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< Genomic and transcriptomic analysis of CRC patient-derived explants suggest <* NT219 inhibits IRS2-to-B-catenin signaling and synergizes with 5FU to suppress in-
response to NT219 is associated with up regulation of Wnt/B-catenin pathway vivo CRC tumors with upregulated Wnt/B-catenin

BACKGROUND

e NT219 is a small molecule dual inhibitor of STAT3 and insulin
receptor substrate 1/2 (IRS), covalently binds to IRS1/2 leading to its

»  Silencing IRS2 in CRC cells, harboring stabilizing mutation in B-catenin, inhibited the downstream f3-catenin activity
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To strengthen the results, NT219 efficacy was tested in several APC-loss CRC models including PDE, PDX, and » |In a screen of >20 PDX models in multiple indications, NT219 showed significant efficacy as a
intracranial brain metastasis model. combination therapy. Two models that showed a profound NT219 monotherapy effect exhibit APC loss
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Figure 1: Genomic analysis of pre vs post- NT219 treated CRC patient derived biopsy revealed the APC loss-of-function (LoF) and transcriptomic analysis, propose that the response to NT219 is associated with
mutation Y917fs in the pretreatment biopsy which was undetectable post-treatment, suggesting higher sensitivity of APC Figure 3: NT219 in combination with Lonsurf (TAS-102), induced significant and synergistic cell death (91%) while . . .
o e . . . . enhanced wnt/B-catenin signaling or APC loss.
LoF cells resulting in their elimination. Lonsurf alone had no effect in CRC PDE harboring TP53(D259Y), PIK3CA(E110del) gain-of-function, and

APC(s1355fs*60) loss of function (A).

* The results suggest APC-loss as a potential biomarker for NT219 treatment in CRC. %
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