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Ca**-dependent binding of CaM to an 1Q CaM binding motif in the carboxyl-tail of oyc
has been sufficiently established, while the functional involvement of the recently
identified site tethering CaM (CBR) at resting cell Ca" is less understood. Quantitative
analysis of the molecular mechanism of calmodulin (CaM) mediating Ca*-dependent
inactivation of class C-type Ca?* channels will be performed using a combined approach
of eectrophysiology and atomic force microscopy. Using the conventional o;c 77 and the
mutant oi;c 7. Where most of CBR has been substituted, Ca?*-dependent inactivation will
be studied in the inside-out patch. Then, single channel current parameters recorded from
ouc 77 @ well as mutant oyc 77 and single molecule interaction forces between CaM and
the respective carboxyl-tail protein are correlated, both in dependence of increasing Ca*
concentrations. Furthermore, conformationa changes of carboxyl tail proteins induced by
Ca’'/CaM are measured by force sensing, and studying protein mechanics may allow to
resolve additional structural details (supp. by: P15387-MOB; Austrian Academy of
Science).



