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Development of a novel brain protectant
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Cerebral ischemia generates oxygen free radical that induces lipid
peroxidation of cerebral cell membrane to produce HNE that is toxic to cerebral nerve cells. The
resent research aimed at the development of a brain protecting drug that inactivates HNE. It was
nown that Carnosine (CAR) quenches HNE to form cyclic adduct. Histidine Hydrazide (HH) is also

known to produce the similar adduct. i )
We now designed a compound named CNN that could form bicyclic HNE adduct that seems more stable

compared with CAR or HH. CNN was found to quench HNE much more efficiently compared with CAR or HH.
CNN rescued the death of PC-12 cell induced by HNE. CNN is effective by ip administration. CNN
rescued the hippocampal CAl cell death of transient cerebral ischemia model of Mongolian gerbil
whereas HH did not. We developed CNN that efficiently inactivates neurotoxic HNE, the end-product of

the lipid peroxidation.
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