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Tetrahydrobiopterin in sepsis associated encephalopathy and its consideration as
a therapeutic target.
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The purpose of this study was to elucidate the involvement of BH4 in the
pathogenesis of sepsis-related encephalopathy and to examine its preventive effect and prognosis.
We found that an increase in BH2, an oxidized form of BH4, is involved in vascular endothelial cell
damage, and that early inhibition of oxidation improves prognosis. Analysis of BH4, BH2, and
phenylalanine (Phe) in blood and brain tissue, and histological evaluation of the brain showed that
all changes were maximal at 24 hours after CLP and did not recover even at 96 hours. In a clinical
study of septic patients admitted to the ICU, increased BH4, BH2, Phe, and tyrosine and decreased
arginine at the beginning of admission were observed. However, in the present analysis, no
association was found between these changes and the development of encephalopathy.
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Early ascorbic acid administration prevents vascular endothelial cell damage in septic mice
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