SBT-272 Improves Mitochondrial Integrity and Motility in Upper Motor Neurons with TDP-43 Pathology
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Figure: 6: SBT-272 treatment improves ultrastructural integrity of mitochondria in CSMN
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AMXO0035, respectively, for 72 hrs, prior to cellular analyses. SBT-
272 significantly improved the structural integrity of mitochondria,
enhanced their motility, and resulted in improved UMN axon
outgrowth and arborization, indicators of improved neuronal
health. While all three test compounds were active to different
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Conclusions

TDP43 inclusions has emerged as the prominent clinical histopathological finding in sporadic ALS and ALS/FTLD patients. It has been shown to directly contribute to upper
and lower motor neuron death through impact on mitochondrial structure and function. Here, by using a novel reporter line for UMNs diseased with TDP-43 pathology, we
demonstrated that SBT-272, which is known to prevent the excess generation of mitochondrial reactive oxygen species (ROS) and to respiration through increased oxidative
phosphorylation under conditions of cellular stress, protected and improved neuronal health of CSMN that is diseased due improve mitochondrial to TDP-43 pathology. B = D e
These data support further investigation of SBT-272 for the potential treatment of motor neurons that become diseased due to TDP-43 pathology.
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Future directions / Ongoing work

Based on improvement of diseased UMNs health and mitochondrial structural integrity by SBT-272 in an in vitro model of ALS, we are encouraged to investigate the effect of
SBT-272 in vivo in prp-hTDP-43/31>T-UeGFP mouse model of ALS.
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