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The role of indoleamine 2,3-dioxygenase (IDO) in the L-tryptophan (Trp)- kynurenme(Kyn)
pathway after viral infection was investigated. We used 1DO deficient (IDO™) mice and mice
treated with 1-methyl-D, L-Trp (1-MT), an inhibitor of IDO, to study the importance of
Trp-Kyn pathway metabolites. After viral infection (i.e myocarditis virus), the levels of Kyn
increased, while those of Trp decreased, and IDO activity increased in the tissues. The survival
mmoﬂDO(NlMTﬂwmdmmew&smmhmMngmmﬂmanOﬂDO“Tmm Indeed,
the viral load was suppressed in the IDO™ or 1-MT-treated mice. Furthermore, the levels of
type | mterferons in IDO”" mice were significantly higher than those in IDO*’+ mice, and
treatment of IDO™ mice with Kyn metabolites eliminated the effects of IDO” on the improved
survival rates. Our findings show that Kyn metabolites regulate the production of type | IFNs
by decreasing the number macrophages. Consequently, modulation of the Trp-Kyn pathway
may be an effective strategy for treating certain viral infectious diseases.
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L-tryptophan-mediated enhancement  of
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Ability of IDO to attenuate liver injury
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