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 One-way ANOVA with Dunnett multiple comparison test vs. TDP-43 KD
 *p<0.05
 **p<0.01
 ***p<0.001
 ****p<0.0001
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Korecka and Isaacson 2016

Humanized Animal Model via Xenograft for Testing 
Therapeutics Targeting TDP-43 Biology 

•  based 
humanized animal model for in 
vivo STMN2 splicing efficacy

• Goal: to rank order compounds 
based on in vivo target 
engagement
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Melamed et al., 2019; UCSC genome browser
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 In vivo, motor neuron 
synchronization serves to 
elicit controlled and 
coordinated muscle 
movements.

 De-synchronization of ALS 
motor neurons was observed 
after extended culture 
periods.

 Treatment with STMN2 
FlexASO fortified synchronous 
activity and increased 
neuronal nuclei counts in one 
ALS donor.
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