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DESCRIPTION

Paget’s disease of bone is a chronic disorder characterized by 
abnormal bone remodeling, leading to weakened and enlarged 
bones. First described by Sir James Paget in 1877, this condition 
affects approximately 1-2% of individuals over the age of 50, 
though its prevalence can vary by geographic region and 
ancestry. Despite its long history, Paget’s disease remains a 
complex condition with ongoing challenges in diagnosis and 
management. This perspective article delves into the current 
understanding of Paget’s disease, its clinical implications, and 
future directions in research and treatment.

Pathophysiology and clinical presentation

Paget’s disease involves excessive and disorganized bone 
remodeling, where the normal process of bone resorption and 
formation is disrupted. This leads to the formation of 
structurally abnormal bone, which can be weak and prone to 
fractures. The disease typically affects one or more bones, 
including the pelvis, spine, skull, and long bones.

Pathophysiology: The disease is characterized by increased 
osteoclastic bone resorption followed by excessive osteoblastic 
bone formation. This results in bone that is enlarged but 
structurally compromised. The underlying causes of Paget’s 
disease are not fully understood, but genetic factors, 
environmental triggers, and viral infections have been 
implicated. Mutations in genes such as SQSTM1 have been 
associated with hereditary forms of the disease.

Clinical presentation: Paget’s disease can be asymptomatic, with 
many individuals discovering the condition incidentally through 
imaging studies or elevated alkaline phosphatase levels. When 
symptoms do occur, they may include bone pain, deformities, 
and fractures. Common complications include osteosarcoma, 
arthritis, and hearing loss due to involvement of the skull.

Diagnosis and evaluation

Early diagnosis of Paget’s disease is important for effective 

management and prevention of complications. The diagnostic 
process typically involves:

Clinical assessment: A thorough medical history and physical 
examination are essential. The clinician will evaluate symptoms, 
family history, and potential risk factors. Physical examination 
may reveal bone deformities, tenderness, or signs of arthritis.

Laboratory tests: Elevated serum alkaline phosphatase is a key 
biomarker of increased osteoblastic activity and can suggest 
Paget’s disease. However, elevated alkaline phosphatase is not 
specific to Paget’s disease and can be seen in other conditions, so 
it must be interpreted in conjunction with other findings.

Imaging studies: Radiographic imaging is important for 
diagnosing Paget’s disease. X-rays can reveal characteristic bone 
changes such as cortical thickening, bone enlargement, and 
deformities. Bone scans using technetium-99m can help identify 
the extent and activity of the disease by highlighting areas of 
increased bone turnover.

Biopsy: In uncertain cases, a bone biopsy may be performed to 
confirm the diagnosis and rule out other conditions. 
Histological examination reveals the characteristic disorganized 
bone structure and increased number of osteoclasts.

Management strategies

Managing Paget’s disease involves addressing symptoms, 
preventing complications, and improving bone health. 
Treatment options include:

Pharmacologic therapy: Bisphosphonates, such as alendronate, 
risedronate, and zoledronic acid, are the mainstay of treatment. 
These medications inhibit osteoclast activity, reducing bone 
turnover and improving bone density. The choice of 
bisphosphonate and duration of treatment depend on the 
severity of the disease and response to therapy.

Calcitonin is another medication that can be used to reduce 
bone resorption. It is often reserved for patients who cannot 
tolerate bisphosphonates or require additional treatment.
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Novel therapeutics: Development of new medications and
treatment strategies is a priority. Research into alternative
bisphosphonates, anti-resorptive agents, and anabolic therapies
could offer improved efficacy and safety profiles.

Early detection and prevention: Improving early detection
methods and preventive strategies can help reduce the burden of
Paget’s disease. Research into biomarkers and imaging
techniques may enhance the ability to identify at-risk individuals
and intervene before significant complications arise.

Patient-centered approaches: A focus on patient-centered care is
essential for managing Paget’s disease. This includes addressing
quality of life, providing comprehensive support, and
incorporating patient preferences into treatment decisions.

CONCLUSION
Paget’s disease of bone remains a challenging condition with
significant implications for bone health and quality of life.
While advancements in diagnosis and treatment have improved
patient outcomes, ongoing research and innovation are
necessary to address the complexities of this disease. By
enhancing our understanding of Paget’s disease, we can better
manage its impact, develop targeted therapies, and improve the
overall well-being of affected individuals.
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Pain management: Analgesics and anti-inflammatory 
medications are commonly used to manage bone pain associated 
with Paget’s disease. Non-Steroidal Anti-Inflammatory Drugs 
(NSAIDs) and acetaminophen can provide symptomatic relief.

Surgical intervention: Surgery may be necessary for patients 
with severe complications, such as fractures, deformities, or 
osteosarcoma. Surgical options include corrective osteotomies, 
joint replacement, and tumor resection.

Monitoring and follow-up: Regular monitoring of disease 
activity and response to treatment is essential. This includes 
periodic assessments of serum alkaline phosphatase levels, 
imaging studies, and clinical evaluations. Adjustments to 
therapy may be required based on disease progression and 
patient response.

Future directions and research

Research into Paget’s disease is ongoing, with several key areas of 
interest:

Genetic and molecular research: Understanding the genetic 
and molecular mechanisms underlying Paget’s disease is crucial 
for developing targeted therapies. Advances in genetic research 
may reveal new insights into disease pathogenesis and potential 
therapeutic targets.
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