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Histidine rich sequences are chosen both by nature and by

molecular biologists due to their high affinity towards metal

ions. In this work, we examine the affinity and binding modes of

Cu , Ni  and Zn  towards two histidine tags, the common

His -tag (Ac-HHHHHH-NH ) and its modified sequence, which

also contains six histidines, but separated with

two alanineresidues (Ac-HAAHAAHAAHAAHAAHAA-NH ). The

spatial separation of histidines has an important impact on its

coordination properties. Cu  and Ni  complexes with Ac-

HHHHHH-NH  are more stable than those with Ac-

HAAHAAHAAHAAHAAHAA-NH ; the contrary is observed for

Zn . In a narrow range of pH, Cu -Ac-HHHHHH-NH  and

Ni -Ac-HHHHHH-NH  can even compete with the albumin-like

binding of the respective metals.
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