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Development the culture method for primary hepatocyte to keeping a same response
range in vitro and in vivo for exogenous stimulus.
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When we develop a ﬁrimary hepatocyte in low oxygen condition from the
beginning, the cellular motility of final hepatocyte is lower than when we conduct those strategy in
normoxic condition. This method provided us to higher sensitivity for exogenous stimulus including
oxidative stress and ER stress. In addition, the hepatocyte that was prepared in normoxic condition

has lower levels of stress transcriptional factor, Nrfl and Nrf2. This condition leads the
hepatocyte to lower response fate for exogenous stimulus and lower detoxification activity. We have
found that the glycomodifier enzyme, PNGase was contributed to controlling Nrfl protein level during
primary hepatocyte preparation in lower oxygen condition.
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