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(B #Purpose))
Steatotic liver grafts are challenging because they are more susceptible to oxidative stress by ischemia-reperfusion
(I/R) injury. An intermediate in heme synthesis, 5-aminolevulinic acid (5-ALA) is fundamental in aerobic energy
metabolism. Heme oxygenase-1 (HO-1) cleaves heme to form biliverdin, carbon monoxide (CO) and iron (Fe?"), which
is used with 5-ALA. In the present study we tried to investigate the hypothesis that 5-ALA/Fe?* has a beneficial effect on
acute I/R injury in mouse steatotic liver model.

(I & BN AT (Methods/Results)]
Male C57BL/6 mice were all fed with methionine and choline-deficient high fat (MCDHF) diet for 3 weeks to establish
steatotic liver model, then randomized into 5 groups as follows: MCDHF diet (MCDHFD); MCDHF diet and saline
treated before I/R (MCDHF I/R), MCDHF diet and 5-ALA/Fe?* treated before IR (MCDHF +5-ALA/Fe?* I/R). IR liver
injury was induced warm ischemia for 15min, followed by 1hr or 3hrs reperfusion in (1h) and (3h) group, respectively.
For in vitro study, inflammatory cytokines were measured by in Kupffer cells isolated form treated with or without
5-ALA/Fe?* treatment of I/R injury of fatty liver mice models.
Serum AST and ALT levels, thiobarbituric acid-reactive substances (TBARS) content in the liver, the area of necrosis in
the liver, the number of TUNEL-positive cells and F4/80 positive macrophages were significantly higher in both MCDHF
I/R the (1h)} and (3h} groups than the MCDHFD group, and were dramatically attenuated in MCDHF+5-ALA/Fe?* both
(1h) and (3h). Compared to MCDHF I/R groups, inflammatory cytokine genes were all markedly reduced by 5-ALA/Fe2*
treatment. Endogenous CO concentration in the steatotic liver was up-regulated after oral administration of 5-ALA/Fe?*,
Moreover, HO-1 expression was significantly increased by treatment with 5-ALA/Fe?*. In vitro study, 5-ALA/Fe?*
significantly diminished the expression of inflammatory cytokines, but induced HO-1 expression.

8 {&E(Conclusion))

These results suggest that 5-ALA/Fe?* noticeably protected I/R injury in mouse fatty liver model.
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