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Hypercalcaemia of malignancy Overview

Summary
Hypercalcaemia of malignancy can result from: humoral hypercalcaemia of malignancy (characterised
by tumour secretion of parathyroid hormone-related peptide [PTHrP]); local osteolytic hypercalcaemia
(characterised by local release of factors, including PTHrP, by bony metastases that promote osteoclast
differentiation and function); calcitriol (1,25-dihydroxyvitamin D)-mediated hypercalcaemia (characterised
by autonomous production of calcitriol [(1,25-dihydroxyvitamin D)] by lymphoma cells); and ectopic
hyperparathyroidism (characterised by tumour production of parathyroid hormone [PTH]), which is very rare.

Pharmacological therapy can transiently improve hypercalcaemia. However, sustained maintenance of
normocalcaemia requires eradication of underlying malignancy.

Treatment options include intravenous bisphosphonates, denosumab, calcitonin, glucocorticoids (for calcitriol
[1,25-dihydroxyvitamin D]-mediated hypercalcaemia), and calcimimetics (for ectopic PTH production).

Definition
Hypercalcaemia occurs in 20% to 30% of patients with cancer.[1] [2] Cancer represents the most common
aetiology of hypercalcaemia in the inpatient setting.[3] It can result from: humoral hypercalcaemia of
malignancy (characterised by tumour secretion of parathyroid hormone-related peptide [PTHrP]); local
osteolytic hypercalcaemia (characterised by local release of factors, including PTHrP, by bony metastases
that promote osteoclast differentiation and function); calcitriol (1,25-dihydroxyvitamin D)-mediated
hypercalcaemia (characterised by autonomous production of calcitriol [(1,25-dihydroxyvitamin D)] by
lymphoma cells); and ectopic hyperparathyroidism (characterised by tumour production of parathyroid
hormone), which is very rare.[4][5]
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Epidemiology
Hypercalcaemia occurs in 20% to 30% of patients with cancer.[1] [2] Cancer represents the most common
aetiology of hypercalcaemia in the inpatient setting.[3] Humoral hypercalcaemia of malignancy (parathyroid
hormone-related peptide [PTHrP]-mediated) is believed to account for 80% of cases (however, retrospective
studies report elevated serum PTHrP levels in <40% of patients).[1] [14] [15] [16] Tumours associated
with humoral hypercalcaemia include squamous cell cancer, renal cancer, ovarian cancer, endometrial
cancer, breast cancer, and human T-lymphotrophic virus-associated lymphoma.[1] [2][10] Local osteolytic
hypercalcaemia (local production of factors, including PTHrP, by bony metastases that promote osteoclast
differentiation and activity) accounts for 20% of cases, with typical tumours including breast cancer, multiple
myeloma, and lymphoma.[1] [5] [10] Hypercalcaemia mediated by increased calcitriol (1,25-dihydroxyvitamin
D) synthesis or ectopic parathyroid hormone secretion accounts for <1% of cases.[1] [10]

Aetiology
Humoral hypercalcaemia of malignancy is most commonly associated with:[1] [2][10]

• Renal cancer
• Ovarian cancer
• Breast cancer
• Endometrial cancer
• Human T-lymphotrophic virus-associated lymphoma
• Squamous cell carcinoma.

Local osteolytic hypercalcaemia is most commonly associated with:[1][10]

• Breast cancer
• Multiple myeloma.

Calcitriol (1,25-dihydroxyvitamin D)-mediated hypercalcaemia is associated with:[1] [10]

• Lymphomas (of all types)
• Granulomatous disease (such as active sarcoidosis) or tuberculosis.

Ectopic parathyroid hormone secretion by tumours is rare, but has been reported.[1][11] [12]

Pathophysiology
Humoral hypercalcaemia of malignancy: tumour secretion of parathyroid hormone-related peptide (PTHrP)
leads to activation of osteoclastic bone resorption and suppression of osteoblastic bone formation. This
results in skeletal release of calcium and subsequent hypercalcaemia. PTHrP also acts at the level of
the kidney to reduce calcium clearance, as well as to reduce the renal phosphorus threshold, leading to
hyperphosphaturia and hypophosphataemia.[1] [2]

Local osteolytic hypercalcaemia: in the setting of malignancy with widespread skeletal involvement, local
release of cytokines (e.g., interleukin [IL]-1 and IL-6), chemokines, and PTHrP leads to increased osteoclastic
bone resorption, and to increased release of calcium into the serum that overwhelms the kidney's capacity to
clear calcium.[5]
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Hypercalcaemia of malignancy Theory

CT chest showing compression fracture of multiple vertebral bodies in a child presenting with acute
lymphoblastic leukaemia. Biochemistry showed hypercalcaemia with a suppressed parathyroid hormone level

Sukumar SP, Balachandran K, Sahoo JP, et al. Acute lymphocytic leukaemia presenting
as a metabolic bone disease. BMJ Case Reports 2013; doi:10.1136/bcr-2013-008758
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Whole body planar images suggestive of skeletal infiltration in a child with
acute lymphoblastic leukaemia showing areas of abnormal increased uptake.

