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Abstract: Aim: This guideline (GL) is aimed at providing a clinical practice reference for the
management of sporadic primary hyperparathyroidism (PHPT) in adults. PHPT management in
pregnancy was not considered.

Methods: This GL has been developed following the methods described in the Manual of the
Italian National Guideline System. For each question, the panel appointed by Associazione
Medici Endocrinology (AME) and Societa Italiana dell’Osteoporosi, del Metabolismo Minerale
e delle Malattie dello Scheletro (SIOMMMS) identified potentially relevant outcomes, which
were then rated for their impact on therapeutic choices. Only outcomes classified as “critical”
and “important” were considered in the systematic review of evidence. Those classified as “crit-
ical” were considered for the clinical practice recommendations.

Results: The present GL provides recommendations about the roles of pharmacological and
surgical treatment for the clinical management of sporadic PHPT. Parathyroidectomy is recom-
mended in comparison to surveillance or pharmacologic treatment in any adult (outside of preg-
nancy) or elderly subject diagnosed with sporadic PHPT who is symptomatic or meets any of
the following criteria:

e  Serum calcium levels >1 mg/dL above the upper limit of normal range.

e  Urinary calcium levels >4 mg/kg/day.

e  Osteoporosis disclosed by DXA examination and/or any fragility fracture.
e  Renal function impairment (¢GFR <60 mL/min).

e  Clinic or silent nephrolithiasis.

e Age <50 years.

Monitoring and treatment of any comorbidity or complication of PHPT at bone, kidney, or
cardiovascular level are suggested for patients who do not meet the criteria for surgery or are
not operated on for any reason. Sixteen indications for good clinical practice are provided in
addition to the recommendations.

Conclusion: The present GL is directed to endocrinologists and surgeons - working in hospitals,
territorial services or private practice - and to general practitioners and patients. The recommen-
dations should also consider the patient’s preferences and the available resources and expertise.
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1. INTRODUCTION
1.1. PHPT Definition and Epidemiology

Primary hyperparathyroidism (PHPT) is due to the au-
tonomous hypersecretion of parathyroid hormone (PTH)
with a reduction of the serum calcium inhibitory feed-back.

PHPT is the third most common endocrine disease and
the most frequent cause of hypercalcemia in outpatients.
PHPT is sporadic in 90-95% of cases and is originated by a
single adenoma in 85% of patients and by a multiglandular
disease in the remaining individuals. This guideline (GL)
will not address the hereditary or genetic forms of PHPT or
PHPT due to parathyroid carcinoma or atypical adenoma.

The epidemiologic profile of PHPT has changed in the
last decades. Currently, the estimated incidence is
20/100,000/year, and the prevalence in the general popula-
tion is 0.1-0.4%. The disease is more frequent in women,
with a female-to-male ratio of 3:1, and the age peak is in the
seventh decade [1, 2].

In Western countries, the clinical presentation changed in
the last decades due both to the inclusion of serum calcium
determination in multichannel automated assays and the in-
creasing diffusion of the screening for osteoporosis [1, 2].

These factors resulted in the frequent finding of mild and
asymptomatic conditions. Thus, presently, two main clinical
presentations are diagnosed:

e Symptomatic PHPT 1is associated with clinically
overt complications involving the target-organs
of serum PTH excess, mainly the bone (skeletal
fractures and brown tumors) and kidney (nephrolithia-
sis).

e Asymptomatic PHPT, detected by routine blood
tests and no clinical evidence of disease. Asymptomatic
PHPT includes complicated and uncomplicated
conditions, according to the presence or absence
of a clinically inapparent involvement of the target-
organs.

As a further consequence of the generalized screening for
osteoporosis, the condition of normocalcemic PHPT was
recently described. Normocalcemic PHPT is characterized
by the association of increased serum PTH levels with per-
sistently normal serum calcium levels (anyhow measured) in
the absence of any cause of secondary hyperparathyroidism.
As the definition of this clinical entity is still a matter of de-
bate, the management of normocalcemic PHPT will not be
addressed in this GL [3, 4].


http://crossmark.crossref.org/dialog/?doi=10.2174/0118715303260423231122111705&domain=pdf

Italian Guidelines for Hyperparathyroidism

1.2. PHPT Clinical Aspects

Currently, in Italy, most PHPT patients present with
asymptomatic mild hypercalcemia (<12 mg/dL), while mod-
erate or severe hypercalcemia (12-14 mg/dL or higher than
14 mg/dL, respectively) rarely occur.

The classic targets of PTH excess are bone and kidney.
While brown tumors are rarely detected, the findings of re-
duced bone mass, osteoporosis, and fragility fractures -
mostly at the cortical level and asymptomatic [5, 6] - are
frequent [7, 8]. Their prevalence is reported as high as 50-
60% and is even higher in post-menopausal women [9].
Fracture risk is increased accordingly, mostly occurring at
the wrist and spine [9, 10].

Nephrolithiasis occurs in 15-20% of PHPT patients [11]
and is often clinically silent [12]. The main risk factor [13]
for nephrolithiasis is the increase of urinary calcium excre-
tion (>4 mg/kg/day or higher than 250 and 300 mg/day in
females and males, respectively) [11], as a consequence of
the enhanced PTH-mediated calcitriol production [14].
Chronic kidney disease (CKD) may be associated with
PHPT in about 15% of patients [15]. CKD increases circulat-
ing PTH levels and further worsens bone mineral density
(BMD) [15-17].

