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DR5 is known to bind TRAIL at the plasma membrane and induces cell death
against tumor cells without affecting normal cells. In addition, DR5 is predominantly expressed in
the nucleus of TRAIL-resistant human tumor cell lines and has been shown to escape cell death and be

transported to the nucleus via the importin (Imp)B 1-mediated pathway. Based on this fact,
suppression/inhibition of Impf 1 in a human tumor cell xenograft mouse model resulted in rejection
of human tumor cells.

Furthermore, in order to identify regulatory molecules for nuclear expression of DR5, a human shRNA
library was gene-transfected into TRAIL-resistant human tumor cell lines, and a cell population with
significantly higher plasma membrane DR5 expression than control cells was enriched to narrow down
the key molecules. As a result, SUMOylation of the DR5 molecule may be involved as one of the
reasons why tumor cells acquire TRAIL resistance.
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