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RESULTS

In patients with advanced non-small-cell lung cancer (NSCLC) treated with 

immune checkpoint inhibitors (ICIs), RECIST 1.1 may fail to fully capture 

biologically relevant response patterns. Integrating tumor burden (TB) 

dynamics with systemic immune-inflammatory features could significantly 

improve prognostic stratification and clinical management.

METHODS AND PATIENT POPULATION

Study Design

Patient Population

Correlations between radiological tumor burden (TB) and blood immune-inflammatory profile
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Baseline (T0) TB showed significant direct correlations with CD14⁺ cells, including CD14⁺PD-1⁺ cells expressing the inhibitory PD-1 receptor (A), and with pro-inflammatory mediators, 

including IL-6 and sPD-L1 (B), while showing inverse associations with T regulatory cells and total lymphocytes (A). Dynamic analysis of TB variation from T0 to T1 (ΔTB) revealed that 

TB increase significantly correlated with higher T1 IL-6 levels and expansion of CD19⁺PD-1⁺ B cells and CD14⁺ cells (C). Moreover, ΔTB was directly correlated with expansion of 

circulating NKPD-1⁺ and CD14⁺PD-1⁺ populations (D).

Correlations between radiological tumor burden (TB) and clinicopathological features

Baseline (T0) radiological tumor burden (TB) showed significant direct associations with a higher number of metastatic sites (A) and adverse systemic inflammatory and nutritional 

profiles, including poor CONUT and LIPI scores, lower serum albumin levels, and higher dNLR (B-E).
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Impact of radiological tumor burden variation (ΔTB) on survival outcome
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ROC analysis identified an optimal TB reduction cut-off of -15.7% (AUC: 0.618; Sensitivity: 0.671; Specificity: 0.697) to distinguish "Good" (n=53) from "Bad" (n=64) responders. Good 

Responders achieved significantly superior survival outcomes compared to Bad Responders both in terms of PFS (A) and OS (C). In multivariable analysis, adjusting for main 

clinicopathological factors, TB variation remained an independent prognostic factor for both PFS (B) and OS (D), alongside PD-L1 expression.

Blood immune-inflammatory profiles according to radiological tumor burden variation (ΔTB)

Bad Responders were characterized by a significant expansion of the 

myeloid compartment, showing increases in CD14⁺ monocytes (A) and 

persistence of higher CD19⁺PD-1⁺ B cells (B). Good Responders were 

distinguished by a greater induction of CD8⁺Ki67⁺ T lymphocytes (C). 

Furthermore, higher levels of IL-6 (D) were present in Bad Responders, 

whereas Good Responders displayed elevated IFNγ (E) and IL-12 (F). 
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TB dynamics, using a threshold of −15.7%, independently stratified PFS and OS in advanced NSCLC treated with ICIs. The distinct immune trajectories observed in Good versus Bad Responders - characterized by 

CD8⁺ T-cell activation versus myeloid/B-cell expansion - support the integration of radiological tumor burden dynamics with systemic immune profiling to refine response assessment beyond RECIST 1.1.

CONCLUSION
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