Excluding Treg epitopes and integrating CD8 and CD4 effector neoepitope content improves
Ep|Vax prognostic biomarker tool in bladder cancer
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Overview Mutanome-Directed Cancer Immunotherapy Based on 20 Years of Experience in Epitope Mapping

« Hypothesis: Accurately defining effector (Teff) and excluding Accuracy of HLA Class Il predictions

: : : : : : Normal CD4 T cell epitopes. EpiMatrix Class %,  (mean/SD across 8 supertype alleles)
regulatory (Treg) neo-epitopes will help identify patients with | predictions are 74% accurate when
improved prognosis. Tumor -—) -—) a prospectively tested [1].

Between 175 and 251 peptides were N\

i ' tested per HLA in in vitro binding
Ancer platform: the “Answer” to Cancer assays.
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« Approach: TCGA Dbladder mutanomes (n=412) were analyzed
with Ancer, an advanced neo-epitope screening platform that
combines proprietary machine learning-based CD8 and CD4| . ~

. . . . cy . i Scan for HLACIassI&Tumor-Specific Neoepitopes _ _
epitope mapping tools with removal of inhibitory Treg epitopes. Non self-like sequences Self-like sequences Identify tumor variants and HLA haplotypes

 Results: Improved stratification of patients I1s obtained with | ) / Identification and removal of Treg epitopes using JanusMatrix

Ancer compared to public epitope prediction tools or TMB. Epitopes can be either BfféGI0H (Teff) or [EGUIAIGH (Treg).
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. L . . TR EoiMatrix: ldentify HLA class | and class Il neoepitopes JanusMatrix has identified [TENOSUPPIESSIVEIBItOPES in pathogens [2, 3, 4]
 Improved prediction of 5-year survival is obtained with Ancer - faquence Removal | and cancer mutanomes [5]. CT26 self-like neo-epitopes suppress IFNy
compared to public epitope prediction tools or TMB. ~ ..@ D8 Tued) - e production to Ancer-CT26 vaccines

e'edom / JanusMatrix: ldentify and remove “self-like” neoepitopes 12,000- B

e SUMmmary: Precise identification of neoepitopes with EpiMatrix
and their careful triaging with JanusMatrix improves our ability to
predict patient outcomes.
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 Ancer may represent a novel tool for defining new prognostic or
predictive biomarkers.

Balance shifted toward inflammation
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neoepitopes improves survival predictions.
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o _ Improved stratification of patients when analyzing their tumors with Ancer.
Univariate analysis
0s HR [CI] p-value Predictors PPV and NPV Effect of Ancer filters on PPV and NPV
_ _ _ _ _ TMB TMB™ (n=204) o 0.58 [0.43-0.78] | <0.001 , - . 0 36°
TMB analysis Neoepitope analysis Neoepitope analysis (p < 0.001) IMB® (n=202) e |Reference Only patients with both high numbers of CD8 and CD4 36% Dest o best
(NetMHCpan/NetMHCllpan) (Ancer) . : 5 o 7] = | Neoepitopes benefit from significantly improved outcomes.
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Survival analysis Survival analysis Survival analysis T™MB®| @ [Reference (PD-L1 expression was not significantly associated with outcomes in ® TVB ® TVB v
Age (continous) 4 1.03[1.01-1.04] | <0.001 univariate analyses)
e High/low mutational or neoepitope burdens are defined by medians. Disease Stage Stage I-ll[ F—— 0.37 [0.25-0.55] | <0.001 NetMHCpan 1L A Ancer (step 1 only) Effect of filtering
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multivariate survival analyses.
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