characterize the functional activity. Overtime characterization shows the appearance of class 2 and 3 peaks in Correlation analysis show clear phenotypic fingerprints amongst donepezil, rivastigmine and galantamine while
RTT, there are currently no disease-modifying treatments available for RTT patients. AxoSim leverages human the RTT organoids (top) and irregular and subpeaks (bottom) that show maximal differences from control around 10-11 weeks. showing distinct features rescued by the HDAC inhibitors. Molecules targeting either AChE or HDAC also showed
induced pluripotent stem cells (iPSCs) to generate a homogenous functional screenable cortical organoid . dramatically better rescue when compared to both clinical molecules (trofinetide, Anavex 2-73).
platform that can be used to efficiently screen large compound libraries in a reproducible manner. Using RTT =
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Clinical Drug #1 - 8§25 model development, high-throughput screening, target validation, and correlation analysis, we identified AChE
E 5.00- and HDAC inhibitors as potential therapeutics that could provide disease-modifying relief to RTT patients.
= Further investigation into these targets opens the potential for co-treatments and various re-purposing
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exhibit clustered bursts of hyperactivity. A m ... wh "'i"" i Ty 5 microglia into 2- and 5-week old organoids. The key finding in these optimization studies was the incorporation
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