ALS VAPB P56S Variant Impairs Recovery and Adaptability to External Stressors In
human IPSC-derived Motor Neurons
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interactors performed on VAPB
WT and P56S lines indicated
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Figure 4: The Integrated Stress Response is Activated Through DELE1 in P56S Lines. After observing
the increase in ATF-4 after tunicamycin dosing, we decided to examine aspects of the ISR, using the
SUNSET assay to observe decreased mRNA translation, and increased p-elF2aq, indicative of ISR
activation. DELE1 can activate the ISR and is itself activated through mitochondrial stress and was
elevated in the P56S samples. Given the drastic nature of the hypotranslation we also examined
p4EBP1 and found it decreased in the P56S lines, indicating mTOR involvement as well.
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