PHPT can also induce cardiovascular harm - arrhythmias,
hypertension, and cardiac remodeling [9, 18-20] - hyper-
lipidemia, insulin resistance and metabolic syndrome [18,
19], neuropsychological alterations - depression, anxiety,
irritability, brain fog, sleep disturbances, loss of concentra-
tion, dullness, psychosis, suicidal ideas, cognitive dysfunc-
tion, dementia, and hallucinations) [21-23] - and, globally,
impairment of quality of life (QoL) [24, 25].

1.3. PHPT Diagnosis

The PHPT diagnosis is established by the association of
hypercalcemia with inappropriately high levels of PTH (se-
cond or third-generation assays) both on at least two separate
tests performed no less than two weeks apart. To avoid a
misleading diagnosis, serum calcium should be corrected for
albumin levels [26], or ionized calcium should be assayed,
mostly in patients with borderline high serum calcium levels
[27]. Serum phosphate levels are generally low-normal or
overtly decreased due to the PTH-induced reduction of prox-
imal renal tubular reabsorption [28].

The biochemical tests should be performed in standard
conditions for the confirmation of PHPT diagnosis:

e Vitamin D repletion is defined as a serum 25-
hydroxy-vitamin D level >30 ng/mL since hypovita-
minosis D is a frequent cause of secondary hyperpara-
thyroidism [29].

e Normal alimentary calcium intake since a diet with
low calcium content represents a cause of secondary
hyperparathyroidism [30].

A few confounding clinical conditions should also be

ruled out:

e Any potentially deceiving treatment, such as the use
of thiazides, lithium, and bone antiresorptive drugs
[24], should be withdrawn before testing.
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e Familiar hypocalciuric hypercalcemia (FHH), a ge-
netic condition due to an inactivating mutation of the
calcium-sensing receptor, should be distinguished
from PHPT to avoid inappropriate surgery. The ratio
between calcium clearance and creatinine clearance
(CICa/CICr) is a clue for the differential diagnosis. A
CICa/CICr below 0.01 should prompt a genetic analy-
sis for FHH confirmation [31].

After a conclusive biochemical diagnosis of PHPT, imag-
ing procedures should be employed for the localization of
the affected parathyroid gland(s).

Ultrasound scan of the neck is the first-line procedure
due to its low cost, wide availability, absence of radiation,
and accuracy in defining the anatomical details of cervical
structures. The sensitivity is 76-87%, the positive predictive
value is 93-97%, and the diagnostic accuracy is up to 88%
[32-34]. Limitations of cervical sonographic evaluation are
the difficult visualization of specific neck regions (retro-
tracheal, retro-esophageal, mediastinic) and its reduced sen-
sitivity in patients with multinodular goiter. In addition, the
technique is highly operator-dependent and requires specific
expertise.

Parathyroid scintigraphy is performed either with a dou-
ble phase *™Tc-MIBI scan or with a double tracer (*"™"Tc-
pertechnetate and *’"Tc-MIBI) followed by image subtrac-
tion. Single-photon emission computed tomography
(SPECT) is a technical improvement that allows a tridimen-
sional visualization of lesions.

Notably, neither ultrasound nor scintigraphy visualize the
normal parathyroid glands [35].

Hybrid techniques, SPECT/computerized tomography
(CT) and positron emission tomography (PET)/CT, are rele-
vant technical progress [36-38]. The most accurate diagnos-
tic information is provided by the '*F-fluorocholine PET/CT,
with a 90% sensitivity and 80% detection rate, even in pa-
tients with negative or doubtful results at previous imaging,
and improved safety for radioprotection [39-41]. This radio-
pharmaceutical is commercially available and is reimbursed
by Italian National Health System (NHS).

Further second-line imaging techniques are 4D-CT [42-
44] and magnetic resonance [45-47]. Both procedures can be
coupled with functional imaging with '*F-fluorocholine PET
[48]. Their role is crucial in selected clinical settings:

e Familiar PHPT (condition not addressed in this GL).

e Localization of hyperfunctioning ectopic parathyroid
gland.

e Inconsistent results of first-line imaging.
e Persisting or relapsing disease after surgery.

PTH assay on the eluate from FNA (wash-out PTH) has
been proposed in selected patients with ambiguous so-
nographic findings or who are candidates to repeat surgery
after an inconclusive imaging. The procedure is not stand-
ardized and should be performed only in reference centers
with specific expertise and center-specific cut-offs [49].
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1.4. PHPT Treatment

Parathyroidectomy (PTX) is the only treatment that can
achieve a PHPT cure [50]. Surgery is aimed at the resection
of the pathologic parathyroid in uniglandular disease and to
the subtotal or total parathyroidectomy associated with arm
auto-transplantation in multiglandular disease. The primary
target of PTX is the normalization of serum calcium and
PTH levels.

The success rate of surgery is reported as high as 96% for
uniglandular disease — but is lower for multiglandular forms
— in high-volume centers (>40 PTX/year) with skilled opera-
tors [51, 52]. The surgical complication rate is low in that
setting (1-3%) and includes wound infection, hemorrhage,
dysphonia, and permanent hypoparathyroidism.

