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In 1996, in two seminal 5tu colleagues used linkage analysis and identified
that mutations in HNF1A and HNFZAencoding transcription factors originally described in the

liver) resulted in severe progressive insulin secretory defects and hyperglycaemia associated

nature

Milestones | 17 June 2021

with microvascular complications. These studies represent a landmark in the field, as they shed
light on the importance of transcription factors for pancreas development and function.
Furthermore, patients with this genetic aetiology were shown to respond optimally to oral

sulfonylureas, providing an early example of precision medicine.
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