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Development of functional human serum albumin (HSA) mutants and studies of their
ABT recognition mechanisms
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We have obtained several recombinant human serum albumin (HSA) domain Il mutant
proteins with high bilirubin (BR) binding affinity by phage display technology. The BR binding affinity
of RWLR mutant was found to be 7 times higher than that of WT (FWRR). The results of docking simulation
studies and induced CD spectra analyses of BR bound to HSA domain Il protein (WT and RWLR mutant) showed
that the entrance of BR-binding pocket in RWLR mutant has eannded by the replacement of Arg with Leu at
position 218, suggesting that BR could enter the binding pocket more deeply as compared with WT (FWRR).
Administration of RWLR mutant reduced serum BR level and increased its urinary excretion in the disease
model mice as compared to WT (FWRR) treatment.
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