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Introduction

Colorectal cancer (CRC) is the second leading cause of
cancer death within the United States as of 2026. The SRY-
box transcription factor 9 (SOX9) is a central regulator that
promotes CRC by blocking intestinal stem cell
differentiation (Liang et al., 2022). We used the
degradation tag (dTAG) system for SOX9-specific protein
degradation, where in the presence of the dTAG V1 small
molecule degrader, the SOX9 protein is fused with an
FKBP12 mutant and brought into close molecular

proximity to the protein degradation machinery (Nabet et
al., 2018)
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Results

Azoxymethane/Dextran Sulfate Sodium (AOM/DSS) treatment with
Tamoxifen injections in Cdx2 Sox9 mice

First Model

1. AOM injected to induce cancer
process in colon

2. DSS given to mice in water to
cause colitis, growing tumors

3. Tamoxifen injected based on
mice’s mass: drug used to
delete SOX9 in Sox9/* mice.
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Conclusions

« AOM/DSS and tamoxifen model is thus far
unideal for observing Sox9 knock-out effects.

* Continued observation is needed in organoids
until we can achieve rapid, complete, and
reversible Sox9 degradation.

* Testing whether Sox? degradation can induce
regression of established CRC in vivo will serve
as a proof of concept that supports the
development of Sox? degrader as a novel
therapeutic in humans.
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