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Introduction: Malignant pleural mesothelioma (MPM) is an aggressive thoracic cancer caused by the 
exposure to asbestos. Routine clinical blood biomarkers to detect the cancer early or to stratify patients on 
their prognosis are currently missing. In our work, we have verified a multivariate targeted proteomics 
signature for the detection of MPM from the blood (1). The original signature composed of seven N-linked 
glycopeptides was identified in previous work in cell lines and blood. A reduced version of the signature 
composed of six N-linked glycopeptides was investigated in the current work in cohorts of MPM patients 
and asbestos exposed donors.  
 
Methods: We have applied selected reaction monitoring (SRM) targeted proteomics in serum samples from 
a multicenter cohort of more than 400 MPM patients and asbestos exposed donors. Samples were 
processed on 96-well plates to enrich for N-linked glycopeptides.   
  
Results: The biomarkers composing the signature did not present apparent functional or physical relation, 
highlighting the unbiased approach of a proteomics strategy for biomarkers identification. The integration 
of the biomarkers into a multivariate signature increased the discriminatory accuracy compared of using a 
single biomarker at a time, highlighting the power of the multiplexed biomarkers strategy. The signature 
produced AUC (area under the receiver operating characteristic curve) of 0.738 for discriminating MPM and 
asbestos exposed donors. For early stage MPM patients (stage I/II) the AUC was 0.765 and the negative 
likely-hood ratio was 0.11, underlying the sensitivity of the multivariate biomarkers signature. Furthermore, 
the signature presented prognostic potential among the MPM patients.    
 
Conclusion: The multivariate biomarkers strategy based on targeted proteomics has important potential for 
MPM diagnostics from the blood.  
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