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Construction of a Ni(II)-NTA Modified Peptide Displayed Phage Library and Screening of

Ligands for His-tagged Proteins (School of Life Science and Technology, Tokyo Institute of
Technology) OKenta Seko, Shota Kakehi, Takayuki Miki, Hiroshi Tsutsumi, Hisakazu Mihara

Phage display is an effective method in selection of peptide ligands that bind specifically to
target molecules from peptide libraries. Generally, the method is performed in the test tube,
where purified target molecules were immobilized. However, this method is difficult to apply
to targets that are difficult to be isolated or whose structure changes upon isolation. Therefore,
we devised "Tag-assisted phage display method" using the interaction between a metal complex
and His-tag. We expect that by chemical conjugation of Ni(II)-NTA complex with phages,
selection against a His-tagged protein can be achieved without isolation. In this study, we
developed and evaluated this method in vitro selection against purified proteins. First, we
synthesized a NTA derivative, NTA-dBrAc, as a metal complex and established the conditions
for the chemical modification of the phage library. Furthermore, we applied this method to
target the purified protein human Double Minute 2 (hDM2) fused with His-tag.
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