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Effects of cytokines on IgA1 O-glycosylation in IgAN and its related mechanisms
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[Abstract ] Objective To investigate the effects of cytokines on IgA1 O-glycosylation in IgAN patients and to analyze the re-
lated mechanisms. Methods 35 IgAN patients who were admitted to the Department of Nephrology, General Hospital of Xinjiang
Military Region from April to October 2017 were selected as [gAN group, and 15 healthy volunteers who were admitted to our hospital at
the same time were recruited as Controls group. The co-culture of IgA1-secreting cells from IgAN and Controls co-cultured with cyto-
kines to observe the effects of cytokines on IgAl O-glycosylation and the differences in cytokines on the activity of C1GalTl and
ST6GalNAc-1I and the expression of genes; SIRNA knockdown technique was used to interfere with the expression of C1GALT1 and / or

ST6GALNAC2 in IgAl-secreting cells from IgAN patients and healthy controls respectively to verify the correlation between cytokines;

The hypothesis-based in vitro assay was developed to further

BT . Jisg 58 HIGX A RFE3L4 (2015211C236) elucidate the mechanism by which cytokines affect IgAl
EE BAL:200433 L0l MR PRI e R (BT T 20 O-glycosylation in IgAN patients. Results 11.-6 significantly
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significantly increased the secretion of IgA1-galactose in both groups. The effect was more significant (P<0.01). IL-6 significantly in-
creased the activity of STGGalNAc-II ( P<0.05) and significantly decreased the activity of C1GalT1 (P<0.01) ;IL-6 significantly in-
creased the expression of STOGALNAC2 gene and significantly decreased the expression of CIGALT1 and COSMC genes ( P<Consistent

with the measured changes in enzyme activity. The efficiency of siRNA interference technology reduced the mRNA level of each gene by

65-75%. C1GALT1 knockdown significantly promoted the lack of IgA1-galactose secretion in IgAN patients and healthy control cells (P

<0.05) , while knockdown of STOGALNAC2 was only significantly reduced The amount of IgA1-galactose secreted by IgAN patients

was similar to that of healthy controls (P<0.05). Effective galactosylation of IgA1 O-glycans can be substantially reduced by premature

sialylation.

Conclusion The cytokine IL-6 up-regulates IgA1 O-glycosylation in IgAN patients by modulating the activity and gene

expression of STOGALNAC2 and C1GALTI in patients with [gAN, thereby increasing the formation of immune complexes and leading to

disease progression and “hyper-biasedization” of GalNAc¢ may be a mechanism of IgA1 O-glycan galactose deficiency in IgAN patients.
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