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INTRODUCTION

» Protein arginine methyltransferase 5
(PRMT5) regulates tumor progression,
Immune evasion, and DNA damage response
(DDR) pathways.

*  While MTAP deletion (MTAPdel) partially
inhibits PRMT5 through accumulation of
methylthioadenosine, the relationship
between PRMT5 expression, DDR signaling,
and clinical outcomes in NSCLC remains
incompletely defined.

* Here, we characterized the tumor-intrinsic
and clinical implications of PRMT5
expression, focusing on DDR pathways and
interactions with MTAP.

METHODS

SUMMARY

 PRMT5-high expression is associated with upregulated DDR pathways and worse rwQOS, especially to ICI.

« MTAP loss with elevated PRMT5 expression associates with worse overall survival in all treatment groups except chemotherapy and Osimertinib. However, in chemotherapy-treated
patients with ICI, MTAP-deletion and high PRMT5 expression associate with worse PFS.

« These findings support further investigation of DDR-targeting strategies in PRMT5-high tumors and highlight the importance of integrating PRMT5 and MTAP status in biomarker-driven
trial design.

RESULTS

« The Tempus Lens platform was utilized to
identify patients with NSCLC who underwent
DNA (Tempus xT) and RNA (Tempus xR)
sequencing from samples obtained within 30
days of diagnosis and prior to first-line (1L)
therapy (n=5,610).

» For patients with multiple samples, the
sample closest to diagnosis was selected.
PRMT5 expression was quantified as
log2(TPM+1) and dichotomized at the
median into PRMT5-high and PRMT5-low
groups.

« MTAP status was defined by biallelic loss
(MTAPdel) versus intact (MTAPwt).
Enrichment in the hallmark pathways was
estimated using gene set enrichment
analysis (GSEA).

» Associations between categorical variables
were assessed using Chi-squared or Fisher’s
exact tests, and continuous variables using
Wilcoxon or Kruskal-Wallis tests, at g<0.05.

e Real-world overall survival (rwOS) and
progression-free survival (rwPFS) were
calculated from initiation of 1L therapy to
death/second line or loss to follow up.

» Multivariable Cox proportional hazards
models adjusted for age, sex, histology,
smoking status, and PD-L1 expression were
used to estimate hazard ratios (HR) with
95% confidence intervals (CI). Analyses
were restricted to prospective-like patients
sequenced prior to treatment initiation.
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