Hybrid High-Depth Plasma Fragmentomics Improves EGFR Classification in
Non-Small Cell Lung Carcinoma

IASLC 2026 World
Conference on Lung Cance

Tien-Dung Bui, Yung-Feng Lin, Chao-Hua Chiu, Shih-Feng Tsai, Nguyen-Quoc-Khanh Le, Teh-Ying Chou (SEPTEMBER 12 - 15, 2026

INTRODUCTION METHODS

Cohort: 146 patients with paired tissue EGFR testing and plasma cfDNA

hybrid high-depth sequencing.

e Fragmentomics: Features derived from targeted-panel and WES-only
regions.

e Models: VCF-only, fragmentomics-only, and combined VCF +
fragmentomics.

o Evaluation: Repeated stratified 5-fold cross-validation with out-of-fold

predictions. ROC-AUC, AP, and FPR < 0.05.

o Plasma cfDNA EGFR genotyping is widely used in
NSCLC, but false-negative plasma results remain
clinically important.

Fragmentomic features embedded in high-depth plasma
sequencing may provide complementary information

beyond conventional variant calling.

Objective: To determine whether hybrid high-depth
plasma fragmentomics improves tissue EGFR
classification and identifles missed positives among
plasma VCF-negative patients.
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