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OBJECTIVES METHODS

IgA nephropathy (IgAN), the most
common form of primary
glomerulonephritis, 1s a complex genetic
disease.

Deglycosylated IgA1l, which i1s inherited
in familial and sporadic IgAN, has a
central role 1n the pathogenesis of the
disease and 1s considered an intermediate
phenotype.

We aimmed to 1dentify genetic loci
harboring genes that underlie
deglycosylated IgAl serum levels 1n

familial IgAN.

We genotyped 26 families of South Italian ancestry from the European IgAN
Consortium (EIC) with the Illumina HumanCytoSNP-12 BeadChip. Individuals with
more than 5% missing genotypes and more than 5% Mendelian errors were excluded.
Markers that failed the Hardy-Weinberg test (P<I1E- 6) and those with MAF<0.05 were
excluded. Genotyping errors were also detected and removed using Merlin.

Total IgA levels 1n serum were measured 1in duplicate using ELISA. Gal-deficient IgA 1
levels were detected by binding of the lectin, HAA (Sigma-Aldrich), which 1s specific
for terminal GalNAc. After quality control and pedigree corrections, 164 individuals
(40 affected) and 227,114 SNPs were available for analyses.

Deglycosylated IgA1 serum levels were analyzed as quantitative trait with gender, age
and total IgA levels as covariates using Merlin.
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Five quantitative trait loc1 (QTL) were 1dentified:
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1) Chromosome 1g41 (LOD = 1.8) which includes UDP-N-
acetyl-alpha-D-galactosamine:polypeptide N
acetylgalactosaminyltransierase 2 (GALN12) gene

2) Chromosome 3g28 (LOD = 2.5) which includes tumor
necrosis factor (ligand) superfamily, member 10 (TNFSF10)
and UDP-GlcNAc:betaGal beta-1,3-N-
acetylglucosaminyltransferase 5 (B3GNT)) genes

3) Chromosome 5g23 (LOD =2.4)

4) Chromosome 9q34 (LOD = 3.8)

5) Chromosome 12pl13 (LOD = 2.9)
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These results suggest that different key genes are specifically involved 1n determining
the levels of deglycosylated IgAl 1n serum of IgAN patients. We dectected QTL
encompassing previously identified candidate genes such as I'NIFSF10, GALNT2 and 6)
B3GNT35. Further evaluation of their associated pathways can provide novel insight
into the pathogenesis of IgAN and a valuable aid to identify potential therapeutic
targets.
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