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inhibiting WNK-SPAK interaction
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WFZeR oS (3530) : We focused on the With-no-lysine kinases (WNK) signaling
cascade which has a pivotal role in regulating blood pressure. Agents that inhibit
this signal cascade could be a new class of antihypertensive drugs. We sought to
discover inhibitors of WNK-SPAK binding by screening chemical compounds that
disrupt the binding. For this purpose, we developed a high-throughput screening
method using fluorescent correlation spectroscopy. As a result of screening 17,000
compounds, we discovered two novel compounds that reproducibly disrupted the
binding of WNK to SPAK. We then performed the modification of the seed
compounds, and obtained novel compounds that exhibit the higher inhibitory
activity.
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