Bilateral neck exploration (BNE), the past standard of
care, is currently substituted by surgical interventions
planned on the base of pre-operative imaging findings and
coupled with the use of intra-operative PTH assay (ioPTH).
The rapid PTH determination demonstrates the drop of the
hormone levels and confirms the correct removal of the
pathologic gland. Different protocols were proposed for
ioPTH, both for timing (usually at anesthesia induction and
10-15 minutes after the resection of pathologic gland) and
for cut-offs. Either PTH drops higher than 50% or 70% or
PTH normalization has been suggested to be predictive of
PHPT cure [53]. These procedures allow a focused and safe
mini-invasive approach [53]. The success rate of this tech-
nique is comparable to that of BNE but results in shorter
operating times, lower rate of complications and improve-
ment of cosmetic damage.

The recently proposed ultrasound-guided thermo-ablative
techniques [54, 55] are not yet consistently standardized, are
limited to a low number of centers, and their available level
of evidence is still insufficient. Their use is not addressed in
this GL.

The benefits of successful PTX have been largely
demonstrated at bone [52, 56, 57] and renal [58, 59] levels,
whereas the favorable effect of surgery is still uncertain on
cardiovascular [9, 19, 21, 22, 60-62] and neuropsychological
[63-69] sides. QoL was also reported as improved after sur-
gery [70-73].

After PTX, an optimal food intake of calcium and vita-
min D should be warranted. Serum calcium and PTH are
generally evaluated post-operatively at day 1 to establish the
need for calcium and calcitriol supply [50]. Post-operative
symptomatic hypocalcemia may be due to the hungry bone
syndrome and/or functional transient hypoparathyroidism
[74]. In patients who are asymptomatic and with normal se-
rum calcium levels, the level of corrected calcium should be
evaluated after three and six months to confirm the cure of
PHPT.

PHPT mean relapse rate after surgery is as low as <5% at
10 years [75]. The recurrence rate may be higher in young
patients and in those with preoperatively unrecognized mul-
tiglandular disease [76, 77].

Disease progression is reported in the majority of PHPT
patients who are followed-up without surgery. Serum calci-
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um levels may remain stable for 10 years but eventually, an
increasing trend frequently occurs [78]. BMD may similarly
remain stable for up to 8 years but is reported to decrease in
the long term at the femoral and radial level [78]. Finally, in
elderly PHPT patients, the choice of a conservative approach
is associated with an increased fracture risk [79], whereas the
risk appears reduced after surgery [80]. GFR is reported to
decline in mild asymptomatic PHPT patients who are not
operated, with an increased risk of CKD associated with the
rise of nephrolithiasis occurrence [81].

Vitamin D deficiency is more frequent in PHPT than in
the general population due both to the increased activity of
1-alpha-hydroxylase — which converts calcifediol to calcitri-
ol — and the accelerated liver metabolism of the vitamin [82].
Importantly, vitamin D deficiency is an independent risk
factor for the occurrence of hungry bone syndrome after sur-
gery [83]. In the presence of a demonstrated deficiency, vit-
amin D supplementation with cholecalciferol should be pro-
vided since it does not cause significant variations in serum
and urinary calcium levels [84, 85].

Cinacalcet is a calcimimetic drug that potentiates the
inhibitory feedback of serum calcium on parathyroid cell
receptors, thus reducing serum PTH and calcium levels [86].
A systematic review of its use in PHPT patients showed se-
rum calcium normalization in 90% of treated patients but
PTH normalization only in 10% and no effect on bone or
kidney outcomes [87]. Commonly reported adverse reactions
after cinacalcet administration are nausea and vomiting that
are mild to moderate and transient in most patients.

In PHPT patients, the treatment with alendronate, not-
withstanding the lack of effect on serum or urinary calcium
and PTH levels, is associated with BMD increase. However,
no data are available on the occurrence of bone fractures [52,
88-91]. Denosumab, alone or in association with cinacalcet,
induces a robust increase in BMD [92]. After PTX, the
zoledronic acid infusion ameliorates BMD increase in com-
parison to the outcomes after surgery alone [93].

The efficacy of thiazides in controlling idiopathic hyper-
calciuria and preventing nephrolithiasis relapse [94] prompt-
ed us to consider their use in PHPT patients with hypercalci-
uria who are not suitable for surgery or with persisting hy-
percalciuria after PTX. The available data are of poor quali-
ty, and the patients treated with thiazides should be tightly
controlled for serum calcium increase.

Potassium citrate supplementation was suggested for
PHPT patients with nephrolithiasis, but no prospective study
is available.

1.5. Aim of the PHPT Guideline

The aim of the present clinical practice GL is to improve
patient care and support care providers by providing recom-
mendations about the most effective and safest treatment for
sporadic PHPT in adult patients.

2. METHODS

This GL was developed according to the Methodological
manual for the production of clinical practice GLs developed
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by the National Center for the Clinical Excellence, Quality
and Safety of Care of the Italian National Institute of Health
[95, 96]. Appendix 1 lists all members of the panel, evidence
review team (ERT) and external reviewers who contributed
to this GL.

2.1. Clinical Question

The focus of recommendations is the answers to a clini-
cal question: What is the most effective and safest treatment
for sporadic PHPT in adult patients? The panel formulated
the question using the Population-Intervention-Comparison-
Outcome (PICO) framework (Appendix 2). We considered
studies that compared surgery to no surgery or surveillance
with or without pharmacotherapy.

2.2. Selection of Outcomes

The panel identified potentially relevant outcomes and
rated the relative importance of all outcomes for decision-
making using a 9-point scale. Namely:

e 1-3 points: outcomes of limited relevance
e 4-6 points: important but not critical outcomes
e 7-9 points: critical outcomes.

