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Neutron Diffraction Analysis of Human Farnesyl Pyrophosphate Synthase in Complex
with Bisphosphonate
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i i Neutron crystal structure of human farnesyl pyrophosphate synthase (FPPS) in
complex with risedronate (RIS) was determined, and the protonation state and hydration of RIS were

elucidated. The structural analysis revealed that the phosphate groups of RIS were fully deprotonated
with the abnormally decreased pKa. In addition, it was suggested that the roles of E93 and D264 consisted

of canceling the extra negative charges upon the binding of ligands. This information would be helpful
for the development of non-bisphosphonate FPPS inhibitors.
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