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Disclosure

Artificial Intelligence (Al) Use Disclaimer

In accordance with the standards and guidance set forth by the Accreditation Council for Continuing Medical Education (ACCME), individuals in
control of content are required to disclose the use of artificial intelligence (Al) in the development of educational materials. This includes
identification of the specific Al tool(s) utilized and a description of how Al contributed to content creation as a slide reference.

IASLC maintains oversight of all educational content and conducts a thorough review process to ensure that materials are evidence-based, fair-
balanced, and free from commercial bias, consistent with ACCME Standards for Integrity and Independence.

While Al may be used as a supportive tool in content development, it does not replace clinical expertise orindependent medical judgment.
Learners are advised to critically evaluate all information presented and apply their own professional judgment when incorporating knowledge
into clinical practice.

Al was not used in the development of this poster
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Background

* Neoantigens are tumour-specific antigens generated by somatic
mutations and represent attractive targets for personalised cancer
immunotherapy’.

* Neoantigen-specific T cells have been identified in tumours and
peripheral blood, but their distribution across distinct immune
compartments remains poorly understood?.

* Tumour-draining ¥mph nodes (TDLNs) are important sites of antigen
presentation and T-cell priming, while pleural effusion (PE) provides a

clinically accessible window into the local immune microenvironment
in advanced lung cancer34.

* Understanding where neoantigen-specific T cells reside and how the
are shared between compartments may inform the development an
monitoring of neoantigen-based therapies.
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Prioritised neoantigens

predicted binding affinity IC50
<50 nM and/or EL rank < 0.5
Gene expression FPKM >0
High differential aggretopicity
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Neoantigen prediction and validation

10 early stage and 7 advanced lung cancer patients 0.77% of predicted neoantigens elicited detectable
naturally occurring T-cell responses.
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Early stage NSCLC Advanced stage SCLC
A) Detection of IFNy-secreting T cells against DYSPT498C A) Detection of IFNy-secreting T cells against TTBK1R1163L
neoantigen by ELISpot in PBMC. neoantigen by ELISpot in PBMC and PE
B) DYSPT™98Ctetramer positivity in PBMC, TIL and TDLN CD8* T B) B) Intracellular IFNy staining confirms a CD4" T-cell
cells. response.
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Easy to access compartments such as blood and PE can be used to detect and monitor neoantigen-specific T cells.
A single immune assay may underestimate the breadth of endogenous neoantigen-specific T-cell immunity.
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Temporal and spatial detection of neoantigen specific T cells

Advanced stage NSCLC
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Longitudinal IFNy T-cell response using ELISpot against
PIEZO1R1120H heoantigen during treatment with EGFR TKI,
chemotherapy and ICPB over 19 months.

C) Detection of IFNy-secreting T cells against PIEZO1R1120H
neoantigens by ELISpotin PBMC and PE.

D) Intracellular IFNy staining and flow cytometry, confirming a
CD8* T-cell response.
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Different immune compartments and longitudinal tracking can improve our understanding of
the spatial and temporal dynamics of anti-tumour immunity. e
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