Impact of checkpoint inhibitor therapy on somatic mutations:
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Overview Background: Ancer® - The Answer to Cancer
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* Results: Mutations gained after nivolumab therapy @
are less immunogenic and more tolerogenic
compared to mutations found prior to therapy.
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Approach Results - Post-therapy mutations are less immunogenic and more toler
e Forty-one pairs of mutanomes collected before (F&5) * Mutations gained after nivolumab therapy are less immunogenic (A) and more tolerogenic (B).
and while on (Post) nivolumab therapy were retrievead e Tumors respond to immunotherapy by reducing their immunogenicity and by avoiding the immune system.
from [6].
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N = 41 paired Pre/On Tx samples. Mutations grouped across all patients.
Pre Tx vs Post Tx: Mann-Whitney test. Pre Tx only vs Shared vs Post Tx only: ANOVA (Krustal-Wallis, multiple comparisons)

Simplification: one tumor clone = one mutation

Results - Change in tumor tolerance is associated with response to the

% Clones sensitive to checkpoint therapy * Tumors increase their tolerance potential (JanusMatrix homology scores) after nivolumab therapy.
« Change in tolerance is associated with response to therapy.
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Immunogenic potential Tolerance potential | | | BaselineTMB ~ 0.50  0.96
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Pre Tx vs Post Tx: paired t test. CR/PR vs SD vs PD: ANOVA (multiple comparisons)
CR: Complete Response, PR: Partial Response, SD: Stable Disease, PD: Progressive Disease
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