Only the following outcomes were classified as “critical”
and considered in the systematic review of evidence and the
formulation of recommendations: change in signs and symp-
toms of hypercalcemia, hyperparathyroidism, urolithiasis
and hypercalciuria, renal damage, osteoporosis, fractures,
cardio-vascular involvement, neuropsychiatric troubles,
quality of life, mortality, chronic complications, permanent
hypoparathyroidism, and recurrent nerve paralysis.

2.3. Literature Review and Assessment of the Quality of
Evidence

A systematic search for each question was performed on
the following databases: Cochrane Library, MEDLINE, Em-
base, Web of Science, and CINAHL (from inception to Au-
gust 2022).

Specific search strategies were used for each database, as
specified in each section of Appendix 3. No time or language
limits were imposed for all the searches. References of re-
trieved items were searched for further studies meeting in-
clusion criteria.

A systematic review was performed through the follow-
ing steps:

1. Selection of the eligible studies obtained with the ini-
tial search, based on title and abstract, for retrieval as
full text.

2. Identification among retrieved full-text items of rele-
vant studies, based on a priori inclusion and exclusion
criteria.

3. Assessment of potential bias using validated instru-
ments such as AMSTAR 2 for systematic reviews
[97] and Cochrane tool for randomized controlled tri-
als (RCT) [98].
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4. Extraction of main characteristics of the selected
studies (patient characteristics, considered outcomes,
results), summarized in tables.

5. Quantitative synthesis for each outcome, calculating
risk ratio (RR) for dichotomous outcomes and mean
difference for continuous variables with 95% confi-
dence intervals (CI). Data synthesis was performed
with RevMan 5.4 using fixed effects models.

6. Assessment of heterogeneity by the I° statistic stating
the percentage of variability in effects esteem due to
heterogeneity rather than to chance.

7. Assessment of the overall quality of available evi-
dence for critical outcomes was rated using the Grad-
ing of Recommendations, Assessment, Development,
and Evaluation (GRADE) approach [99]. The
GRADE approach specifies four levels of the quality
for a body of evidence for a given outcome:

e High: highly reliable data whose confidence in esti-
mated effects is unlikely to be modified by further
studies.

e Moderate: moderately reliable data whose confidence
in estimated effects could be modified by further
studies.

e Low: still limited and uncertain results, which need
further research for a reliable assessment of the posi-
tive and negative effects of the intervention.

e Very low: available data are not reliable, and the es-
timates of effects should be considered with caution.

8. Synthesis of results was reported in the summary of
findings and in the Evidence to Decision (EtD) tables,
using the GRADEPro Guideline Development tool
[100]. EtD tables provide a summary of the results of
systematic reviews for desirable and undesirable ef-
fects of interventions, quality of available evidence,
values and preferences of stakeholders, economic re-
sources needed, equity, acceptability, and feasibility
of interventions.

9. GL contents have been reported according to AGREE
checklist (The Appraisal of Guidelines for REsearch
& Evaluation) [101].

2.4. Pharmacoeconomic Studies

The economic evaluation was performed by a pharmaco-
economist with specific expertise (MB).

A survey was performed among the GL panel members
from different disciplines and regions that were representa-
tive of the Italian NHS. The survey addressed the specific
drivers that contribute to the total cost of each therapeutic
procedure: parathyroidectomy, vitamin D, cinacalcet,
bisphosphonates, denosumab, thiazides, or surveillance.
Specifically, for each procedure, we investigated the dura-
tion, type and dosage of the employed drugs, type and quan-
tities of disposable materials, number and time of involve-
ment for each operator, and percentage of patients requiring
a caregiver during and after the procedure (indirect costs).
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We calculated the mean value for each parameter to al-
low their use in the different regional settings under NHS.

Activity-based costing (ABC) analysis was utilized to
estimate the expenditures associated with the provision of
the different procedures [102]. ABC consists of three steps:

1. Resource identification by means of a specific survey
among interdisciplinary panelists. The resources re-
quired to implement the procedures under investiga-
tion were detailed to quantify each component (time
of operators’ activities, materials, drug dosage, tech-
nical resources, etc.).

2. Cost measurement by consultation of scientific litera-
ture and specific databases (such as price lists).

3. Results’ valorization: the data obtained during the
previous steps were combined to define the full cost
of each action and of the whole process.

4.  The GL economic analysis evaluated the four large
resource categories employed in the procedure under
investigation:

e  Direct cost paid by NHS for drugs.
e  Direct cost paid by NHS for disposable materials.

e  Direct cost paid by NHS for operators’ working time
and the use of structures.

e Indirect costs sustained by caregivers.

To assess the costs driven by the complications of treat-
ments, we evaluated the rate of occurrence for each potential
complication caused by the various procedures. The generat-
ed costs were expressed as the corresponding fraction.
Namely, if the cost of a specific complication was € 5000,
including all the drivers (employed drugs, hospital stay, and
loss of productivity), and if the complication is reported to
occur in about 1% of patients, the sum of € 50 was added to
the total cost of the procedure under evaluation.

2.5. Development of Recommendations

Based on the evidence summarized in Etd frameworks
and evidence profiles, the GL panel formulated a draft of
recommendations. Any disagreements were settled through
collective discussion in all cases.

The strength of recommendations is expressed as strong
or weak.

