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Figure 3. A) Feature impact on model prediction based on mean weighted SHAP scores of thousands of models. Red

color indicates a positive feature association to Pt response, blue indicates a negative association. B) Feature SHAP

M et h O d S contributions in a top-performing model. C) Confusion matrix of top model predictions on a test set of 26 pts with >88%
accuracy. The upper left indicates true negatives, and the bottom right true positives.

D) Kaplain-Meier plot of 1801 patient overall survival days for predicted responder or non-responder groups.

therapy, particularly CPI failures

* We collected pt omic data from the 1801 trial to characterize markers of elraglusib response with

bioinformatics and machine learning (ML). ‘ .
* Pts were treated with elraglusib as a single agent or in combination with chemotherapy il 1 Elraglusib Elraglusib
* Genomic panels were available for 106 pts CTNNB1.545.mutants.aren.t phosphorylated i non- responder
= The most frequent tumor types included colorectal cancer (n=35), pancreas (n=31), lung (n=15), and — - responder
metastatic melanoma (n=12).
* Pathway-based features were generated by quantifying the percent of each Reactome pathway that was R R e - aPD-1 non- |3 ( 8. 8%) 9 ( 26.4%)
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* Publicly available genomics data from an aPD-1 trial in pts with metastatic melanoma (Hugo et al., Cell ———— - responder : :
2017) were transformed into pathway-based features and input into the final model to predict elraglusib o | | = Use ML model to select patient populations, such as advanced
response in this population o Respgﬁse Associa?i'czm melanoma
* RNA-seq of Pts given anti-PD-1 (without other CPI) was taken from public data (Hugo et al., Cell 2017; Gide . ST . . . .
et al., Cancer Cell 2019), with log2(fpkm+1) GSK3B values standardized before merging the datasets Figure 4. Predicted Elraglusib Response Analysis in Metastatic Melanoma Patients Treated with aPD-1 Develop clinical appllcatlons Of ML model to mform clinical decision makmg

A) Comparison of feature associations to elraglusib response and aPD-1 response. B) Most Metastatic Melanoma Pts are

= Kaplain-Meier plots were made with the survminer and survival R packages _ : o,
Predicted Elra Responders (66%) with selectivity in aPD-1 non-Responders (78.5% of all aPD-1 non-responders).




