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Protcin‐unbound free heme is toxic to cells as it is a potent pro―oxidant`To cope、中lth

this problem,thc body is equipped with various deFense mechanisms.One of which is

hcme oxygenase(HO)th筑 oxidatively cleaves heme.There arc hvo isozylnes of HO,

i、e,HO-l and HO-2 HO‐ l is the key molcculc in the degradation of frec ttmc and

shows marked inductlon in rcspOnse to oxidativc stress such as acute inflammation.In

contrast,I10-2 is not induciblc,bllt functlons as an oxygen sensor.Blliverdin IXα and

CO,the two reaction products ofhcme by HO,have also been sholvll tO be irllportant in

the protective response in oxidativc tissue inJu呼,indicating that these heme mctabolites

have thcFr o、中砲 blological ttnctions. Thus IItO-l induction, 1.c, incrcased hcme

metabolism,is a signature of oxidttive tissuc ittutt and pla7ys a critical role in thc

deFense against oxidative stress Recent evidcncc also suggests that there may be an

oscillato空/control of genc expression in oxidative stress as well as in heme biosynthesis,

Thus, in addition to its toxic propeり, freC heme may also function as a regulato呼

molecule for gene expresslon in pro‐ and anti―oxidative responses, Controlling free

hemc levcls in the cell may bc a useful strategy in ne、v drug discovcEy for thc protcctioll
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