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SUMMARY & CONCLUSIONS

* Recent work suggests dysregulation of the NCX1 macromolecular complex in atrial « Wwe detected a higher frequency and amplitude of spontaneous Ca2*-

fibrillation (AF), making elements of the NCX1 complex potential novel antiarrhythmic

faroets] mediated NCX currents in cAF, pointing to an increased NCX function.
argets-.

 In membrane fractions of cAF patients we could detect an increase in the

full-length functional 160 kDa and proteolytic 120 kDa NCX1 bands. The
full-length NCX band represented >90% of total NCX1 protein in cAF.

* Upregulation of NCX1 in chronic AF (cAF) increases the transient-inward current (1)
following spontaneous Ca%*-release events, promoting atrial ectopic activity.

* The molecular basis of NCX dysfunction in cAF patients is largely unknown and was

the major focus of the present investigation_ * USing immunopl‘eCipitation we diSCOVBFEd PKC“, PKCS, AMPK(X, PPl(X
NCX1 and PLM as components of the human atrial NCX1 macromolecular
S 25 multiprotein complex.
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Fig. 1. Schematic representation of Ca?*-handling in human atrial cardiomyocytes (left) and may COI_IStltute_ a PO_VEI mechanism for the proarrhythmlc NCX
NCX1 protein expression in whole-tissue lysates in Ctl and cAF patients (right). dysfunction during clinical AF.
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