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Recent advances in proteomics facilitated the development of selective, sensitive, and reproducible 

assays for quantification of low-abundance proteins in biological samples [1-2]. Here, we will 

present the development of immunoaffinity–mass spectrometry (IA-MS) assays for quantification 

of the endogenous polyclonal antibodies in blood serum and characterization of antibody isotypes 

(IgG, IgA, IgM, IgE, IgD) and subclasses (IgG1-4, IgA1-2). IA-MS assays revealed relatively high 

levels (>1 µg/mL IgG1) and pathogen-specific diversity of serum polyclonal antibodies against 

SARS-CoV-2 [3] and Respiratory Syncytial Virus [4] antigens. Autoantibodies against prostate-

specific antigens were detected at substantially lower levels (<10 ng/mL). Profiling of the 

repertoire diversity of variable chains revealed the use of several dozen IGHV genes in polyclonal 

antibody response. The presented IA-MS assays will facilitate the comprehensive characterization 

of the endogenous polyclonal antibodies, rational design of serological testing, and precision 

approaches in immunology. 
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