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Exploration of mechanism for schizophrenia origin and longitudinal consequence
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We previously revealed that elevated levels of Mpst, a hydrogen sulfide
(H2S)/polysulfides-producing enzyme, led to impaired prepulse inhibition with increased sulfide
deposition. Analysis of human samples demonstrated that the H2S/polysulfides production system is
indeed upregulated in schizophrenia. Mechanistically, Mpst overexpression dampened energy
metabolism, while maternal immune activation model mice showed upregulation of genes for
H2S/polysulfides production, via epigenetic modifications. These results suggest that
inflammatory/oxidative insults in early brain development result in upregulated H2S/polysulfides
production as an antioxidative response, which in turn cause deficits in bioenergetic processes.
This study revealed that an elevated H2S/polysulfides-producing system(* sulfide stress” )underlies
the pathophysiology of a subset of schizophrenia, explaining a novel aspect of the *“
neurodevelopmental hypothesis” , and could provide a novel paradigm for drug development.
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