CATALYZING TBXT AS ATHERAPEUTIC TARGET THROUGH
C AN INTEGRATED DRUG DISCOVERY PIPELINE

CHORDOMA Lee Dolat, Tyler Vincent, Diane Ignar, Josh Sommer, Yaguang Si, and Daniel M. Freed
FOUNDATION Chordoma Foundation Durham, NC, USA Abstract #: A071

ABSTRACT OPPORTUNITIES FOR DRUGGING TBXT PRECLINICAL ASSAY PIPELINE

« Chordoma is a rare bone cancer of the skull base and axial spine that arises from remnants of 3. TARGETING TBXT WITH IMMUNOTHERAPY Development of functional TBXT cell-based assays
the embryonic notochord. Disease incidence is approximately 1 per million, with a median
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cellular, and in vivo approaches to enable TBXT-targeted drug discovery and development.
« We generated an inducible TBXT knockdown mouse model to evaluate the safety and " 5
phenotypic consequences of TBXT inhibition. T Super Enhancer Target Gene o5 S Assays under development for different therapeutic modalities
« Ongoing studies are assessing the broader therapeutic potential of TBXT inhibition in more e e P e ot e gl
" iBiT Protein egradation Assa stallogra ssa m Antibo
common cancers that are TBXT-positive such as lung, colon and breast. Figure 4. TBXT expression and function can be targeted using different modalities. Figures were generated by DALL-E and modified by the authors Degradation Assay ? é d REERRSRES Discovery Assa))c

BACKGROUND PRECLINICAL ASSAY PIPELINE

dTAG
——
. : . [ : : : : ) . . .
Functional genomics identified TBXT as the most selectively essential gene in chordoma’. A TBXT Protein Constructs B Expressmn and Purification Workflow
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Figure 1. (A) genome-wide CRISPR screen identified TBXT (T, brachyury) as the most selectively essential 50 — . FLTBXT-Avi 05 — S @ <4 DBD-Avi 25 = TBXT and its downstream target KRT<3 are supprgssed by DHC-156 '(1 0 pM, 24 hours) In UM‘ChPH cells.
gene in chordoma’. (B) Surface rendering of the DBD shows two shallow pockets that are targeted by “ii s < DBD (D) New assays under development include HiBiT and dTAG protein degradation assays, peptide-MHC
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Figure 5. (A) TBXT expression constructs. (B) Schematic of recombinant TBXT expression in E.coli and purification by nickel-affinity and size-exclusion
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Assessing the role of TBXT in other tumor types "0 5 % 7 oo 0 25 50 75 100 0 25 50 75 100 0 25 50 75 100 125 0 25 50 75 100 * The CF labs biochemical and cell-based assay capabilities catalyze TBXT-targeting drug discovery for
LM M UM pM pM chordoma and more common TBXT-positive tumors.
« Preliminary data suggest that TBXT inhibition may sensitize non-chordoma tumor cells to standard-of-
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