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Abstract: Membranous nephropathy (MN) is a disease with an etiology and pathogenesis that are still not fully

understood, despite the discovery of over 10 new antigens. Antibodies in serum against them are not always

detected, and they can also be positive not only in primary (pMN) but also in secondary membranous

nephropathy (sMN). PLA2R still remains the most common antigen corresponding to pMN, which is also

episodically detected in cases of sMN. Data of 102 patients with MN and their comorbidities are evaluated in

order to establish correlations and it was found that chronic diseases of the thyroid gland, liver and lung are the

most common comorbidities found. The patients are separated into three groups in accordance with their

immunological and pathomorphological findings, as follows: pMN, idiopathic MN (iMN) and sMN. From another

study of 79 patients with MN, it was found that the relative share of patients with diabetes is significantly higher

in the iMN. A logical question arose: What do these diseases and MN have in common? The answer is: PLA2R in

pMN and chronic subepithelial inflammation in iMN, influenced by the presence of diabetes mellitus and NSAID

intake. PLA2R gene is located on Chromosome 2 and the cell type enrichment of the selected gene is found in

podocytes; thyroid glandular cells, cholangiocytes and NK cells (lungs). Chronic inflammation at sites that

express PLA2R can lead to the formation of antibodies against PLA2R; these antibodies are deposited in the

subepithelial space. However, this alone is insufficient, we need conformational changes in the structure of

PLA2R in kidney and further epitope spreading in order to establish MN as a new distinct disease entity.
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