A strong recommendation implies:

e For clinicians, the majority of patients should receive
the recommended intervention.

e For patients: almost all properly informed patients
should follow the recommendation, whereas only a
small fraction of them may choose different options.

e For policy makers: the recommendation can be em-
ployed for planning the use of the available resources.

A weak recommendation implies:

e For clinicians: the final choice should include a care-
ful consideration of patients’ values and preferences.
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e For patients: the majority of properly informed pa-
tients will follow the recommendation, but a minority
of them may choose different options.

e For policy makers: a discussion involving the stake-
holders should be performed on the issue.

If evidence was not available or it was inappropriate for a
formal grading of the quality of evidence, the GL panel de-
veloped indications for good clinical practice to be used as
instructions complementary to recommendations.

2.6. External Review

The panel appointed an interdisciplinary board of exter-
nal reviewers with specific expertise in parathyroid disease
management. External reviewers received the draft version
of the GL and submitted their comments to the panel, which
included, after a dedicated discussion, the amendments to the
GL document.

3. RESULTS
3.1. Retrieved Literature

The PRISMA flow diagram for the selection of studies is
depicted in Appendix 4. Six systematic reviews were identi-
fied [52, 103-107]. The methodological quality evaluation of
the selected studies is detailed in Appendix 5.

The systematic review by Ye ef al. was selected based on
relevance, updated search strategy and methodological quali-
ty [52,]. It included six RCTs, whose results were reported in
12 papers [22, 65, 73, 108-116]. An updating and refining of
the search strategy retrieved four news RCTs not included in
the systematic review [117-120]. The RCTs compared PTX
and surveillance with or without pharmacologic treatment in
adult patients with mild asymptomatic or clinically overt
sporadic PHPT (excluding normocalcemic PHPT).

Studies were conducted in Italy [110, 119, 120], the USA
[65, 111, 112, 117], Sweden [108] and Denmark [22]. Sub-
jects were enrolled between 1994 [112] and 2005 [110, 113]
and were aged 45-80 years. Follow-up ranged between 3
months [22] and 10 years [118].

No study evaluated pharmacologic treatment as a specific
comparator for surgery, but it always was administered dur-
ing surveillance or while waiting for surgery.

3.2. Efficacy of PTX

The efficacy of PTX on serum calcium levels was evalu-
ated in three RCTs [108, 111, 115] (213 participants; follow-
up: 6 months-5 years), showing a mean reduction of 1.02
mg/dL (95%CI from -1.15 to -0.89). The efficacy of PTX on
PTH levels was evaluated in the same population, showing a
mean reduction of 40.54 pg/mL (95%CI from -59.35 to -
21.7) after a follow-up ranging from 6 months-5 years [115]
and of 41.65 pg/mL (95%CI from -62.5 to -20.79) after a
follow-up ranging 6 months-10 years [S50]. Serum calcium
normalization was evaluated as a dichotomous result in six
RCTs [108, 110-112, 115, 120] (386 participants; follow-up:
6 months-5 years), showing its achievement in 99.4% of
cases. We rated the quality of this evidence as very low.
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The occurrence of asymptomatic vertebral fractures was
evaluated in two RCTs [110, 115] (156 participants; follow-
up: 1-5 years), showing a RR of 0.18 (95%CI 0.02-1.48) and
in two RCTs [110, 118] (176 participants; follow-up: 1-10
years), showing a RR of 0.89 (95%CI 0.35-2.26). The occur-
rence of asymptomatic non-vertebral fractures was evaluated
in two RCTs [112, 115] (159 participants; follow-up: 6
months-5 years), showing an RR of 0.81 (95%CI 0.19-3.44).
The occurrence of peripheral fractures was evaluated in one
RCT [118] (191 participants; follow-up: 10 years) that
showed a RR 0f 0.89 (95%CI 0.47-1.86).

The occurrence of asymptomatic renal stones was evalu-
ated in three RCTs [110, 112, 115] (248 participants; follow-
up: 1-5 years), showing an RR of 0.55 (95%CI 0.1-1.45) and
in three RCTs [110, 112, 118] (294 participants) showing a
RR 0f 0.39 (95%CI 0.11-1.45) after 10 years.

The efficacy of PTX on urinary calcium excretion was
evaluated in one RCT [108] (50 participants), showing a
mean reduction of 135.2 mg/24 h (95%CI from -188.69 to -
81.71) after a 1-year follow-up. The efficacy of PTX on
eGFR was evaluated in two RCTs [112, 118] (195 partici-
pants, showing a mean reduction of 5.52 mL/min (95%CI
from -112.75 to +101.71) after 1-5 years.

QoL was evaluated in three RCTs [73, 110, 112] (225
participants), showing an improvement in all domains after
1-10 years (data not shown).

Two RCTs [109, 116] (99 participants) evaluated left
ventricular mass index and ejection fraction after 1-2 years
and showed a decrease of 8.04 g/m* (95%CI from -17.99 to
+1.91) and 2.45% (95%CI from -5.75 to +0.85), respective-
ly. One RCT [118] (191 participants; follow-up: 10 years)
evaluated cardiovascular events, arrhythmias and coronary
disease, showing an RR of 1.01 (95%CI 0.44-2.32), 0.76
(95%CI 0.17-3.30), and 0.67 (95%CI 0.20-2.31), respective-
ly.

All these results were rated with very low quality of evi-
dence, except amelioration of serum calcium and urinary
calcium excretion, and calcium normalization, which were
rated as low quality of evidence.

