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NONTRADITIONAL MANIFESTATIONS  OF PRIMARY 
HYPERPARATHYROIDISM 

Psychological and cognitive symptoms and quality of life  

 Cardiovascular disease and risk factors 

Rheumatic disease 

Gastrointestinal  disease 

Cancer 

MD Walker et al. Journal of Clinical Densitometry 16:40-47, 2013 
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Evoluzione della presentazione clinica del 
PHPT 
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1970 

2008 

Iperparatiroidismo primario sintomatico: 
malattia relativamente rara e severa  

1990  Iperparatiroidismo primario asintomatico:  
malattia comune e lieve  

  Iperparatiroidismo primario normocalcemico: 
riconoscimento ufficiale della nuova forma clinica  

Prima era 

Terza era 

Seconda era 

2002 

2013 
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Definition of mild primary hyperparathyroidism 

C. Marcocci et al. J Endocrinol Invest 38:577-593, 2015 

Italian Society of Endocrinology Consensus Statement: definition, 
evaluation and management of patients with mild primary 

hyperparathyroidism 
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Guidelines for the Management of Asymptomatic Primary 
Hyperparathyroidism: Summary Statement from the Fourth 
International Workshop 

JP Bilezikian et al. J Clin Endocrinol Metab 99:3561–3569, 2014.  
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NONTRADITIONAL MANIFESTATIONS  OF PRIMARY 
HYPERPARATHYROIDISM 

 Cardiovascular disease and risk factors 
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Caso clinico B.L.♀52 aa   

Dati anamnestici salienti: 
Familiarità positiva per CAD non precoce, ipercolesterolemia. Eumenorrea. 1 gravidanza a 
termine. Menopausa a 50 aa. Non fumatrice. Alimentazione parzialmente controllata. 
Sedentaria 
 
DM2 noto da 5 anni in trattamento con metformina 500 mg x2 die, gliclazide 60 mg die con 
difficile controllo glicemico negli ultimi tempi: glicemie a digiuno attorno a 200 mg/dl HBA1c 
82 mmol/mol (9.7%) (agosto 2012) 
 
Ipertensione arteriosa nota da 3 anni  in trt con ramipril 2.5 mg die con instabilità pressoria 
negli ultimi mesi 
Stanchezza, difficoltà di concentrazione, stitichezza 
EO: PA 155/95 FC 96 B/min peso kg 77 h 160 cm BMI 30.1 kg/m2 Non segni obiettivi tipici di 
endocrinopatie in atto. 

Nel 11/2012 giunge alla nostra osservazione per riscontro occasionale di 
ipercalcemia Ca tot 2.7 mmol/l  

Consigliata attività fisica regolare,  dieta ipolipidica ipocalorica, aumentata Metformina 1000 
mg x2, gliclazide 60 mg die, atenololo 25 mg/d 
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Caso clinico B.L. ♀52 aa  

Nel 2/2013:  
Ca tot 2.8 mmol/l  
albumina 4.1 g/dl,  
fosfatemia 0.85 mmol/L  
Calciuria 24 ore 4.5 mmol/d 
PTH 72 pg/ml  
glicemia 210 mg/dl,  
HBA 1c 85 mmol/mol (9.9%)  
TSH reflex 2.0 mcUI/ml 
colesterolo tot 265 mg/dl, HDL 35 mg/dl, trigliceridi  170 mg/dl, LDL colesterolo 196 mg/dl, 
ac urico 5.1 mg/dl  
creatinina 0.7 mg/dl, ALP 122 UI/l,  
EO: PA 150/90 peso kg 75 h 160 cm BMI 29.2 kg/m2 

+ Torvast 10 mg/die, + Lantus10 UI BT 
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Caso clinico B.L. ♀52 aa  
    6/2013:  

Ca tot 2.7 mmol/l  
albumina 4.1 g/dl,  
fosfatemia 0.88 mmol/L  
PTH 90 pg/ml  
25 OH Vit D=21 ng/ml 
glicemia 190 mg/dl,  
HBA 1c 70 mmol/mol (8.6%)  
colesterolo tot 180 mg/dl, HDL 50 mg/dl, trigliceridi  140 mg/dl, LDL colesterolo 102 
mg/dl, ac urico 5.1 mg/dl  
creatinina 0.7 mg/dl, ALP 122 UI/l,  
DXA Tsc -1.5 L2-L4, Tsc -1.8 su Fn e Ftot, Tsc -2.2 su 1/3R 
Morfometria vert: non deformità 
ETG Addome: non litiasi 
PA 150/95 kg 72 h 160 cm BMI 28.1 kg/m2 
 

 Metformina 1000 mg x2, gliclazide 60 mg die, atenololo 25 mg/d + Torvast 10 mg/die, + 
Lantus 10 UI BT 
 

