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E X% We applied two-dimensional replica-exchange method for the prediction of a membrane
protein (B2 adrenergic receptor) system, and found that our method successfully predicted the
structure close to the experimental one. This indicates that the method developed through this
research might be applied not only to soluble proteins but also membrane proteins. However, we
encountered a new difficulty that a ligand tends to be trapped around the membrane surface. We
also performed binding free energy calculations for the JNK3 system, and found that the correct
biding mode was distinguished computationally.
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