3.3. Adverse Events of PTX

Only one RCT (191 participants) evaluated the risk of
mortality after 5 years [115] and 10 years [118] with incon-
clusive evidence (RR 1.98, 95% CI 0.18-21.46, and RR 1.15,
95% CI 0.44-3.06, respectively). No study reported surgical
complications, including recurrent nerve paralysis or hypo-
parathyroidism [108, 110, 118].

The systematic review by Ye ef al. [52] included a re-
view of observational studies that evaluated the occurrence
of adverse events after surgery. These can be summarized as
follows:

e Hematoma, 0.3%.

e Hypocalcemia is variable, ranging from 5-47%, but is
generally transient.

e Long-term complications are rare: recurrent nerve in-
jury <1% and permanent hypoparathyroidism 0-3.6%.
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3.4. Economic Evaluation

Tables 1 and 2 show the weighted costs of surgical and non-
surgical strategies for the management of PHPT, respectively.

Table 1.  Overall cost of surgical strategy for PHPT.
Procedures for the diagnosis of
€561.15
PHPT
Framework at Start Procedures for the evaluation of €326.81
comorbidities and complications '
Sub-total framework € 887.96
Pre-surgical treatments €258.51
Procedures before hospitalization €161.95
Drugs employed during surgery €44.96
Disposables/devices €206.63
Parathyroidectomy Procedures during surgery €45.59
Health professionals €115.20
Operating room €193.82
Hospital stay €1,329.62
Sub-total surgery € 2,356.28
Standard follow-up (95.02%) €375.89
Follow-up with acute complications
€32.79
(2.54%)
Follow-up
Follow-up with chronic complica-
. €10.07
tions (2.43%)
Sub-total follow-up € 418.75
Patient €858.21
Indirect costs Care-giver € 66.80
Sub-total indirect costs €925.01
Total at one year € 4,588.00

Table2.  Overall annual cost of non-surgical strategy for PHPT.
Procedures f;;ltfl)l; diagnosis of €561.15
Framework at start Procedures for the evaluation of €1326.81

comorbidities and complications

Sub-total framework € 887.96
Drugs € 755.92
Non-surgical treatments Follow-up €197.42
Sub-total non-surgical treatments | € 953.34

Total at one year €1,841.29

3.5. Recommendations

The panel issued recommendations and indications for
the management of PHPT. In clinical practice these indica-
tions should be shared with the patient after his/her complete
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information on the advantages and limitations of the availa-
ble therapeutic options.

Recommendation 1: Parathyroidectomy is recommend-
ed as the best option in comparison to surveillance or phar-
macologic treatment in non-pregnant adult or elderly sub-
jects diagnosed with sporadic PHPT. Parathyroidectomy is
recommended for PHPT patients who are symptomatic or
who meet any of the following criteria:

e Serum calcium levels >1 mg/dL above the upper limit
of normal range.

e Urinary calcium levels >4 mg/kg/day.

e Osteoporosis disclosed by DXA examination (either
at the lumbar spine, femur, or ultra-distal radius level)
and/or detection of any fragility fracture.

e Renal function impairment (¢GFR <60 mL/min).
e Clinically overt or silent nephrolithiasis.

e Age <50 years.

Strong recommendation, low quality of evidence.

Monitoring and treatment of comorbidities or complica-
tions of the disease — at bone, kidney, or cardiovascular level
- are suggested in patients who do not meet the recommend-
ed criteria for surgery or who are not operated on for any
reason.

3.6. Indications for Good Clinical Practice

These statements are based on the opinion of the GL
panel members about issues that are not addressed by studies
directly comparing different therapeutic options. These
statements are complementary to the formal recommenda-
tion, are based on large clinical experience, are unanimously
agreed by the panel members, and are provided as a guide
for good clinical practice.

1. PHPT diagnosis is based on the following biochemi-
cal data: increased serum calcium (either total, cor-
rected for albumin, or ionized calcium) and PTH lev-
els. Calcium and PTH levels should be tested after re-
pletion of vitamin D deposits. Vitamin D deficiency
may preclude the diagnosis of PHPT by inhibiting se-
rum calcium increase above the reference range.

2. Diagnostic assessment of PHPT should be preferen-
tially performed at a distance from acute diseases and
ruling out potential drug interference.

3. Biochemical screening should be considered in first-
degree relatives of young PHPT patients, due to the
higher risk for a familiar form of PHPT.

4. Disease localization by imaging techniques is not re-
quired for a conclusive diagnosis of PHPT.

5. Failure of disease localization does not contraindicate
surgery.

6. Fine-needle aspiration of parathyroid glands is not a
routine diagnostic procedure.

7.

10.

1.

12.

13.

14.

15.

16
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Vitamin D repletion and adequate calcium dietary in-
take are advised in PHPT patients before surgery to
prevent hungry bone syndrome and to improve serum
PTH levels and bone turnover markers.

Parathyroidectomy is always appropriate in the ab-
sence of surgical contraindications, severe comorbidi-
ties or short life expectancy.

Parathyroidectomy should not be performed in low-
volume centers that perform less than 15 parathyroid
surgeries per year.

In patients at risk of surgical failure because of repeat
surgery, negative or inconsistent preoperative locali-
zation, or suspicion of multiglandular involvement, or
ectopic localization, parathyroidectomy should be
performed by surgeons with specific expertise who
operate in a high-volume center performing more
than 40 parathyroidectomies per year.