Biochemistry showed hypercalcaemia with a suppressed parathyroid hormone level
Sukumar SP, Balachandran K, Sahoo JP, et al. Acute lymphocytic leukaemia presenting
as a metabolic bone disease. BMJ Case Reports 2013; doi:10.1136/bcr-2013-008758

Calcitriol (1,25-dihydroxyvitamin D)-mediated hypercalcaemia: overexpression of 1-alpha hydroxylase (the
enzyme that converts precursor 25-hydroxyvitamin D [25OHD] to calcitriol [(1,25-dihydroxyvitamin D)]) by
malignant or adjacent normal cells leads to autonomous production of bioactive vitamin D.[1] [5] Calcitriol
(1,25-dihydroxyvitamin D) in turn increases intestinal calcium absorption and subsequent hypercalcaemia. In
addition, calcitriol (1,25-dihydroxyvitamin D) may stimulate osteoclast-mediated bone resorption.[5]

Ectopic secretion of authentic parathyroid hormone with subsequent hypercalcaemia has been rarely
reported.[1][11] [12]

Classification
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Hypercalcaemia of malignancy Theory

Severity
While there is no universally accepted classification of mild, moderate, or severe hypercalcaemia, the
following criteria are widely used:[6] [7] [8]

• Mild hypercalcaemia: total calcium of less than 3 mmol/L (<12 mg/dL) or ionised calcium of 1.4 to 2.0
mmol/L (5.6 to 8.0 mg/dL)

• Moderate hypercalcaemia: total calcium of 3.0 to 3.5 mmol/L (12.0 to 13.9 mg/dL) or ionised calcium of
2.5 mmol/L or greater (≥10 mg/dL)

• Severe hypercalcaemia: 3.5 mmol/L or greater (≥14 mg/dL) or ionised calcium of 2.5 to 3.0 mmol/L
(10-12 mg/dL).

The National Cancer Institute's Common Terminology Criteria for Adverse Events (CTCAE) classifies
hypercalcaemia of malignancy into four grades premised on corrected serum calcium:[9]

• Grade 1: corrected serum calcium (SCa) of >upper limit of normal* to 2.9 mmol/L (11.5 mg/dL); ionised
calcium >upper limit of normal to 1.5 mmol/L (6 mg/dL)

• Grade 2: corrected SCa of >2.9 to 3.1 mmol/L (>11.5 to 12.5 mg/dL); ionised calcium >1.5 to 1.6
mmol/L (>6.0 to 6.4 mg/dL); symptomatic

• Grade 3: corrected SCa of >3.1 to 3.4 mmol/L (>12.5 to 13.5 mg/dL); ionised calcium >1.6 to 1.8
mmol/L (>6.4 to 7.2 mg/dL); hospitalisation indicated

• Grade 4: corrected SCa of >3.4 mmol/L (>13.5 mg/dL); ionized calcium >1.8 mmol/L (>7.2 mg/dL); life-
threatening consequences.

*upper limit of normal: serum calcium 2.7 mmol/L (10.8 mg/dL); ionised calcium 1.3 mmol/L (5.3 mg/dL)
(values may vary among laboratories)

Causes of hypercalcaemia of malignancy
Humoral hypercalcaemia of malignancy is most commonly associated with:[1][10]

• Renal cancer
• Ovarian cancer
• Breast cancer
• Endometrial cancer
• Human T-lymphotrophic virus-associated lymphoma
• Squamous cell carcinoma.

Local osteolytic hypercalcaemia is most commonly associated with:[1][10]

• Breast cancer
• Multiple myeloma.

Calcitriol (1,25-dihydroxyvitamin D)-mediated hypercalcaemia is associated with:[1] [10]

• Lymphomas (of all types)
• Granulomatous disease (such as active sarcoidosis) or tuberculosis.

Ectopic parathyroid hormone secretion by tumours is rare, but has been reported.[1][11] [12]
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Case history
Case history #1
A 63-year-old woman is brought in by her family for progressive fatigue and confusion. Past medical
history is notable for ovarian cancer. Physical examination reveals dry mucous membranes. Admission
labs are significant for an elevated adjusted serum calcium of 3.2 mmol/L (12.8 mg/dL), a low-normal
albumin level, a low-normal phosphorus level, and elevated alkaline phosphatase. Hypercalcaemia work-
up reveals a suppressed parathyroid hormone, an elevated parathyroid hormone-related peptide (PTHrP),
and a low-normal calcitriol (1,25-dihydroxyvitamin D) level.

