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In this study, we examined the interaction between cytoplasmic fragments of
Cavl.2 channel, and elucidated the role of fragments in the regulation of the channel. Using

pul ldown assay, we examined CaM binding to N terminus (NT), proximal C terminus (CT1l), the loop
between repeat I-11, 11-111 and T11-1V (LI-01, LEI-111 and LIII-1V). We found that at high Ca2+, CaM
bound to CT1, NT and LI-11. C lobe of CaM had highest binding affinity for CT1 while N lobe for NT.
There was no direct interaction between NT and CT1, however, N and C terminus were bridged by Ca2+
/CaM with N lobe/N terminus and C lobe/C terminus interactions. In addition, there was a direct
interaction between NT and LI-11, independent of Ca2+/CaM. The electrophysiological experiments with
WT CaM (N lobe-C lobe) and its mutants N-N CaM (N lobe-N lobe), C-C CaM (C lobe-C lobe) indicates
that C lobe CDI contributes to major CDI, while N lobe CDI is responsible for minor CDI. Both N and
C lobe are required for complete CDI.
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