
Abstract 

[image: image1.png]



Category*: (Oral presentation/ Poster presentation):  Oral presentation
Title of Presentation*: 6-Azaindole GNF2133 as DYRK1A Inhibitor for Promoting β-Cell Proliferation
Author’s Full name*:  Yahu A Liu
Co-authours (if any): Qihui Jin, Yefen Zou, Qiang Ding, Shanshan Yan, Zhicheng Wang, Xueshi Hao, Bao Nguyen, Xiaoyue Zhang, Jianfeng Pan, Tingting Mo, Kate Jacobsen, Thanh Lam, Zhihong Huang, Tom Y.-H. Wu, H. Michael Petrassi, Badry Bursulaya, Michael DiDonato, W. Perry Gordon, Bo Liu, Janine Baaten, Robert Hill, Vân Nguyen-Tran, Minhua Qiu, You-Qing Zhang, Anwesh Kamireddy, Sheryll Espinola, Lisa Deaton, Sukwon Ha, George Harb, Yong Jia, Jing Li, Weijun Shen, Andrew M. Schumacher, Karyn Colman, Richard Glynne, Shifeng Pan, Peter McNamara, Bryan Laffitte, Shelly Meeusen, Valentina Molteni, and Jon Loren

Affiliation*: GNF/Novartis Institutes for BioMedical Research, San Diego, CA 92121, USA
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Either type I or type II diabetes results from insufficient pancreatic β-cell mass or function. Dual specificity tyrosine-regulated kinase 1A (DYRK1A) plays a key role in pancreatic β-cell proliferation. Hence, inhibition of DYRK1A to regenerate functional insulin-producing β-cells could be an approach toward diabetes intervention. Through medicinal chemistry optimization of an initial hit, we identified DYRK1A inhibitor 6-azaindole GNF2133 which demonstrated significant dose-dependent glucose disposal capacity and insulin secretion in response to GPAIS challenge in RIP-DTA mice. The work offers a potential to treat diabetes with oral therapies by restoring β‐cell mass, insulin content and glycemic control.
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