UPPGRADER: a bioinformatics-based novel E3 ligase
discovery platform
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UPPGRDAER discovered FBXW7 and UP1013 which is highly
co-expressed with target protein KRAS in colorectal cancer cells

UP1013-based degraders demonstrate potent degradation in multiple
cancer cells and compare favorably to CRBN-based degraders
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To conclude, UPPGRADER is a comprehensive bioinformatics tool for
discovering novel E3 ligases with biological validations. Through recent explosion
of scRNA-seq and WGS datasets in different diseases and mechanism-based

with high cancer cell dependencies
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component. (D) MoA studies of UP1013-based BRD4 degrader validated with UP1013 knock out cell
from 3 difiorans npes of mours line and proteasome inhibitor, MG132.
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UP1013 is PROTACtable and applicable for TPD approach (E) Degradation of protein targets other than BRD4 suggesting UP1013 can be widely
applicable to develop diverse bifunctional degraders.
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low CRBN expression.

‘QUALITY’ Checking Ligases for TPD
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CRBN E3 ligases are analyzed in parallel for direct comparison with novel E3 ligase : : : .
(B) Elucidation of potential target proteins’ amino acid changes in human-derived MG132, fully rescued BRD4 degradation suggesting proteasomal mediated degradation.

cancer tissues through whole genome studies to identify potential druggable sites
with chemoproteomics approach targeting cysteine, lysine and tyrosine residues.

¢ On-going efforts to develop next generation bifunctional degrader undisclosed
tfarget.
Seeking a partner to fully unleash the potential of our UP1013 in TPD.
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