Other presentations
Hypercalcaemia of malignancy can occur with both solid and liquid tumours. Presenting symptoms are
similar to those seen in hypercalcaemia of any aetiology. Symptoms include neuropsychiatric changes
(mood disturbance, fatigue, confusion, stupor, and coma), gastrointestinal disturbance (loss of appetite,
nausea, constipation), muscle weakness, acute kidney injury, polyuria, polydipsia, and bone pain.[1]
[5] [13] Mild hypercalcaemia may be asymptomatic. Severe hypercalcaemia may be associated with
hypercalcaemic crisis, with complications such as acute pancreatitis, acute kidney injury, and coma.[10]
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Hypercalcaemia of malignancy Diagnosis

Approach
Diagnosis of malignancy-associated hypercalcaemia is based on a history of malignancy, signs/symptoms
of hypercalcaemia, presence of hypercalcaemia, and biochemical work-up to determine the underlying
aetiology of hypercalcaemia.

History and physical examination
Symptoms of hypercalcaemia include neuropsychiatric changes (e.g., mood disturbance, fatigue,
confusion, stupor, and coma), gastrointestinal disturbance (loss of appetite, nausea, constipation), muscle
weakness, polyuria, polydipsia, and bone pain.[1] [2] [5] [10] [13] Signs of dehydration associated with
hypercalcaemia include poor skin turgor and dry mucous membranes. However, hypercalcaemia may not
be associated with any specific physical examination findings.

History to evaluate potential causes of hypercalcaemia unrelated to malignancy should be elicited.[1]
[5] These include hyperthyroidism, phaeochromocytoma, adrenal insufficiency, and granulomatous
disease. A thorough medication history to evaluate for use of medications that may cause or worsen
hypercalcaemia (thiazide diuretics, lithium, calcium, over-the-counter antacids, and large doses of vitamin
D) should be undertaken.[1] [5] [10]

Severity of symptoms may correlate with duration and rapidity of onset of hypercalcaemia.[10] It is
important to note that malignancy-associated hypercalcaemia is less commonly associated with life-
threatening decompensation, but a hypercalcaemic crisis (characterised by oliguria, anuria, somnolence,
coma) can occur.

An ECG should be performed to assess for a shortened QT interval and dysrhythmias.

Laboratory evaluation
Biochemical evidence of hypercalcaemia should be demonstrated by measuring total serum calcium and
albumin in order to calculate the adjusted serum calcium level. Some sources prefer measurement of
serum ionised calcium, if available. Serum ionised calcium should be measured if the albumin level is
altered, and if calcium-binding immunoglobulins may be present (e.g., in multiple myeloma).[1]

Parathyroid hormone (PTH)-dependent hypercalcaemia should be ruled out by measuring a serum intact
PTH level.[5] Conditions associated with elevated PTH include primary and tertiary hyperparathyroidism,
familial hypocalciuric hypercalcaemia, and ectopic hyperparathyroidism.

A complete metabolic panel should be ordered to check for hypercalcaemia-induced acute kidney injury.
A high bicarbonate level may indicate that malignancy or exogenous calcium excess may be a more likely
cause of hypercalcaemia than primary hyperparathyroidism.

The aetiology of non-PTH-dependent hypercalcaemia should be determined. Conditions associated with
hypercalcaemia and an appropriately suppressed PTH include malignancy-associated hypercalcaemia,
hyperthyroidism, phaeochromocytoma, and adrenal insufficiency.

All laboratory tests should be obtained before treatment is started, as improvement of hypercalcaemia
after treatment is initiated may cause difficulty in interpreting test results. The following tests are also
recommended:
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• Screening for hyperthyroidism, phaeochromocytoma, and adrenal insufficiency, as clinically
indicated.

• Serum parathyroid hormone-related peptide (PTHrP). An elevated PTHrP associated with a
suppressed PTH and low to low-normal calcitriol (1,25-dihydroxyvitamin D) level represents likely
humoral hypercalcaemia of malignancy. PTHrP-mediated hypercalcaemia typically occurs with non-
metastatic tumours that may be apparent on examination and initial imaging. Exceptions include
small neuro-endocrine tumours.[1]

• Serum phosphorus. In humoral hypercalcaemia of malignancy, PTHrP also acts at the level of the
kidney to reduce calcium clearance, as well as to reduce the renal phosphorus threshold, leading to
hyperphosphaturia and hypophosphataemia.[1] [5]

• Calcitriol (serum 1,25-dihydroxyvitamin D) level, if lymphoma and/or granulomatous disease are
suspected. Calcitriol (1,25-dihydroxyvitamin D)-mediated hypercalcaemia occurs with lymphomas
of all kinds and granulomatous disorders.

• Serum 25-hydroxyvitamin D, if intravenous bisphosphonate or subcutaneous denosumab is being
considered. Vitamin D deficiency should be corrected prior to administration of bisphosphonates or
denosumab to avoid the risk of hypocalcaemia and, possibly, osteonecrosis of the jaw.[17] [18] [19]
[20]

If there is a history of malignancy complicated by skeletal involvement, PTHrP and calcitriol (1,25-
dihydroxyvitamin D) are found to be normal, and other aetiologies of hypercalcaemia have been
eliminated, local osteolytic hypercalcaemia is the most likely diagnosis.
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Hypercalcaemia of malignancy Diagnosis

CT chest showing compression fracture of multiple vertebral bodies in a child presenting with acute
lymphoblastic leukaemia. Biochemistry showed hypercalcaemia with a suppressed parathyroid hormone level

Sukumar SP, Balachandran K, Sahoo JP, et al. Acute lymphocytic leukaemia presenting
as a metabolic bone disease. BMJ Case Reports 2013; doi:10.1136/bcr-2013-008758
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Whole body planar images suggestive of skeletal infiltration in a child with
acute lymphoblastic leukaemia showing areas of abnormal increased uptake.