Intra-operative PTH (ioPTH) assay is useful to con-
firm the completeness of resection during focused or
unilateral surgery in patients with negative or dis-
cordant preoperative disease localization. The ioPTH
assay is mandatory in patients operated upon for per-
sisting or relapsing PHPT.

Clinical and biochemical follow-up can be discontin-
ued 5 years after the resection of a single parathyroid
adenoma associated with the normalization of serum
albumin-corrected calcium and PTH levels. A strict
and prolonged follow-up is appropriate in patients
with atypical parathyroid adenomas.

Life-long follow-up with annual determination of al-
bumin-corrected serum calcium and serum phosphate
is appropriate in young (<50 years) PHPT patients
and in subjects with multiglandular involvement or
with parathyroid hyperplasia at histology.

Patients who do not undergo parathyroidectomy for
any reason (especially if refusing parathyroidectomy)
should be informed about the risk of complications
and the uncertainty of achieving a satisfactory drug
control of the disease.

Patients who are not operated upon for any reason
should receive strict life-long monitoring with:

Serum albumin-corrected calcium and phosphate lev-
els and daily urinary calcium excretion at yearly in-
tervals.

DXA examination and fragility fractures assessment
(even asymptomatic at spine) at two-year intervals.

Renal function at yearly intervals.

Nephrolithiasis occurrence at yearly intervals. Ultra-
sound examination should be performed according to
the initial risk and the clinical and laboratory findings
and in case of symptomatic worsening.

The use of the following drugs should be considered:

Cinacalcet, when serum calcium levels are >1 mg/dL
above the upper limit of normal range.
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e Bone antiresorptive drugs, according to the indica-
tions and limitations of regulatory agencies (in Italy
AIFA note no.79).

o C(itrates, if calcium or uric acid stones are present.

e Thiazides and adequate hydration, if urinary calcium
excretion is increased, together with serum calcium
monitoring and possible correction of sodium excre-
tion.

3.7. Guideline Update

This systematic review will be updated with the use of
the same search strings within three years from the date of
GL approval. The ERT and the GL panel will assess the
availability of new clinical data that could modify the overall
quality of evidence and risk/benefit ratio and, consequently,
the formulation and strength of recommendations.

The GL panel will also consider updating, adding or re-
moving clinical questions or outcomes of interest and their
relative relevance. In case of changes in clinical questions
and/or critical outcomes, the process of evidence review and
development of recommendations will be performed again.

4. DISCUSSION

Currently, PTX is the standard of care for PHPT. The
mini-invasive approach is increasingly performed — primari-
ly in case of sporadic disease — instead of traditional BNE
due to the improved accuracy of surgical indication, the pro-
gress in surgical techniques, and the precision of pre-
operative imaging techniques [121]. Recently, drug treat-
ments that aim at controlling hypercalcemia and protecting
bone have been made available. Thus, a non-surgical strate-
gy can also be considered for the management of PHPT in
selected patients.

The present GL analysis assessed at the best accuracy
level the costs associated with the pharmacological and sur-
gical intervention in patients affected by sporadic PHPT. A
critical issue for the cost definition was the scarcity of relia-
ble data about the best PHPT management in the Italian set-
ting. The results of a survey addressed to clinicians with
proven clinical experience within the Italian healthcare set-
ting were used for this issue. The survey investigated the
drugs, tests, visits, and the health professionals involved in
the treatment process and the contribution provided by the
caregiver/family members.

If PTX is the selected strategy, the estimated cost
amounts to an average of € 4588. This amount includes the
expense for diagnostic assessment, surgery, post-operative
follow-up, and the indirect costs for the patient and the care-
giver. The costs due to the acute and chronic post-operative
complications that may occur in a minority of the patients —
including those requiring complementary pharmacological
therapies in the pre- and postoperative phase — were also
covered.

In Italy, the reimbursement for the medical activities per-
formed in public health structures is established by regulato-
ry authorities. PTX (ICD9-CM 06.81 and 06.89) results in
the maximum reimbursement of € 3482,48 for ordinary hos-
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pitalization but the costs related to long-term follow-up are
not considered. By using the costs applied by the Italian
NHS and taking into account the expected additional costs in
the first year for the complementary services, the total ex-
penditure can be established. The € 2356 amount calculated
for the net cost of the intervention should be detracted from
the € 4588 total cost for the first-year management. Then, the
€ 3482 sum of the NHS reimbursement should be added, so
bringing the total expense induced by the surgical strategy to
€5714.

In the case of non-surgical policy, the estimated annual
cost is, as a mean, € 197 and € 953 for surveillance and drug
treatment, respectively.

The global costs of the different management strategies
are also related to the follow-up length. As for PTX, the
costs of post-surgical management should be extended for
the patient’s residual life expectancy. As surgery for sporad-
ic PHPT is performed at a mean age of 55 years [122], the
residual time horizon points to about 30 years. The expendi-
ture for the control of chronic complications may be estimat-
ed at € 10/year, and results in a total of € 300 (10 x 30) for
the 30-year time horizon. Thus, the total costs for PTX and
the follow-up for its complications can be estimated at €
6004 (€ 5714 + € 300 - € 10).

On the other hand, the estimated cost of the pharmaco-
logical therapy for patients who are followed up with a con-
servative strategy for the same 30-year time horizon amounts
to € 28,590 (€ 953 x 30), while the cost of surveillance alone
is estimated at € 5910 (€ 197 x 30).

