Top 20 enriched GOBP gene sets

Peptide antigen assembly with MHC protein complex Capan-1
Antigen processing and presentation of exogenous peptide antigen via MHC class II _—
Antigen processing and presentation of exogenous peptide antigen Cont Ola. . \Da
Proton motive force driven ATP synthesis
Antigen processing and presentation of exogenous antigen p-p65

Antigen processing and presentation of peptide or polysaccharide antigen via MHC class Il
Mitochondrial respiratory chain complex assembly 3
B cell mediated immunity —

NADH dehydrogenase complex assembly CGAS —— -
Mitochondrial electron transport cytochrome C to oxygen
ATP biosynthetic process o =
Nucleoside triphosphate biosynthetic process p-STAT1| - 75
Complement activation classical pathway

ATP synthesis coupled electron transport &
Respiratory electron transport chain p-IRF3 iy
Complement activation i .

putiae -
Immunoglobulin production involved in immunoglobulin mediated immune response
Humoral immune response mediated by circulating immunoglobulin -TBK1
mRNA cis splicing via spliceosome p -75

Aerobic respiration
T

00 05 1.0 1.5 2.0 25 GAPDH | s S——

Normalized Enrichment Score
(JPI-547-treated. vs Olaparib-treated. )

Figure S1. Cancer cell-intrinsic immunostimulatory effect of JPI-547. (A) The top 20 enriched GOBP gene sets in
Capan-1 cells after treatment with JPI-547 compared to olaparib, ranked by normalized enrichment score from GSEA. (B)
Immunoblot analysis of the cGAS-STING pathway in Capan-1 cells following treatment with 2.5 uM of olaparib or JPI-547
for 120 h. (C) Immunofluorescence analysis of cGAS (red) and p-TBK1 (Serl172) (green) in Capan-1 cells after treatment
with 2.5 uM of olaparib or JPI-547 for 72 h. (D) The top 20 enriched GOBP gene sets in HPAF-II cells following JPI-547

treatment compared to olaparib treatment, ranked by normalized enrichment score from GSEA.
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Figure S2. Transcriptomic analysis of the p-catenin pathway and g-catenin mMRNA expression did not exhibit a
significant correlation with JP1-547 sensitivity in PDAC cell lines. (A) B-catenin pathway dependency scores were
calculated using single-sample GSEA based on transcriptomic data from the CCLE database (DepMap Public 22Q2).
Correlation analysis was performed using nonparametric Spearman correlation (two-tailed). (B) Correlation analysis
using normalized B-catenin mRNA expression levels extracted from the CCLE database was conducted using

nonparametric Spearman correlation (two-tailed).
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Figure S3. The frequencies of RNF43 alterations across solid tumors. Bar graph was plotted in cBioPortal using

TCGA, PanCancer Atlas dataset.
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Figure S4. JP1-547 induces proinflammatory factors in HPAF-11. (A) The top 20 enriched Gene Ontology Biological
Process (GOBP) gene sets in HPAF-II cells following JPI-547 treatment compared to olaparib, ranked by normalized
enrichment score from GSEA. (B) qRT-PCR analysis of IFN-1 and interferon-stimulated genes after 72 h treatment with
1 uM olaparib or JPI-547. Data represent mean + SEM (n > 3); adjusted p-values by one-way ANOVA with Bonferroni’s
multiple comparisons test, ns, not significant, * p < 0.05, ** p < 0.005, *** p < 0.001. (C) ELISA quantification of secreted
CCL5 and CXCL10 after 72 h treatment with 1 pM olaparib or JPI-547. Data represent mean + SEM (n = 4); adjusted p-
values by one-way ANOVA with Bonferroni’s multiple comparisons test, * p < 0.05, ** p < 0.005, *** p < 0.001.
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Figure S5. Wnt-addicted colorectal cancer cell lines exhibit increased sensitivity to JP1-547 compared to olaparib.
Dose-response curves illustrating the cytotoxic effects of JPI-547 and olaparib in DLD-1 and COLO-320DM cells.Data
represent mean + SEM (n = 3); p-values by two-way ANOVA.