Biochemistry showed hypercalcaemia with a suppressed parathyroid hormone level
Sukumar SP, Balachandran K, Sahoo JP, et al. Acute lymphocytic leukaemia presenting
as a metabolic bone disease. BMJ Case Reports 2013; doi:10.1136/bcr-2013-008758

Radiology evaluation
In order to assess for underlying causes of hypercalcaemia, the following tests should be considered:

• Skeletal survey in patients in whom multiple myeloma, bone metastases, or leukaemia are
suspected.

• Chest x-ray to assess for lung cancer, sarcoidosis, or tuberculosis.

Further imaging should be ordered, according to the suspected cancer or condition and the anatomical
region involved.
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Hypercalcaemia of malignancy Diagnosis

Other tests
An ECG should be performed to look for shortened QT interval or other conduction abnormalities.[2]

History and exam
Key diagnostic factors
presence of risk factors (common)
• Key risk factors include non-metastatic malignancy (humoral hypercalcaemia), metastatic skeletal

involvement (local osteolytic hypercalcaemia), and lymphoma (calcitriol [(1,25-dihydroxyvitamin D)]-
mediated hypercalcaemia).

history of malignancy (common)
• Hypercalcaemia occurs in 20% to 30% of patients with cancer.[21] [22] Cancer represents the

most common aetiology of hypercalcaemia in the inpatient setting.[3] It can result from: humoral
hypercalcaemia of malignancy (characterised by tumour secretion of parathyroid hormone-related
peptide [PTHrP]); local osteolytic hypercalcaemia (characterised by local release of factors, including
PTHrP, by bony metastases that promote osteoclast differentiation and function); calcitriol (1,25-
dihydroxyvitamin D)-mediated hypercalcaemia (characterised by autonomous production of calcitriol
[(1,25-dihydroxyvitamin D)] by lymphoma cells); and ectopic hyperparathyroidism (characterised by
tumour production of parathyroid hormone), which is very rare.[21] [5]

Other diagnostic factors
normal physical exam (common)
• Hypercalcaemia may not be associated with any specific physical examination findings.

poor skin turgor and/or dry mucous membranes (common)
• Signs of dehydration may be apparent on physical examination.

confusion (common)
• Hypercalcaemia may be associated with neuropsychiatric symptoms.

fatigue (common)
• Hypercalcaemia may be associated with neuropsychiatric symptoms.

constipation (common)
• Hypercalcaemia is associated with gastrointestinal symptoms.

loss of appetite (common)
• Hypercalcaemia is associated with gastrointestinal symptoms.

nausea (common)
• Hypercalcaemia is associated with gastrointestinal symptoms.
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polyuria (common)
• Hypercalcaemia is associated with increased urinary excretion and dehydration by inducing

nephrogenic diabetes insipidus.

polydipsia (common)
• Hypercalcaemia is associated with increased urinary excretion and dehydration.

bone pain (common)
• Hypercalcaemia is associated with bone pain.
• Bone pain may be a feature of metastatic skeletal involvement.

use of hypercalcaemia-inducing medication (common)
• Medications that may cause or worsen hypercalcaemia include thiazide diuretics, lithium, calcium,

over-the-counter antacids, and large doses of vitamin D.[21] [5] [23]

stupor (uncommon)
• Hypercalcaemia may be associated with neuropsychiatric symptoms. Stupor is a non-specific

symptom that may result from hypercalcaemia, but has numerous toxic/metabolic and neurological
aetiologies that need to be considered.

coma (uncommon)
• Hypercalcaemia may be associated with neuropsychiatric symptoms. Coma is a non-specific symptom

that may result from hypercalcaemia, but has numerous toxic/metabolic and neurological aetiologies
that need to be considered.

Risk factors
Strong
non-metastatic malignancy
• Humoral hypercalcaemia of malignancy results from tumour secretion of parathyroid hormone-related

peptide (PTHrP), and typically occurs with non-metastatic disease.[4] Types of cancer include renal
cancer, ovarian cancer, breast cancer, endometrial cancer, and squamous cell carcinoma.[1] [5] [10]

metastatic skeletal involvement
• Local osteolytic hypercalcaemia occurs with disease complicated by widespread skeletal

involvement.[1] Types of cancer include breast cancer and multiple myeloma.[1] [5] [10]
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Hypercalcaemia of malignancy Diagnosis

CT chest showing compression fracture of multiple vertebral bodies in a child presenting with acute
lymphoblastic leukaemia. Biochemistry showed hypercalcaemia with a suppressed parathyroid hormone level

Sukumar SP, Balachandran K, Sahoo JP, et al. Acute lymphocytic leukaemia presenting
as a metabolic bone disease. BMJ Case Reports 2013; doi:10.1136/bcr-2013-008758
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Whole body planar images suggestive of skeletal infiltration in a child with
acute lymphoblastic leukaemia showing areas of abnormal increased uptake.

