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Impairments_in neurodevelopmental process are thought to play a pivotal role

in the pathogenesis of schizophrenia. To date, carbonyl stress have been identified as
pathophysiological factors for schizophrenia, but it is unclear by molecular mechanism underlying
carbonyl stress affects neural differentiation and development. Here, we elucidated the molecular
mechanism underlying the effects of carbonyl stress in GLO | KO iPS cells. The GLO I KO iPS cells
exhibited significant cellular and developmental deficits, and hyper-AGE modification of CRMP2.
Structural and biochemical analyses revealed that AGE modificated CRMP2 was stacked in the multimer
conformation by irreversible cross-linking, resulting in loss of function to bundle microtubules.
Thus the current study revealed that the enhanced carbonyl stress stemmed from the genetic
aberrations results in neurodevelopmental deficits through the formation of irreversible
dysfunctional multimer of AGE modificated CRMP2.
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