
TABLE 1. Clinical presentation and evolution over time of patients with normocalcemic hyperparathyroidism

Author Year
Total 

patients

Median 
follow-up 
(years)

25-OHvitD  
measurement 

Patients characteristics at 
diagnosis Disease progression at follow-up

Silverberg1 2003 22 1 Yes 10 (45.5%) osteoporosis,  
1 (4.5%) fragility fracture, 
3 (14%) kidney stone 

3 (14%) developed hypercalcemia.  
Others features were not evaluated

Tordjam17 2004 32 4 Yes 12 (46%) osteoporosis at 
lumbar spine and  
9 (36%) at hip,  
3 (9%) nephrolitiasis

12 underwent surgery. 20 who did not 
undergo surgery did not develop hypercal-
cemia/hypercalciuria. Other features were 
not evaluated

Lowe18 2007 37 3 Yes 27 (73%) low BMD,  
21 (57%) osteoporosis,  
4 (11%) fragility fracture, 
5 (14%) nephrolitiasis

7 (19%) developed hypercalcemia, 1 (3%) 
kidney stone, 1 (3%) fracture, 2 (5%) 
marked hypercalciuria, 4 (11%) new osteo-
porosis, 6 (16%) had >10% BMD loss 

*BMD: bone mineral density.
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fragility fracture. Osteoporosis was more common at 
the lumbar spine and hip than at the distal radius, 
in contrast to classical PHPT where preponderance 
of bone density loss is observed more often at the 
cortical radius. In this cohort, 40% of the patients 
showed evidence of progressive hyperparathyroid 
disease, developing nephrolithiasis, (3%) marked 
hypercalciuria (5%) or progressive cortical bone 
loss, (29%) and even fractures. (3%) Moreover, 7 
individuals (19%) developed hypercalcemia during 
the follow-up, and it was observed that those with 
the highest average serum calcium concentrations 
and those who were somewhat older were more 
likely to develop hypercalcemia. The authors raise 
the possibility that these patients’ condition may 
represent the earliest form of the symptomatic state 
rather than an early asymptomatic hyperparathyroid 
state. On the other hand, they also observed that a 
considerable number of patients with the longest 
follow-up (8 years) did not show evidence of disease 
progression and may never develop the more typical 
hypercalcemic phenotype of the disease. 

Another observational study by Tordjam et al 
evaluated 32 individuals with NCHPT.17 Several 
patients had vitamin D deficiency and significant 
hypercalciuria, but PTH levels remained high after 
these issues were addressed. Moreover, in 17 patients, 
the diagnosis of hyperparathyroidism was made after 
the finding of decreased bone mass during routine 
bone densitometry and 3 patients had nephrolithiasis 
at baseline evaluation. Twelve of the normocalcemic 

causes for increased PTH concentration have been 
carefully ruled out. However, some patients with 
NCHPT are diagnosed because of fragility fracture, 
nepholitiasis, hypercalciuria, high serum PTH values 
or an incidental discovery of an enlarged parathyroid 
on cervical ultrasonography.3,16 

It is unknown if NCHPT is an indolent disease or 
if it may have an impact similar, to a certain extent, 
to that of classic primary hyperparathyroidism as a 
consequence of chronically elevated levels of circulat-
ing PTH. There are few studies available that have 
evaluated the long-term evolution of this entity and 
they present inconclusive data regarding the progres-
sion and the clinical consequence of this condition1,17-18 
(Table 1). Moreover, in several studies secondary 
causes of PTH elevation have not been rigorously 
excluded.15-19 Recently, Silverberg and Bilezikian have 
demonstrated that patients with NCHPT are at risk 
of disease progression, further developing features 
of classical hyperparathyroidism in certain cases, 
such as low bone mass, fragility fracture and kidney 
stones. Data also suggest that some of these patients 
will become hypercalcemic over time.1,18

In a major observational study by Lowe et al in 
which causes of secondary hyperparathyroidism were 
ruled out, 37 patients who met the criteria of NCHPT 
were followed up for a mean of 3yrs (range, 1-8yrs).18 
At the initial evaluation, most of the patients had 
clinical features of classical PHPT: 57% had osteopo-
rosis in at least one site, 14% nepholitiasis and 11% 




