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85% NSCLC

70% is diagnosed at stage 

III (locally advanced) or 

stage IV (metastatic) 
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Elevated systemic levels of CXCL13 have been associated with

metastatic progression, poor prognosis, and resistance to

immunotherapeutic approaches.
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Plasma levels of CXCL13 may be associated

with primary resistance to immunotherapy

and could potentially serve as a non-invasive

biomarker of clinical outcomes.

CXCL13/CXCR5 axis is key in tumor-immune processes
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Cytokine array



23%

PIR

77%

Non-PIR
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3-month PFS = 76.8% (95%CI = 82.4-69.6) 
24-month PFS = 20.6% (95%CI = 27.0-14.9)
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HR IC95%=2.32 (1.28-4.20)

p=0.0007

High levels of CXCL13 after IO are associated with PIR and poor prognosis in metastatic NSCLC…
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…independently of ECOG, type of treatment, and treatment line
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Klein, S. et al. Sex differences in immune responses. Nat Rev Immunol  (2016)
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Low male vs. Low female p=0.471
High male vs. Low female p=0.001

Low male vs. Low female p=0.158
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Female are mainly BS2 CXCL13 low patients, with survival rates were similar to low BS2 CXCL13 male
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Is CXCR5 expressed by NSCLC tumor cells?

Which immune cells express CXCR5?
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Is CXCR5 expressed by NSCLC tumor cells?
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Which immune cells express CXCR5?
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CXCR5 is absent in tumor cells and predominantly expressed in B cells (both in tissue and blood)
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High levels of CXCL13 after IO are associated with PIR

Flow cytometry Cytokine array
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Elevated BS2 plasma levels of CXCL13 are associated with an altered peripheral B cell immunophenotype

MADURATION STATUS
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B)

Elevated levels of CXCL13 are associated with T cell dysregulation and increased inflammatory

cytokine profile
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PIR
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Non-PIR
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3-month PFS = 100% (95%CI = NE) 
24-month PFS = 64.8% (95%CI = 77.9-47.0) 
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High CXCL13 plasma levels after first cycle of IO are a PIR biomarker in locally advanced NSCLC

VALIDATION OF CXCL13 AS A PROGNOSTIC BIOMARKER
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Elevated plasma levels of CXCL13 after the first cycle of IO are associated with primary IO resistance (PIR) in

NSCLC patients, as well as increased systemic inflammation characterized by an immature and exhausted immune

system, highlighting its promising role as an early biomarker for predicting PIR.
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