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Background Proteomics signature generation

Immune checkpoint inhibitors (ICls) have revolutionized NSCLC management, yet patient In a previous study (Bar et al., 2024), we identified three plasma proteomic signatures linked to
responses remain heterogeneous, with many developing primary or acquired resistance. Real-time, drug engagement, T-cell activation, and other treatment dynamics in metastatic NSCLC patients
minimally invasive monitoring is essential for optimizing immunotherapy outcomes in cancer treated with PD-(L)1 inhibitors. The longitudinal classifier signature, derived by aptamer-based

treatment. While circulating tumor DNA (ctDNA) provides a direct molecular measure of tumor profiling of paired pre- and early on-treatment samples (n = 225), emerged as a key marker of
burden, plasma proteomics offers complementary systemic insights into tumor biology, immune treatment dynamics and clinical outcome.
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Monitoring NSCLC immunotherapy response using plasma proteomic signatures
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ctDNA vs plasma proteomics (matched subset) Plasma proteomic-based longitudinal classifier shows
significant agreement with RECIST evaluation
In a subset of 22 patients (56 matched samples), ctDNA analysis was conducted alongside
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Conclusions
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- Plasma proteomics enables real-time monitoring of NSCLC patients treated with immune OV OF SIONEY KIVIEL MEDICAL COLLEGE
checkpoint inhibitors.
- The longitudinal classifier allows early detection of non-response, preceding standard imaging.

- Integrating proteomic and ctDNA analyses may provide a more comprehensive framework for Northwestern
precision immunotherapy management. I\/Iedicine® . ONCOHOST
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