
Cardiac Involvement in Paget’s Disease of Bone: 



3.1. TASK 1: Clinical, Epidemiological, and Genetic Characterization of Paget’s Disease of Bone: 





Paget’s Disease of Bone (PDB) is a common chronic disorder of bone metabolism 

and it’s considered a high bone turnover 
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Schematic overview of the main environmental, genetic, local, and epigenetic factors contributing to Paget’s



s in an “high flow” heart failure and 

there’s a



This project was designed to provide an integrated characterization of Paget’s Disease 

Italian Registry of Paget’s Disease of Bone, one of the largest 
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Paget’s disease of bone (PDB) is a chronic disorder of bone remodeling characterized 



characterization of Paget’s disease in the Italian population, assessing its clinical 





“High Flow Heart failure” that is characterized 

processes underlying cardiac involvement in Paget’s disease, their limitations must be 
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Paget’s disease, and early identification of cases enables observation of these effects 
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effects are observed in human Paget’s disease of bone (PDB) patients carrying the 
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Characterization of Paget’s Disease of Bone: Insights from the 

the Italian Registry of Paget’s Disease of 
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Adult patients (≥18 years) with a confirmed diagnosis of 
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analysis of the E/A ratio: a low ratio (≤0.8 with low E) typically indicates impaired 
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E/e′ (average septal and lateral) estimates LV filling pressures. Values >14 suggest 

hese three parameters provide complementary perspectives: E/e′ for current 



: transmitral inflow appears “normal” but additional 
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of early diastolic blood flow across the mitral valve. e′, velocity of mitral annulus at early diastole. TR, tricuspid 
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Most common sites: pelvis (≈ 60–70%), spine (≈ 35–40%), femur (≈ 30–
35%), skull/tibia (≈ 20–
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diagnostic evaluation for Paget’s Disease of Bone (PDB), accounting for 44% of first 





severity of Paget’s Disease of Bone, observed across birth cohorts spanning from the 
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tations Identified in the Italian Registry of Paget’s Disease of Bone

(NGS) of candidate genes known to be associated with Paget’s disease, including 
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Overall, these findings confirm the genetic heterogeneity of Paget’s disease in the 
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atherosclerosis, and valvular disease in patients with Paget’s disease (PDB) compared with controls from the Siena 
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stratified analysis revealed important trends: among PDB patients ≥70 years 





Figure 19. Distribution of cardiac remodeling patterns in patients with Paget’s Disease of Bone (PDB) compared to age

E/e’ average (10.5 ± 2.3 vs. 7.9 ± 1.8, p < 0.0001) and LAVI (33 ± 11.3 vs. 29 ± 9.6 



presented increased values of LAVI and E/e’ avg (p<0.0001) . PDB
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Paget’s Disease of 

Elevated average E/e′ , increased left atrial volume index (LAVI), and abnormal mitral 
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of the measles virus nucleocapsid gene and the SQSTM1/p62(P392L) mutation to Paget’s 
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onset Paget’s disease of bone with giant cell tumors. –
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