Biochemistry showed hypercalcaemia with a suppressed parathyroid hormone level
Sukumar SP, Balachandran K, Sahoo JP, et al. Acute lymphocytic leukaemia presenting
as a metabolic bone disease. BMJ Case Reports 2013; doi:10.1136/bcr-2013-008758

lymphoma
• Calcitriol (1,25-dihydroxyvitamin D)-mediated hypercalcaemia occurs with lymphomas of all types,

including human T-lymphotrophic virus-associated lymphoma.[1] [10]
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Investigations
1st test to order

Test Result
total serum calcium

• Hypercalcaemia is defined by an elevated serum calcium level. Total
serum calcium measurements are influenced by serum albumin
levels, and by calcium-binding immunoglobulins as in multiple
myeloma.[1] Serum calcium measurements should ideally be
obtained from specimens collected without the use of a tourniquet/
cuff.

• May be included in comprehensive metabolic panel.

elevated

serum ionised calcium
• Some sources prefer measurement of serum ionised calcium to total

serum calcium plus serum albumin, if available. Measurement of
serum ionised calcium should be considered when factors that affect
the accuracy of total serum calcium are present, such as abnormal
serum albumin levels, and calcium-binding immunoglobulins as in
multiple myeloma.[1] Serum calcium measurements should ideally be
obtained from specimens collected without the use of a tourniquet/
cuff.

elevated

serum albumin
• For SI units (calcium in mmol/L; albumin in g/L), the formula for

adjusted serum calcium is (0.02 x [normal albumin - patient's
albumin]) + serum calcium. Calculation of albumin-adjusted total
calcium is not required when ionised calcium is measured.

• The formula for adjusted calcium may not be reliable in all
circumstances (such as in critically ill patients).

• May be included in comprehensive metabolic panel.

variable

comprehensive metabolic panel
• May show elevated urea and creatinine in acute kidney injury;

elevated bicarbonate level may indicate malignancy or exogenous
calcium excess as a cause for hypercalcaemia.

may show elevated urea or
bicarbonate

resting ECG
• A resting ECG should be done to check the QT interval or other

conduction abnormalities.

may show shortened QT
interval and dysrhythmias

serum intact parathyroid hormone
• Should be ordered for initial biochemical assessment of

hypercalcaemia to distinguish between parathyroid hormone (PTH)-
mediated hypercalcaemia and non-PTH-mediated hypercalcaemia.
Malignancy-associated hypercalcaemia generally leads to
appropriate suppression of PTH secretion by the parathyroid gland.
However, co-existing malignancy and primary hyperparathyroidism
should be excluded. Rare scenarios in which PTH is inappropriately
normal or elevated despite the presence of hypercalcaemia include
malignancy-associated hypercalcaemia plus concurrent primary
hyperparathyroidism, or patients with PTH-secreting tumours.[1] [5]
[24]

elevated in PTH-
mediated hypercalcaemia
(e.g., primary
hyperparathyroidism,
tertiary
hyperparathyroidism);
suppressed in
malignancy-associated
hypercalcaemia unless
concurrent primary
hyperparathyroidism is
present or ectopic PTH
(rare)
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Test Result
serum parathyroid hormone-related peptide

• Should be ordered if initial PTH level is low or if PTH level is normal
to high despite the presence of a known malignancy. Humoral
hypercalcaemia of malignancy results from tumour secretion of
parathyroid hormone-related peptide (PTHrP). This mechanism
accounts for 80% of cases of malignancy-associated hypercalcaemia.
An elevated PTHrP in combination with a suppressed PTH confirms
the diagnosis. In rare cases, an elevated PTRHrP in combination with
an elevated PTH suggests concurrent humoral hypercalcaemia of
malignancy plus primary hyperparathyroidism.[1] [5] [10] [11] [24]

elevated in humoral
hypercalcaemia of
malignancy (PTHrP-
mediated hypercalcaemia)

serum phosphorus
• In humoral hypercalcaemia of malignancy, PTHrP acts at the level

of the kidney to reduce calcium clearance, as well as to reduce
the renal phosphorus threshold, leading to hyperphosphaturia and
hypophosphataemia.[1] [5]

• May be included in comprehensive metabolic panel.

low in humoral
hypercalcaemia of
malignancy (PTHrP-
mediated hypercalcaemia)

serum calcitriol (1,25-dihydroxyvitamin D)
• Should be ordered if initial PTH level is low in the presence of

lymphoma and/or granulomatous disease is suspected. Dysregulated
production of calcitriol (1,25-dihydroxyvitamin D) can occur in
lymphoma cells or neighbouring normal cells.

