Molecular subtypes identified in lung adenocarcinoma using a large-scale, real-world dataset
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SUMMARY

e This study highlights the heterogeneity of LUAD, revealing patient states with distinct mutational
landscapes, tumor microenvironment (TME) profiles, and clinical outcomes in a real-world setting.

e Future work Is needed to explore how these subtypes may inform strategies for disease management
and new treatment modalities.

INTRODUCTION

e Despite advances in targeted and immuno-oncology (10)
therapies, lung adenocarcinoma (LUAD) remains a high
unmet clinical need due to its complex molecular landscape.

e Previous studies have focused on early-stage disease with

smaller patient populations to identify molecular subtypes in

LUAD.

e This study characterized the molecular profiles and clinical
features of LUAD patient tumors from a large real-world
dataset (RWD) containing early and late-stage patients as
well as primary and metastatic sites.

METHODS

e Molecular subtyping was performed using non-negative
matrix factorization (NMF) on Tempus RWD RNA-seq data

RESULTS

Figure 1. Identification of six distinct molecular
subtypes in LUAD

Figure 4. LUAD molecular subtypes exhibit unique
TME profiles

Figure 2. The molecular C5 subtype exhibits the poorest
prognosis among LUAD patients
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Molecular subtype identification and characterization using de-identified
clinical and genomic records from LUAD patients profiled with Tempus’
targeted DNA and whole-transcriptome RNA assays.
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Genome Atlas Research Network (Nature 2014). (c) Clinical
characteristics of the molecular subtypes in Tempus LUAD RWD.

(c) Over-representation analysis showing z-scores for enriched mutations.
Size indicates significance, and color reflects magnitude of enrichment. (d)
Oncoplot of alteration prevalence in the C5 molecular subtype.
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subtype WGCNA gene modules with the prediction probability for the
C5 molecular subtype assignment in (a) PDOs and (b) CCLE cell lines.
Spearman correlation coefficients (r) and p-values are shown.
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