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Fig. 5: molecular dynamics simulation of apo-alternative and apo-genomic
pocket VDR conformers and 1,25D complexed separately to both pockets

The dynamic simulations of the control VDR model, with 1,25D docked in

the genomic pocket, the model with 6-s-cis 1,25D docked in the alternative

pocket, and the unoccupied apo-forms of these VDR LBD’s (apo-alt and apo-

gen) are plotted to represent the total energy (kcal/mol) of each dynamic

structure (8,000 structures were generated) vs. time (ns).  

In the dynamics experiments performed after the ligand was removed from

the A-pocket, the A-pocket residues showed no movement back to the local

conformation originally observed in the x-ray structure.  In addition, the total

energies of the G- and A-pocket apo-complexes are equal.  Thus, both H2/ β-

sheet conformations of the LBD may be of equal proportion at pH = 7.4.  This

supports the proposal that there may be a portal to the A-pocket located in this

region.
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