elevated in calcitriol (1,25-
dihydroxyvitamin D)-
mediated hypercalcaemia

serum 25-hydroxyvitamin D
• Serum 25-hydroxyvitamin D should be checked if intravenous

administration of bisphosphonate or subcutaneous denosumab is
being considered, as vitamin D deficiency needs to be corrected prior
to administration to avoid the risk of hypocalcaemia and, possibly,
osteonecrosis of the jaw.[17] [18] [19] [20]

excludes vitamin D
deficiency prior to
bisphosphonate or
denosumab use

Other tests to consider

Test Result
skeletal survey

• A skeletal survey should be done in patients in whom multiple
myeloma, bone metastases, or leukaemia is suspected.

may show osteopenia,
osteolytic lesions, or
pathological fractures

chest x-ray
• Hilar and/or paratracheal adenopathy with upper lobe predominant

bilateral infiltrates are seen in sarcoidosis. A central mass, hilar
lymphadenopathy, or pleural effusion may be seen in lung cancer.
May show typical infiltrates, effusions, or cavitation in tuberculosis
(TB).

may show typical findings
of lung cancer, TB, or
sarcoidosis
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Differentials

Condition Differentiating signs /
symptoms

Differentiating tests

Primary
hyperparathyroidism

• No differentiating signs or
symptoms.

• Hypercalcaemia associated
with elevated parathyroid
hormone level and
normal or elevated 1,25-
dihydroxyvitamin D level.

Hyperthyroidism • Symptoms include
weight loss, palpitations,
anxiety, heat intolerance,
hyperdefecation, tremor,
diaphoresis.

• Signs may include a
goitre or palpable thyroid
nodule(s); stare; lid lag;
or exophthalmos (Graves'
disease).

• Suppressed thyroid-
stimulating hormone and
elevated free T4 level.

Adrenal insufficiency • Symptoms include fatigue,
weight loss, anorexia,
abdominal pain, muscle
aches, lightheadedness,
nausea, vomiting, and
diarrhoea.

• Signs may include
orthostatic hypotension,
hyperpigmentation of skin
creases and buccal mucosa.

• Inadequate response
to adrenocorticotrophic
hormone stimulation.

• Hyponatraemia.
• Hypoglycaemia.

Phaeochromocytoma • Symptoms include episodic
headache, sweating,
palpitations.

• Signs include persistent
hypertension, tachycardia.

• Elevated 24-hour urinary
or plasma fractionated
catecholamines and
metanephrines.

Sarcoidosis • Symptoms include cough,
dyspnoea, chronic fatigue,
arthralgia, wheezing,
photophobia, painful red
eye, blurred vision; may be
asymptomatic; family history
of sarcoidosis.

• Signs include rhonchi,
lymphadenopathy, erythema
nodosum, lupus pernio,
conjunctival nodules, facial
palsy.

• Chest x-ray may show
hilar and/or paratracheal
adenopathy with upper
lobe predominant bilateral
infiltrates.

• Serum ACE level may be
elevated.

Medication-related
hypercalcaemia

• History of use of thiazide
diuretics, lithium, calcium
supplementation, over-the-
counter antacids, or large
doses of vitamin D.

• Serum calcium slightly
elevated and returns to
normal after cessation of the
medications.
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Condition Differentiating signs /
symptoms

Differentiating tests

Pulmonary tuberculosis • Cough, fever, anorexia,
weight loss, and malaise.

• Chest x-ray: primary disease
commonly presents as
middle and lower lung
zone infiltrates. Ipsilateral
adenopathy, atelectasis
from airway compression,
and pleural effusion can
be seen. Reactivation-type
(post-primary) pulmonary
tuberculosis (TB) usually
involves apical and/or
posterior segment of right
upper lobe, apicoposterior
segment of left upper lobe,
or superior segment of either
lower lobe, with or without
cavitation. As disease
progresses it spreads to
other segments/lobes.

• Sputum smear: positive for
acid-fast bacilli (AFB).

Extrapulmonary
tuberculosis

• Enlarged lymph nodes,
pleuritic chest pain, skeletal
pain, headache, urinary
symptoms, abdominal
swelling or pain.

• Chest x-ray: evidence of
unrecognised pulmonary TB
or evidence of old healed
TB (e.g. upper lobe fibrosis)
may be present; pleural TB
will usually have a small to
moderate unilateral pleural
effusion.

• Sputum smear: positive for
AFB.

• Analysis of lymph
node aspirate; pleural,
cerebrospinal, or ascitic
fluid; bone films; or urine
may show evidence of TB
infection.