PARATIROIDECTOMIA SX  9/2013 
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Caso clinico B.L. ♀52 aa  

 
Ca tot 2.3 mmol/l  
albumina 4.1 g/dl,  
fosfatemia 0.95 mmol/L  
Calciuria 24 ore 4.2 mmol/d 
PTH 35  pg/ml  
glicemia 146 mg/dl,  
HBA 1c 50 mmol/mol (6.7%)  
colesterolo tot 185 mg/dl, HDL 48 mg/dl, trigliceridi  160 mg/dl, LDL colesterolo 105 
mg/dl, ac urico 5.1 mg/dl  
creatinina 0.9 mg/dl, ALP 85 UI/l,  
PA 130/85 

Attività fisica regolare,  dieta ipolipidica ipocalorica, ridotta Metformina 500 mg x3, ramipril 5 
mg die , Torvast 10 mg die STOP Lantus STOP gliclazide STOP Atenololo 

Riflessione 
• Nei pazienti con diabete di tipo 2 di difficile compenso 
ricordarsi di  controllare la calcemia  per escludere 
l’iperparatiroidismo primario.  
• La correzione dell'iperparatiroidismo primario può 
determinare un miglioramento del compenso glicemico e 
pressorio.  

4/2014 
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A record linkage study of outcomes in patients with mild primary 
hyperparathyroidism: The Parathyroid Epidemiology and Audit Research 

Study (PEARS) 

N Yu et al. Clinical Endocrinology  75, 169–176, 2011 
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Authors Diagnosed 
Type2 DM 

(%) 

Undiagnosed  
Type2 DM 

(%) 

IGT/IFG 
(%) 

Number  and 
charactersitic of 
PHPT  patients 

Methodology 

 
M. Procopio 
et al. (2002) 

 
14.3 

 
15.3 

 
40 

 
59 pts with 

mostly 
asymtomatic 

PHPT 

 
OGTT 

 
S. Ayturk et 
al. (2006) 

 
13.1 

 
4.9 

 
47.5 

 
61 pts  with 

asymptomatic or 
normocalcemic 

PHPT 

 
OGTT 

 
A.A. Khaleeli 
et al. (2007) 

 
5.5 

 
16.6 

 
19 

 
54 pts with 

PHPT 

 
OGTT 

 
M.G.Cardenas 
et al.  (2008) 

 
15.9 

 
- 

 
- 

609 patients 
operated for 

PHPT  

Clinical history 
 and ADA  
criteria  

 

PREVALENCE OF VARIOUS FORMS OF ALTERED GLUCOSE 
TOLERANCE IN PRIMARY HYPERPARATHYROIDISM (PHPT)  II 
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AA Khaleeli et al., Diabetes Metab Res Rev 2007; 23: 43–48. 
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F Tassone et al. Diabet. Med. 26: 968–973, 2009 
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NORMOCALCEMIC HYPERPARATHYROIDISM  

AND INSULIN RESISTANCE 
 

S Temizkan  et al. Endocr Pract. 21: 1-7,  2015  



Roma,	9-12	novembre	2017	

	

Dyslipidemia In Primary Hyperparathyroidism 

Hagström E, Clinical Endocrinology 56,  253–260, 2002  
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P Luigi et al. International Journal of Endocrinology 2012, doi:10.1155/2012/408295 

Meccanismi potenziali in 
grado di produrre 

ipertensione in PHPT 

• ↑ livelli di  calcio    
sierico 

• ↑ livelli di calcio 
intracellulare 

• ↑ livelli di PTH • ipomagnesiemia 
• ↑ livelli di PRA 

Arterial Hypertension, Metabolic Syndrome and 
Subclinical Cardiovascular Organ Damage in Patients with 

Asymptomatic Primary Hyperparathyroidism before and after 
Parathyroidectomy: Preliminary Results 

Figure 1: Prevalence of “non-dipping pattern” in all groups 
studied. NS: normal subjects; EH: patients with essential 
hypertension; PHPT: patients with primary hyperparathyroidism. 
∗P = 0.02 versus NS. 
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Cardiovascular risk and metabolic syndrome in 
primary hyperparathyroidism and their 

correlation to different clinical forms 

M Procopio et al. Endocrine 47:581–589, 2014 
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P Luigi et al. International Journal of Endocrinology 2012, doi:10.1155/2012/408295 
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Effect of Parathyroidectomy Upon Left Ventricular Mass in 
Primary Hyperparathyroidism: A Meta-Analysis 

DJ McMahon et al. J Clin Endocrinol Metab 100: 4399 – 4407, 2015 

RCT  
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Parathyroidectomy eliminates arrhythmic risk 
in primary hyperparathyroidism, as evaluated 

by exercise test 

J Pepe et al.  European Journal of Endocrinology 169:255–261, 2013 
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J Clin Endocrinol Metab 94:2255–2261, 2009 
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J Clin Endocrinol Metab 94:2255–2261, 2009 
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NONTRADITIONAL MANIFESTATIONS  OF PRIMARY 
HYPERPARATHYROIDISM 