It is worth noting that surgery is recommended in patients
with complications. Consequently, the costs of surgical strat-
egy should be compared primarily with those of the con-
servative pharmacological strategy. Thus, in PHPT the sur-
gical approach seems more cost-effective as compared to the
pharmacological treatment.

The annual incidence of PHPT is 20/100,000, so the
number of new annual cases of PHPT in Italy (60 million
population) may be estimated at 12,000. If the previously
considered individual costs are extrapolated to the popula-
tion level, in accordance with the current choice of manage-
ment strategies - as indicated by the panel of experts - the
annual cost of medical assistance for this disease can be es-
timated at over € 56 million (Table 3).

Table 3. Distribution of PHPT patients among the different
therapeutic strategies and related costs.
Strategy % N Annual Cost
Surgery 76.11 9133 € 54,834,532
Surveillance 11.44 1373 €270,481
Drugs 12.45 1494 € 1,423,782
Total 100 12,000 € 56,528,795

The number of parathyroid surgeries that are performed
each year in Italy is reported by the Italian Ministry of
Health [123]. PTX were 2499 in 2017, 2676 in 2018, and
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3115 in 2019 (before the 2020 drop to 2365, due to the
COVID-19 pandemic). According to the estimates of our
panel, only 3115 PHPT patients are operated upon out of the
presumed 9133 candidates. Thus, every year in Italy only
one-third of patients who could be candidate for surgery are
actually surgically treated. Importantly, this estimate is prob-
ably in excess, because part of the parathyroid surgeries
mentioned by ministerial data are not performed as a first-
line surgery for sporadic PHPT. A minority of them, indeed,
are addressed to PTX for recurrence or tertiary hyperparathy-
roidism.

Table 4 summarizes the putative net costs of the different
strategies.

Table 4. 30-year projection of the individual cost for PHPT
patients.
Strategy Annual Cost 30-year Cost
Surgery €5116 €5116
Surveillance €197 €5910
Drugs €953 € 28,590
CONCLUSION

The 30-year excess costs for patients who are managed
pharmacologically in comparison to those who are surgically
treated is therefore € 23,474 (€ 28,590 - € 5116).

If we assume that at least 10% of patients currently treat-
ed pharmacologically (n = 1494) could be switched to surgi-
cal strategy, we can estimate an annual saving of approxi-
mately € 3,497,626 (€ 23,474 x 149).

Limitations to a reliable calculation of cost estimates are:
e Price fluctuation of surgical devices and disposables.

e The risk of surgical complications and related costs, is
likely higher in the real world than in the series report-
ed by specialized centers (as defined in the indications
for good clinical practice).

e Personnel costs for surgical interventions also including
the pauses between operations and the non-surgical
times (dressing and undressing times, patient infor-
mation, informed consent, operating room cleaning,
monitoring of patient weaning from anesthesia, efc.).

e Drop-out of the patient entering a surveillance or phar-
macological strategy during their life span.

e Future price fluctuation of the drugs.

e Costs and savings of the complications that may be
prevented by the surgical cure of the disease (fractures,
nephrolithiasis, etc.).

e Indirect costs, both for the patient and the caregiver,
were considered only for the surgical strategy. Howev-
er, it is likely that they are similar to the other manage-
ment strategies, considering the time spent on visits and
controls and the hospitalizations for possible complica-
tions.
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The implementation of these GL recommendations will
increase the annual number of PTX, the only treatment that
can achieve cure in all patients regardless of age. These
changes in the therapeutic approach will improve the appro-
priateness of clinical actions and the efficiency in the use of
the available resources for the treatment of PHPT and its
complications.

LIST OF ABBREVIATIONS

ABC = Activity Based Costing

AGREE = Appraisal of Guidelines for REsearch &
Evaluation

AIMN = Associazione Italiana di Medicina Nucleare
e Imaging Molecolare (Italian Association
of Nuclear Imaging and Molecular Imaging)

AME = Associazione Medici Endocrinologi (Italian
Association of Clinical Endocrinologists)

AMSTAR = A MeaSurement Tool to Assess systematic
Reviews

BMD = Bone Mineral Density

BNE = Bilateral Neck Exploration

CI = Confidence Interval

CKD = Chronic kidney disease

CT = Computerized Tomography

DOI = Digital Object Identifier

DXA = Dual X-ray Absorptiometry

eGFR = Estimated Glomerular Filtration Rate

ERT = Evidence Review Team

EtD = Evidence to Decision

FHH = Familiar Hypocalciuric Hypercalcemia

FNA = Fine Needle Aspiration

GL = QGuideline

GRADE = Grading of Recommendations Assessment,
Development and Evaluation

ioPTH = Intra-Operative PTH

IRCCS = Istituto di Ricovero e Cura a Carattere Scientifico

MESH = Medical Subject Headings

NA = Not Available

NHS = National Health Service

PET = Positron Emission Tomography

PHPT = Primary Hyperparathyroidism

PICO = Population, Intervention, Comparison,
Outcome

PTH = Parathyroid Hormone

PTX = Parathyroidectomy
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QoL = Quality of Life

RCT = Randomized Controlled Trial

RR = Relative Risk

SF-36 = Short Form-36

SIE = Societa Italiana di Endocrinologia (Italian
Society of Endocrinology)
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ety of Nephrology)

SIOMMMS = Societa Italiana dell’Osteoporosi, del Me-
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