Profiling of syngeneic models by anti-PD1, PD-L1 and CTLA-4 immunotherapeutics and
RNAseq analysis provides predictive biomarkers for cancer immunotherapy
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Background: Syngeneic tumor models have long been used in Figure 1. Efficacy Evaluation of anti-PD1 (RMP1-14), anti-PD-L1 (10F.9G2), and anti-CTLA-4 (9D9) in the Treatment of Murine Syngeneic Models
cancer research. The recent clinical success of anti-CTLA-4 and
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Surprisingly, although they were initially thought to be 40007 o B X 3 weeke 13007 L PBSBIW X 4 doses
Immunosuppressive, classic anticancer therapies, such as - 2PD-1 (RMP1-14) 10mg/ke BIW X 3 weeks —&~ aCTLA4(9D9) 10mg/kg BIW X 4 doses
chemotherapy, targeted agents or radiotherapy, can promote
antitumor immunity, thus synergizing with cancer immunotherapies.
Suitable models in which to evaluate combination therapies are in
great demand.
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Material and methods: Syngeneic cell lines models, such as B16, » Y

CT26, MC38, 4T1, were used to evaluate the efficacy of anti-PD1,
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PD-L1, and CTLA-4 antibodies. Tumors were collected and
RNAseq was performed to identify biomarkers predictive of
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Figure 2. Sub-populations of Immune Cells in Syngeneic Tumors
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models that covers most tumor types. Our models have been
extensively profiled in vivo using anti-PD1, anti-PD-L1, and anti-
CTLA-4 antibodies, providing necessary information for models
selection and dosing for combination therapy. Mostly recently, we
have generated detailed expression maps and mutational profiles
for our syngeneic models, and we have identified transcripts from
alternative gene spliced, and gene fusion using RNAseq. Our
analysis indicated that a number of syngeneic models harbor
mutations that may sensitize them to combination strategies of
targeted agents and immunotherapy.
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Figure 3. Hot Spot Mutations in Murine Tumors Figure 4. Prediction of Efficacy with Gene Expression Signatures Figure 5. Mutation Load, DNA Repair Gene Mutations May not
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Tumor volume was calculated using the formula: V(mm3) = (D x ® \Ve established the antitumor activity of anti-PD-1, anti-PD-L1, and anti-CTLA-4 antibodies and the basal levels of infiltrate immune cells from different lineages in a panel of syngeneic tumor
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