Subgroup of ovarian cancer patients with hyperactive RAS network signaling identified:
dynamic pathway activity test identifies patients that may benefit from PI3K/mTOR or PI3K/mTOR/BCL inhibitors
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Figure 6: The effects of PI3K, mTOR, and BCL inhibitors on CELsignia RASs+ tumors
correlate with changes in cell physiology markers

Figure 4: Estimating LPA signal cutoff
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Flow cytometry: Flow cytometry on disaggregated tissue and cultured cells was performed on the Agilent Novocyte 3005.
Antibody staining was performed by standard procedures. DNA staining for DNA index calculation was performed with FxCycle™
violet. Apoptosis and proliferation were assessed by staining with anti-Cleaved-Caspase 3 and by EdU incorporation assay,
respectively. mTOR activity was assessed by staining with anti-RPS6 (pS235/5236). A

1. LPA signaling response in OC cells does not correlate with overexpression of LPA receptors or mutations in key
RAS signaling pathway genes

CELsignia LPA response and FACS analysis of apoptosis (assessed by cleaved caspase 3), proliferation (assessed by EdU
incorporation), and mTOR activation (assessed by pRPS6) in OC cell lines and patient cells treated with (A) either gedatolisib or
GDCOQ77 or (B) gedatolisib, navitoclax, and gedatolisib + navitoclax. The results with these markers correlate with the CELsignia
LPA response in UACC-1598, which had normal RAS signaling, relative to OVCARS and C2131, which had hyperactive RAS

Figure 9: Hyperactive RAS signaling involves the PI3K, mTOR, & BCL nodes
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4. The presence of PI3K-a mutations does not predict the response to GDGO0077, gedatolisib or gedatolisib+
navitoclax

These results show that:
1. Patient tumor cultures are enriched for epithelial cancer cells present in the original OC tissue
2.7/31 OC patient cultures have a CELsignia LPA response >250, which indicates hyperactive RAS signaling activity
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