Criteria
Severity
While there is no universally accepted classification of mild, moderate, or severe hypercalcaemia, the
following criteria are widely used:[6] [7] [8]

• Mild hypercalcaemia: total calcium of less than 3 mmol/L (<12 mg/dL) or ionised calcium of 1.4 to 2.0
mmol/L (5.6 to 8.0 mg/dL)

• Moderate hypercalcaemia: total calcium of 3.0 to 3.5 mmol/L (12.0 to 13.9 mg/dL) or ionised calcium of
2.5 mmol/L or greater (≥10 mg/dL)
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Hypercalcaemia of malignancy Diagnosis
• Severe hypercalcaemia: 3.5 mmol/L or greater (≥14 mg/dL) or ionised calcium of 2.5 to 3.0 mmol/L

(10-12 mg/dL).
The National Cancer Institute's Common Terminology Criteria for Adverse Events (CTCAE) classifies
hypercalcaemia of malignancy into four grades premised on corrected serum calcium:[9]

• Grade 1: corrected serum calcium (SCa) of >upper limit of normal* to 2.9 mmol/L (11.5 mg/dL); ionised
calcium >upper limit of normal to 1.5 mmol/L (6 mg/dL)

• Grade 2: corrected SCa of >2.9 to 3.1 mmol/L (>11.5 to 12.5 mg/dL); ionised calcium >1.5 to 1.6
mmol/L (>6.0 to 6.4 mg/dL); symptomatic

• Grade 3: corrected SCa of >3.1 to 3.4 mmol/L (>12.5 to 13.5 mg/dL); ionised calcium >1.6 to 1.8
mmol/L (>6.4 to 7.2 mg/dL); hospitalisation indicated

• Grade 4: corrected SCa of >3.4 mmol/L (>13.5 mg/dL); ionised calcium >1.8 mmol/L (>7.2 mg/dL); life-
threatening consequences.

*upper limit of normal: serum calcium 2.7 mmol/L (10.8 mg/dL); ionised calcium 1.3 mmol/L (5.3 mg/dL)
(values may vary among laboratories)
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Approach
Therapy directed at hypercalcaemia can temporarily restore normocalcaemia. Long-term maintenance of
normocalcaemia requires eradication of the underlying malignancy.

While there is no universally accepted classification of mild, moderate, or severe hypercalcaemia, the
following criteria are widely used:[6] [7] [8]

• Mild hypercalcaemia: total calcium of less than 3 mmol/L (<12 mg/dL) or ionised calcium of 1.4 to 2.0
mmol/L (5.6 to 8.0 mg/dL)

• Moderate hypercalcaemia: total calcium of 3.0 to 3.5 mmol/L (12.0 to 13.9 mg/dL) or ionised calcium of
2.5 mmol/L or greater (≥10 mg/dL)

• Severe hypercalcaemia: 3.5 mmol/L or greater (≥14 mg/dL) or ionised calcium of 2.5 to 3.0 mmol/L (10
to 12 mg/dL).

Supportive measures and monitoring
For all patients with hypercalcaemia of malignancy, maintain adequate hydration. Ensure that any
medications that can worsen hypercalcaemia (e.g., thiazide diuretics, calcitriol [(1,25-dihydroxyvitamin
D)], calcium supplementation, antacids, lithium) or worsen symptoms of hypercalcaemia (e.g., sedatives,
hypnotics, analgesics) are avoided, if possible.[1] [10]

Patients with mild hypercalcaemia or with moderate hypercalcaemia who are asymptomatic should be
monitored, have adequate fluid intake, and receive treatment for the underlying malignancy. Serum
calcium should be tested again after 1 week to confirm the diagnosis.[13]

Initiation of treatment
Therapy for hypercalcaemia should be initiated for symptomatic patients with moderate or severe
hypercalcaemia (serum calcium concentrations >3.0 mmol/L [>12.0 mg/dL]).[2] [6] If the person has
severe hypercalcaemia or severe symptoms, emergency hospital admission should be arranged.[13] 

Once the presence of moderate or severe hypercalcaemia has been established, treatment with
intravenous normal saline, an antiresorptive agent (intravenous bisphosphonate or denosumab), and
calcitonin (for patients with severe hypercalcaemia) can begin immediately.

In cases of hypercalcaemic crisis, urgent initiation of therapy is required to achieve adequate diuresis.
Once the results of additional tests are available, further targeted treatment can be started, mainly for
calcitriol (1,25-dihydroxyvitamin D)-induced hypercalcaemia. For parathyroid hormone-related peptide
(PTHrP)-induced hypercalcaemia, humoral hypercalcaemia, and hypercalcaemia due to metastatic
skeletal involvement, no additional specific treatments are available other than treatment of the underlying
malignancy.

