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CONFIRMATION OF UBE2K SELECTIVITY AND CELLULAR PHARMACOLOGY OF E2 LIGANDS DISCOVERY OF NOVEL KINASE TARGETS FOR DEGRADATION LEVERAGING E2 LIGASE BFDS

ABSTRACT

Ubiquitin-conjugating enzymes (E2s) govern ubiquitin chain topology and flux through the A ——
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conjugating 4 kinase inhibitor scaffolds with 2-6 linker designs, we screened the proteome to cover Figure 2: (A) NanoBRET Assay demonstrating competi.tive bind!ng of UBE2K ligands Yvith a tracer molecule, the datfa cgnforms c.e.IIuIar PR =
: : . pharmacology and engagement of UBE2K. (B) Photoactivated affinity-based probes designed based on E2 scaffold, confirming selectivity of Q 1 =
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tested, and degradation activity was more robust at the 24h timepoint compared to 5h. Collectively,
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these findings validate E2 ligases as functional recruiters for TPD, expanding the degrader toolbox A e R Degradation DC50 for degraded kinases are most commonly in family activity.
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e e e s G A W i i Figure 3: Plug and Play approach: Demonstrating ERa degradation using 2 different Protein of Interest Ligand. Both ligands demonstrate early Figure 5: (A & B) Examples of oncology relevant kinases degraded by Dabrafenib-based E2 designs. Volcano plots of fold change and
2 >>:‘ ;‘ f"“::fi”":cc‘“—w@_mwi s == and potent degradation of target (ERa ) at 6 hrs, confirmed both by HiBiT assay and Protein Simple. Both ligands also demonstrate potent relevance score are provided for context of the global data.
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B PFxPP HPN | G LDILK W A T 10 - - * E2 scaffolds provide a modular platform for establishing “Targeted Protein Degradation” for novel
% UM, 78% nM,
BPG-1377 81% @ 87323%0%/|,2?371%§@|\/|13.89 nM, 2.6 (71%) 0.35(39%) 16 -\ . . . . . . . . . - . . - pra— ta rgEtS.
ED | 655 © 3 M, 72% © 500 1,  E2 scaffold based Bifunctional Degraders are drug-like and exhibit favorable DMPK and ADME
BPG-1386 76% @ 83.3 nM, 73%@13.89 nM, 8.5 (62%) 3.8 (38%) 65 -| . .
Conserved 72% @231 W WA - erapha properties.
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. T o e - 658 @50 soem | oszem » BPG-1377 and BPG-1386 will be tested in in vivo proof of concept studies in WT and CRBN KD cells to
Figure 1: (A) Schematic representing the Ubiquitin Proteosomal Pathway of protein homeostasis. Conventional © - confirm CRBN independent mechanism of degradation of ERa.
Bifunctional Degraders (BFDs) are designed based on targeting the E3 enzymes. The novel modality described here, Figure 4: (A & B) Ligands optimized for DMPK and ADME parameters demonstrate potent degradation and antiproliferative effects in breast * Novel kinase targets will be validated in vitro and optimized for in vivo PK and PoC studies.

leverages E2 enzymes. The human genome codes for 40 to 50 E2s. (B) We describe a unique E2 namely UBE2K,
structurally distinct due to its C-terminal UBA domain.

cancer cell lines.
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