Psychological and cognitive symptoms and quality of life  
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Neuropsychological Features in Primary 
Hyperparathyroidism: A Prospective Study 

MD Walker et al. J Clin Endocrinol Metab 94: 1951–1958, 2009 

PHPT 
Control 

1 
2 

Baseline 
6mo. after PTX 
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The effect of parathyroidectomy on neuropsychological 
symptoms and biochemical parameters in patients with 

asymptomatic primary hyperparathyroidism 

H Kahal et al. Clinical Endocrinology 76:196–200, 2012 
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Randomized Controlled Clinical Trial of Surgery Versus No 
Surgery in Patients with Mild Asymptomatic Primary 

Hyperparathyroidism 

DS Rao et al. J Clin Endocrinol Metab 89: 5415–5422, 2004 

PTX 

OBS 
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Surgery or Surveillance for Mild Asymptomatic Primary 
Hyperparathyroidism: A Prospective, Randomized Clinical Trial 

E Ambrogini et al. J Clin Endocrinol Metab 92: 3114 –3121, 2007 

PTX 
OBS 
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Medical Observation, Compared with Parathyroidectomy, for 
Asymptomatic Primary Hyperparathyroidism: A Prospective, 

Randomized Trial 

J Bollerslev et al. J Clin Endocrinol Metab 92: 1687–1692, 2007 
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Conclusioni 

• Numerose alterazioni cardio-metaboliche e neuro-psichiatriche sono state associate 
all’iperparatiroidismo asimtomatico o “mild” in studi  osservazionali caso-controllo, retrospettivi o 
prospettici con l’evidenza, non univoca, di effetti favorevoli della paratiroidectomia 

• I pochi studi randomizzati controllati non hanno confermato in modo inequivocabile tali risultati 

• Iperparatiroidismo normocalcemico? 

 
 
 

Guidelines for the Management of Asymptomatic Primary Hyperparathyroidism: Summary 
Statement from the Fourth International Workshop 
 John P. Bilezikian, Maria Luisa Brandi, Richard Eastell, Shonni J. Silverberg, Robert Udelsman, 
Claudio Marcocci, and John T. Potts Jr 
 
Cardiovascular Manifestations  
….. A reasonable conclusion to be drawn at this time, therefore, is that tests for cardiovascular 
involvement should not be part of the evaluation in PHPT, and that parathyroid surgery 
should not be performed to improve cardiovascular endpoints, if abnormalities are present.  
 
Neurocognitive Symptoms  
……Until more definitive evidence becomes available, such nonspecific symptomatology 
should not be used to recommend parathyroidectomy.  
Nonetheless, some patients with neurocognitive symptoms do appear to benefit from surgical 
intervention. Formal neuropsychiatric or neurocognitive testing in PHPT, although appropriate 
for a research agenda in this disease, is not recommended. 

J  Clin  Endocrinol  Metab 99: 3561–3569, 2014 
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Conclusioni 

• Numerose alterazioni cardio-metaboliche e neuro-psichiatriche sono state associate 
all’iperparatiroidismo asimtomatico o “mild” in studi  osservazionali caso-controllo, retrospettivi o 
prospettici con l’evidenza, non univoca, di effetti favorevoli della paratiroidectomia 

• I pochi studi randomizzati controllati non hanno confermato in modo inequivocabile tali risultati 

• Iperparatiroidismo normocalcemico? 

 
 
 

Italian Society of Endocrinology Consensus Statement: definition,  evaluation and 
management of patients with mild primary  hyperparathyroidism 
C. Marcocci · M. L. Brandi · A. Scillitani · S. Corbetta · A. Faggiano · L. Gianotti · S. Migliaccio · S. 
Minisola 
 
• 20. We recommend against instrumental cardiovascular evaluation (echocardiogram, carotid 
intima-media thickness) in all patients with mild PHPT (1 ØØOO). 
 
•  21. We recommend against psychometric or cognitive  evaluation routinely in all patients 
with mild PHPT (1 ØØOO). 

• 22. We suggest to evaluate clinical cardiovascular  measures such as blood pressure and heart 
rate as well as metabolic parameters such as BMI, blood glucose  and lipid levels in all patients with 
mild PHPT accordingly to the standard clinical practice (2 ØOOO). 
 
•  30. We suggest considering PTX in patients with mild  PHPT and increased cardiovascular 
risk, if the surgical risk is low (2 ØOOO 
 
• 31. We  recommend against PTX in patients with mild PHPT because of associated 
neurocognitive disorders (1 ØØOO).                                        J Endocrinol Invest. 38:577–593, 2015  
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