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Figure 1: The loss of TDP-43 is correlated with the loss of Stathmin-2 over time Figure 3: Loss of stathmin-2 impacts on motor neuron Golgi Apparatus
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o Methods: Human iPSC-derived motor neurons were transfected with a TDP-43 or Stathmin-2 gapmer ASO
and were observed over 21 days. Over the time course cell lysates were collected for western blots and
RNA isolation as well as fixed for ICC analysis. When assessing our splice-switching Stathmin-2 rescue
ASOs, the splice switching ASO was added at the same time as the TDP-43 gapmer. To confirm our
observations in a non-ASO induced TDP-43 loss of function model we utilized MG132 to invoke
proteotoxic stress and force TDP-43 from the nucleus. To assess Stathmin-2 function within motor neurons
we assessed ICC staining in established 2D human motor neuron cultures as well as in a 3D Xonachip
system observing neurite outgrowth after injury.
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Figure 1: A) STMNZ2-FL mRNA and protein levels are reduced when TDP-43 is KD while STMN-2 cryptic exon increases over
In ALS motor neurons TDP43 control of Loss of full Axonal degeneration time B) Representative western blot membrane from the time course. C) Representative images of stained motor neurons
TDPA43 leaves the nucleus cryptic exon splicing lost length STATHMIN-2 and impaired repair used for the time course ICC quantification. D) Quantitation of total TDP-43 and STMNZ2 staining over the time course. Total
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