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Increased levels of PTH can be 
explained by more parathyroid 
cells and/or a loss of sensitivity 

to the calcium-dependent 
suppression of PTH secretion 
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Primary hyperparathyroidism 
(PHPT) is a common disorder in 

which parathyroid hormone (PTH) is 
secreted in excess from the parathyroid 
glands. The clinical presentation 
varies from asymptomatic disease to 
symptomatic disease with skeletal and 
renal complications.

The classic presentation of PHPT is characterized 
by increased levels of serum calcium and PTH, but 
PTH levels can remain in the normal range. A newer 
presentation of PHPT in which serum calcium levels 
are normal, but in which PTH levels are consistently 
increased, has recently been recognized as a 
clinical entity. PHPT is often associated with skeletal 
abnormalities ranging from reduced bone mineral 
density to osteitis fibrosa cystica (a condition 
associated with bone loss, excessive fibrosis of 
the collagen matrix, brown tumours and bone 
cysts) and fractures. Increased calcium filtration in 
the kidney predisposes some patients to developing 
kidney stones. Peptic ulcer disease used to be 
considered a frequent complication but is now 
rarely observed. Finally, PHPT can be associated 
with cardiovascular and neuropsychiatric 
complications, but the aetiological relationship  
to PHPT remains uncertain.

Many patients with PHPT 
complain of nonspecific 
neuropsychiatric symptoms, such 
as easy fatigability, weakness, 

malaise, somatization, lack of 
mental clarity, sleep disturbance, 
anxiety and depression. The 
association between these 

symptoms and PHPT 
remains elusive, as is their 
improvement following 
parathyroidectomy. 

Surgical removal of the 
affected parathyroid 
gland (or glands) — 
parathyroidectomy — is 

the treatment of choice for those who 
meet surgical criteria. It typically involves 

a minimally invasive, image-guided operation 
under local anaesthesia. Surgery has a high 

success rate (~98%) and is low risk. The procedure 
should be considered for all patients with 
symptomatic disease and asymptomatic patients 
with subclinical disease who meet surgical criteria. 
Non-surgical management includes ensuring 
adequate calcium intake, maintaining normal 
vitamin D levels and, in special situations, the use  
of calcimimetics or antiresorptive agents.

The incidence of PHPT 
shows considerable sex 
and ethnic differences. 
A study in the United 
States showed that black 
people are most at risk, 
followed by white, Asian-
American and Hispanic 
populations. Chinese patients 
often develop PHPT at an earlier 
age (51 years) than Americans (66 years). The 
incidence of PHPT is always higher in women 
than in men, regardless of ethnic background. 
In Sweden, for example, the prevalence of PHPT 
is 1.6% in women and 0.3% in men. Since the 
introduction of serum biochemistry analysis in 
routine screening programmes in North America 
and Europe, PHPT is more frequently diagnosed 
at an asymptomatic stage. In other regions, where 
routine biochemical screening is not common, the 
symptomatic type still predominates.
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PHPT is usually 
caused by a single 
benign adenoma 

(>90% of patients)
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Multiglandular 
disease occurs in 5–10% 

of patients, is usually polyclonal 
and is typically observed in familial 

syndromes. Identification of genes involved in 
these inherited forms has been instrumental  

in the understanding of parathyroid tumorigenesis.

Parathyroid 
carcinomas are 

very rare

PTH

It is 
important to 

note that patients 
who are identified 
through screening 
and are invariably 

asymptomatic, can still 
have target organ 

involvement
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