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Role of B-Catenin/BCL9 in MDSC Biology

= Mutations of the Wnt/B-Catenin axis are foundational drivers of colorectal cancer (CRC), however their role in

B-Catenin/BCL9 Regulates Expression of Early Neutrophil Markers
CD101 and Cd300c on PMN-MDSCs
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ST316 inhibits Wnt-B-catenin pathway in PMN-MDSCs
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ST316 Reduces Immunosuppressive Activity of PMN-MDSC and P-PMN-

MDSC Populations

ns

A B g
1004 ™
CD8 only + PMN Cirl + PMN ST316 + P-PMN Ctrl + P-PMN ST316 prad L .
© 804 %
P P 1 1 rF P g é_
76.1 1 asa | ess ] 193 \ 1 455 2 60
s ' s : s s i s c
19.1 k 454 ] 263 . 66.3 449 -% 40-
— i — 1 @
&
| M /\]_\ - Y
_ \ . v _ N . - _ r . N . 0

T 1
T JENE
RO @ (R (R
\k/c;\ \k/c} \k/é‘ \k/é‘
T T S
] 'R Q;{?

Figure 6. A) Representative histograms of CFSE-loaded CD8 T cells cultured for alone (T only) for 24 hrs or the presence of
PMN or P-PMN from bone marrow (BM) of vehicle-treated mice (PMN Ctrl or P-PMN Ctrl) or ST316-treated mice PMN (PMN
ST316 or P-PMN ST316). P, proliferative fraction; S, non-proliferative fraction. B) Fraction of proliferative CD8 T cells co-
cultured with control PMN-MDSCs (grey), PMN-MDSC from ST316 treated mice (blue), or P-PMN-MDSCs from ST316 treated
mice (violet). Statistics, 1-way ANOVA. Student t-test ***p<0.0001,***p<0.001,**p<0.05, *p<0.05, ns, not significant.
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PMN-MDSCs in pretreatment and at Cycle 3. Statistics, Paired Student’s-t test, n=8. **p<0.01. Scan the QR code for the
AACR 2025 foster with extended data on clinical PMN-MDSC as ST316 pharmacodynamic biomarker.

Conclusions

1

ST316 antagonism of the B-Catenin/BCL9 complex contracts PMN-MDSCs in secondary lymphoid organs
and tumors in immunocompetent CT-26 CRC models. Similar data for APC™" model not shown.

ST316 modulates the Wnt/B-catenin program in PMN-MDSCs to suppress expression of myeloid immune
checkpoints CD101 and CD300c. Similar data for CD170 not shown.

ST316 reduces the proliferation and immunosuppressive potential of a Ly-6GY™;Ly-6Cint BM resident
population distinct from PMN-MDSCs, identified here as PMN precursors (P-PMN-MDSCs).

The B-Catenin/BCL9 complex is crucial for P-PMN-MDSCs proliferation, maturation into PMN-MDSCs in
BM and homing to tumors.

PMN-MDSCs were elevated in the PB of most evaluable patients in ST316 Phase 1 study (7/8). ST316
exposure resulted in MDSCs reduction in the PB of all patients who displayed baseline elevations (7/7).

This study identifies a necessary role for 3-Catenin/BCL9 in PMN-MDSC maturation from Ly-6GdYm;Ly-6Cint
BM precursor cells and immunosuppressive activity.

PMN-MDSC modulation is a putative pharmacodynamic biomarker for ST316 activity in advanced CRC.
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