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Characteristics of identified tumor antigens
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General approaches to antigen discovery

* Direct methodology
— Isolate cancer reactive T cells from patients
— ldentify MHC and peptide that comprise the antigen recognized

* Reverse methodology

— Identify genes, proteins, or peptides of interest expressed in/on cancer
cells

— Establish whether there are T cells in patients that recognize them



cDNA library approach
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Mass spectrometry approach
V. Engelhard/D. Hunt
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Mass spectrometry approach
V. Engelhard/D. Hunt
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Antigens identified among naturally processed
melanoma peptides
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Screening Sample Collection

Validation

Approach to identification of antigens
recognized by “orphan TCR” from TIL
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Indirect Methods

Every method needs a hook.....



SEREX
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Mass spectrometry for general MHC peptide analysis
and potential antigen identification
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Targeted mass spectrometry
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ITRAQ enables quantitative comparison of the
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Rapid neoantigen identification enabled by NGS
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Sources of NeoAgs
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Analysis of factors predicting display of
identified MHC-| associated peptides
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Software tools to predict whether point
mutations will lead to MHC-I presented peptides
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Proteasomal splicing during protein degradation
creates new antigens
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phosphorylation
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MHC-associated phosphorylated peptides
a better class of tumor antigen




Immunopeptidomics
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