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DC-SIGN and VDR polymorphisms are associated with chronic
form of paracoccidioidomycosis with oral manifestations
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1 | INTRODUCTION
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Summary

Paracoccidioidomycosis (PCM) is a granulomatous disease caused by fungi of the
species complex of the Paracoccidioides genus. One of the main clinical manifesta-
tions of PCM is the presence of oral lesions with the presence of epithelioid granulo-
mas. In this work, we aimed to evaluate the frequency of SNPs in the TNF-a, JAK1,
VDR, DC-SIGN and FcyRlla genes in patients with chronic PCM and verify possible
association of these SNPs with the organisation pattern of the granulomas in the oral
lesions. A total of 66 samples of DNA were obtained from oral lesions biopsies and
106 DNA samples were obtained from healthy individuals. The individuals were gen-
otyped for SNPs in DC-SIGN (rs4804803), FcyRlla (rs1801274), JAK1 (rs11208534),
TNF-a (rs1800629) and VDR (rs7975232) by real-time PCR and allele discrimination
method. Granulomas were classified as loose or dense according to the histological
pattern. In the VDR (rs7975232), the CC genotype (P < 0.001, OR =594, 95%
Cl = 2.07-17.05), and the C allele (P = 0.027, OR = 2.71, 95% Cl = 1.07-6.86), as well as
the GG genotype in DC-SIGN (rs4804803) (P = 0.032, OR: 3.76, 95%, | = 1.06-13.38)
are associated with an increased risk of oral PCM. Our data indicate that VDR and
DC-SIGN genetics variations are related to the susceptibility of oral PCM in the group

of patients analysed.
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and intense inflammatory infiltrate with the formation of epithelioid
granulomas, which represent a cellular immune response to prevent

Paracoccidioidomycosis (PCM) is an endemic systemic mycosis
in Latin America caused by the dimorphic fungi of the complex
of species of the genus Paracoccidioides.* PCM is primarily mani-
fested by chronic pulmonary involvement and often associated with
cutaneous-mucosal involvement.? The clinical forms presented by
the disease can be summarised as acute and chronic, and the latter
form is more frequent in adults.

The oral lesions of patients with PCM are present in approxi-
mately 80% of the cases of the disease in their chronic form.®

Histologically, the oral lesions present hyperplastic epithelial tissue

the dissemination of the fungus. It is common to classify granulo-
mas according to the type of organisation in the tissue, which may
indicate the extent of the disease: loose type granulomas are ob-
served in severe and widespread cases, and dense granulomas are
observed in localised and moderate cases of the disease.*>

In more severe forms of the disease, there is a decrease in the
cellular immune response and consequently a decrease in Thl cy-
tokine production. The observed high levels of IL-4, IL-5, IL-10 and
TGF-f are associated with a Th2 immune response, which is cor-

related with a suppressive action of granuloma.5
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