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            Abstract
Paget's disease of bone (PDB) is a common disorder characterized by focal abnormalities of bone remodeling. We previously identified variants at the CSF1, OPTN and TNFRSF11A loci as risk factors for PDB by genome-wide association study1. Here we extended this study, identified three new loci and confirmed their association with PDB in 2,215 affected individuals (cases) and 4,370 controls from seven independent populations. The new associations were with rs5742915 within PML on 15q24 (odds ratio (OR) = 1.34, P = 1.6 Ã— 10âˆ’14), rs10498635 within RIN3 on 14q32 (OR = 1.44, P = 2.55 Ã— 10âˆ’11) and rs4294134 within NUP205 on 7q33 (OR = 1.45, P = 8.45 Ã— 10âˆ’10). Our data also confirmed the association of TM7SF4 (rs2458413, OR = 1.40, P = 7.38 Ã— 10âˆ’17) with PDB. These seven loci explained âˆ¼13% of the familial risk of PDB. These studies provide new insights into the genetic architecture and pathophysiology of PDB.
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                    Figure 1: Loci for susceptibility to PDB detected by GWAS.[image: ]


Figure 2: Regional association plots of loci showing genome-wide significant association with PDB.[image: ]


Figure 3: Forest plots showing association in the different datasets for SNPs at 7q33, 8q22.3, 14q32.12 and 15q24.1.[image: ]


Figure 4: Cumulative contribution of genome-wide significant loci to the risk of PDB.[image: ]
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