Ultrahigh Tumor Mutational Burden (TMB) Is Associated with Improved Survival Outcomes in Patients
Treated with Immune Checkpoint Inhibitors
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INTRODUCTION SUMMARY

® TMBls associated with response to IL1 therapy. e Ultrahigh TMB (>=40 mt/MB) comprises a novel marker for ICI response and is associated with improved rwOS independent of other
e A pan-tumor cutoff of 10 mutations (mt)/MB gained FDA approval of , ,
nembrolizumab although optimal cutoffs are not clearly defined. pI‘OgI‘IOStIC markers l|ke tumor type and MSI status.

e Here, we assessed the genomic landscape and clinical outcomes
and in pts with higher cutoffs of 40 mt/MB (“ultrahigh TMB”).

e Ultrahigh TMB Is associated with increased transcriptomic evidence of T cell and myeloid cell infiltration.

METHODS RESULTS

Distribution of TMB by Cancer Type Survival Outcomes Multivariable Cox Proportional Hazards analysis for rw0OS
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Assay: OO eenent meranome 00T | et | T rwOS was significantly improved in pts in the ultrahigh and high o123
e Tempus xXT (DNA-seq) testing Non-melanocytic skin cancer 52 (0.7%) 52 (1.7%) 38 (7.0%) TMB groups compared to the low group (HR 0.38, 0.69, p<0.001; Better Prognosis Worse Prognosis
e Samples obtained within one year Selection Criteria Uterine cancer 415 (5.2%) | 152 (4.9%) | 43 (7.9%) median OS x vs. y vs. z). rwPFS was also improved in ultrahigh rwOS for patients treated with ICI with various characteristics.
betore or 15 days after starting ICI (N=17,449) and high TMB groups (data not shown, HR X, y, p=X). Ultrahigh TMB resulted in superior rwOS adjusting for tumor type
therapy Figure 1. Among the ultrahigh group, 266 (49%) had GI MSI status, age, sender, and stage ’
Treatment: cancer, 82 (15%) had lung cancer, 117 (21%) had melanoma, ’ ’ ’ '
e Immune checkpoint inhibitor (ICI) 38 (7%) had NMSC, and 43 (8%) had uterine cancer.
treatment data available
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! Immune Cell Estimates Overall Response Rate
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365-days after ICI tx start, and compared using Pearson's T ST T T e T S endritic Cells ( ) ( ) ( )
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: : : 1 Median (Q1, 03) hish TMB
e RW overall survival (rwQOS) was defined as time from ICI start to ? Kruskal-Wallis rank sum test Patients with higher tumor m.uta’Flonal burden (TMB)’ particularly o thg u!tr.a 5
. . . groups, showed favorable objective responses to immune checkpoint inhibitors (ICI)
death, lost to follow-up. Median rwOS was estimated using s . . . . . . e . e .
’ | | | | Immune cell infiltration was higher in the ultrahigh TMB group for CD8, regulatory T-cells, M1 macrophages, and neutrophils, at 365 days. This association was more pronounced In specific cancer types like
Kaplan-Meier (KM) and hazard ratios (HR) using Cox proportional and lower for B cells and M2 macrophages (p<0.001). melanoma and lung cancer .
hazard models.
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