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with malignancies during the course of the disease, is 
associated with poor prognosis and can be a medical 
emergency.4-6 In malignant diseases hypercalcaemia 
is mainly due to increased bone resorption by factors 
released by the tumour cells locally or systemically 
(Figure 1). Various pathophysiological classifications 
of malignancy-associated hypercalcaemia have been 
proposed. One such classification recognizes four 
separate types:4,7

1. Local Osteolytic Hypercalcaemia (LOH). This 

Table 1. Symptoms and signs of hypercalcaemia

Neurological
 muscle weakness
 fatigue
 headache
 mental instability
 lethargy
 confusion
 psychotic behaviour
 stupor
 coma

Gastrointestinal
 abdominal pain
 constipation
 anorexia
 nausea – vomiting
 peptic ulcer
 pancreatitis (rare)

Renal
 polyuria (nocturia)
 polydipsia
 nephrocalcinosis
 nephrolithiasis
 renal failure

Cardiovascular
 arrhythmias
 bradycardia
 short QT interval; bundle branch block; atrioventricular 

block
 hypertension (rare)
 arrest (rare)
 venous thrombosis

Skeletal
 bone pain
 arthralgias

diseases in out-patients and in-patients, respectively.4 
Other, less frequent causes of hypercalcaemia are 
shown in Table 2.

In this article we briefly discuss the pathophysiol-
ogy of hypercalcaemia and review current approaches 
to its management.

MalIgnancy-assocIated 
hypercalcaeMIa (Mah)

Hypercalcaemia occurs in about 20-30% of patients 

Table 2. Causes of hypercalcaemia

Malignancy-associated hypercalcaemia
 Local osteolytic hypercalcaemia
 Humoral hypercalcaemia of malignancy
 Ectopic production of 1,25(OH)2 vitamin D
 Other humoral factors

Parathyroid Hormone (PTH) mediated hypercalcaemia
 Autonomous hyperparathyroidism
  Primary (isolated or within the context of syndromes)
  Tertiary hyperparathyroidism
  Parathyroid carcinoma
 Familial benign hypocalciuric hypercalcaemia

Granulomatous disorders
 Sarcoidosis
 Tuberculosis
 Leprosy
 Candidiasis
 Histoplasmosis
 Wegener’s granulomatosis
 Crohn’s disease

Drugs
 Thiazides
 Lithium
 Vitamin D
 Vitamin A
 Aluminium intoxication in renal failure

Miscellaneous
 Thyrotoxicosis
 Adrenal insufficiency
 Pheochromocytoma
 VIP-producing tumour
 Milk-alkali syndrome
 Parenteral nutrition
 Renal failure (acute, chronic)
 Immobilization
 William’s syndrome




