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The kynurenine pathway (KP) Introduction Results
COOH Mammals degrade L-tryptophan through the so-called kynurenine CO,H
pathway (KP). This metabolic cascade produces several KP metabolites /@
NH, that have distinct neuromodulatory properties and may be causally H.C ﬁ/ NH
N involved in the aetiology of acute and chronic brain diseases. An 3 CI) °
N imbalance between neuroprotective [kynurenic acid (KYNA)] and ©
H Trp neurotoxic [3-Hydroxykynurenine (3-HK) and quinolinic acid (QUIN)] UPAR-12, 1C5, 1.1 uM
IDO KP meta.bolltes has been tentatively Imkeo! to .the onset and a) UPAR-12 is a potent 3-HAO inhibitor
propagation of a number of severe neurological disorders, among
O COOH which Huntington’s disease (HD). Elevated brain levels of QUIN have
been observed in HD, but the lack of suitable pharmacological tools Effect of UPAR-12 in Human Brain on 3HAO Activity
NH; makes further studies difficult. The rationally designed 2-
N aminonicotinic acid 1-oxides here reported provide a novel 100 ICcy=1.1uM
H pharmacological tool for the study of the mechanisms underlying the
N-Formyl-L-Kynurenine onset and propagation of neurodegenerative diseases correlated to

overproduction of QUIN, as in the case of HD.
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 Neuroprotective activity in vivo after localized administration in QUIN model of neurodegeneration
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