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Abstract In House GIP/GLP-1, GLP-2/Glucagon Receptors Engineered
Cell Lines and SAR Screening

In recent decades, drug development has increasingly focused on obesity and type 2 diabetes, driven by
the global rise in body weight and associated metabolic disorders. These conditions have become high-
priority targets, leading to intense competition within the pharmaceutical industry. Current weight-loss
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background ratio was sable over the runs. GLP-1R reference compound
showed consistent potency and efficacy throughout the course, which was
indicated by the value of moving MSR (2.1) and MSD (11.6).

WuXi AppTec Diversity and Focused Libraries Offer Flexible
Choice for Hit-Finding
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Radioligand Binding assay : Specificity of Binding of

Small Molecule Diversity Library

hGIPR/GLP-1R/GCGR Cell Membrane Preparation
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 Flexible choice of library size for screen, as 30k, 90k GPCR Lib
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GSIS assay and/or cAMP HTRF assay in INS-1 832/3 cells or

Human Pancreatic Beta Cells

High-Throughput Cell-Based cAMP HTRF Assay of GIPR

cAMP HTRF assay and GSIS assay in EndoC BH5 human pancreatic beta cells. cAMP HTRF assay and GSIS assay have been
successfully set up at Wuxi AppTec in EndoC BH5 cells, a ready-to-use, > 99% pure population of functional human pancreatic beta
cells. We demonstrated dose dependent manner of stimulation of cAMP and Insulin release by GIPR or GLP-1R agonists in EndoC
BH5 cells.

High-throughput screening of agonists or antagonists of hGIPR. High-throughput cell-based assays was performed to
screen 270k WuXi AppTec compounds for agonists of GIPR in 384-well plate format or antagonists in 1536-well plate format.
The data confirm the robustness and sensitivity of this platform for profiling functional GIPR agonists or antagonists in a
cellular context.
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Summary

References

In summary, our validated assay platforms consistently generate high-quality, reproducible data with robust
QC standards. As a result, WuXi AppTec offers powerful capabilities for hit identification, hit confirmation,
and hit-to-lead optimization, leveraging both our proprietary compound libraries and customized collections
to meet the rapidly expanding needs of the weight loss and type 2 diabetes drug discovery market.
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