First-line therapy

• Intravenous normal saline reverses dehydration secondary to hypercalcaemia-induced nephrogenic
diabetes insipidus in addition to oral hydration, and promotes calciuresis.[1] An initial bolus of 1-2
L should be administered, followed by 200-500 mL/hour depending on volume status, cardiac
function, and kidney function.[6]
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• Intravenous bisphosphonates are the most effective agents for treating malignancy-associated
hypercalcaemia. Bisphosphonates effectively block osteoclastic bone resorption. Therapy
should be instituted immediately upon diagnosis, because response takes 2-3 days.[4] Options
include pamidronate disodium or zoledronic acid, which are administered as a single dose.[1]
[10] [25] Although one study suggests that zoledronic acid is superior to pamidronate disodium,
the evidence overall is unclear and both are acceptable options.[1] [26] Ibandronate is also
approved for this indication in the UK. Potential adverse effects associated with intravenous
bisphosphonate therapy include transient flu-like syndrome with aches/chills/fever, acute kidney
injury, acute osteonecrosis of the jaw, and hypocalcaemia if high-dose bisphosphonates are given
to hypercalcaemic patients with critical vitamin D deficiency.[2] [4][5] [26]

• Denosumab (a monoclonal antibody directed against the receptor activator of nuclear factor-
KappaB ligand [RANKL]) is also an option for treating hypercalcaemia of malignancy.[6] [20] It
reduces osteoclast differentiation and bone resorption. It is easier to administer (subcutaneous
injection) than intravenous bisphosphonates and requires less monitoring of renal function. In
the US, denosumab is approved for treatment of hypercalcaemia of malignancy refractory to
bisphosphonate therapy. Endocrine Society guidelines recommend denosumab as an alternative
to first-line bisphosphonate therapy and favour its use in patients with renal impairment.[6] The
guidelines also suggest that it may be used in preference to bisphosphonates for patients with
moderate hypercalcaemia. However, the recommendation is based on indirect evidence from
randomised trials assessing outcomes such as skeletal-related events and hypocalcaemia rather
than hypercalcaemia. Potential adverse effects of denosumab include skin infections, acute
osteonecrosis of the jaw, and hypocalcaemia in patients with vitamin D deficiency. Rebound
hypercalcaemia has been observed in patients taking denosumab. In June 2018, the UK Medicines
and Healthcare products Regulatory Agency (MHRA) issued a safety alert following a pooled
analysis of four phase 3 studies of denosumab in patients with advanced malignancies involving
bone.[27] New primary malignancies were reported more frequently among patients receiving
denosumab than those receiving zoledronic acid (cumulative incidence of new primary malignancy
at 1 year was 1.1% for denosumab and 0.6% for zoledronic acid). No treatment-related patterns
for individual cancers or cancer groupings were identified. It is not known whether there is an
increased risk of new primary malignancy when denosumab is prescribed for the treatment of
hypercalcaemia of malignancy.

• Measure vitamin D (and correct if deficient) prior to administration of a bisphosphonate or
denosumab to avoid the risk of hypocalcaemia.[2] Regular monitoring of calcium levels is also
important.

Adjunctive therapies to consider

• Calcitonin interferes with osteoclastic bone resorption and renal tubular reabsorption of calcium.[1]
[2] It may effect a more rapid correction of hypercalcaemia than bisphosphonates or denosumab
alone.[28] [29] The clinical utility of calcitonin is limited by its transient effect and lack of
availability.[1] [10] [28] [29] A combination of calcitonin and a bisphosphonate or denosumab should
be used for initial treatment of severe hypercalcaemia.[6] Calcitonin treatment should be limited to
48-72 hours while awaiting the therapeutic effect of bisphosphonate or denosumab therapy.[6] [30]
 Potential adverse effects include flushing and nausea.[1]

• Furosemide is reserved for managing fluid overload in conjunction with intravenous hydration.
Caution should be taken to avoid overdiuresis, which depletes sodium stores relative to calcium,
causing intravascular volume depletion and worsening hypercalcaemia.[10]

Recurrent or refractory hypercalcaemia
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• If hypercalcaemia is improved with the initial infusion of bisphosphonate, but serum calcium levels
begin to increase again, the bisphosphonate infusion may be repeated:[6]

• in 7 days, and then every 3-4 weeks thereafter (zoledronic acid)
• every 2-3 weeks (pamidronate).

• Endocrine Society guidelines recommend that denosumab should be used for patients with
recurrent or refractory hypercalcaemia on an intravenous bisphosphonate.[6]

Therapy in advanced kidney disease

• Dialysis can be considered in patients who have cancers that are likely to respond to therapy,
but in whom renal and cardiac function limits utilisation of intravenous hydration or accepted
pharmacological therapy.[1] [31]

• Denosumab may be considered as an adjunct to dialysis.[32] However, patients with severe renal
impairment (creatinine clearance <30 mL/minute) or who are receiving dialysis are at increased risk
for hypocalcaemia. Regular monitoring of calcium levels is important.

Calcitriol (1,25-dihydroxyvitamin D)-mediated hypercalcaemia
Glucocorticoid therapy may be efficacious in treating calcitriol (1,25-dihydroxyvitamin D)-mediated
hypercalcaemia. Endocrine Society guidelines provide advice on dosing and duration of therapy.[6]

An intravenous bisphosphonate or denosumab may be added to glucocorticoid therapy in patients already
receiving glucocorticoid therapy who continue to have severe or symptomatic hypercalcaemia.[6]

Ectopic parathyroid hormone production
Removal of primary malignancy/ectopic parathyroid hormone-secreting source can reverse
hypercalcaemia.[33]

If surgery is not possible or further management of hypercalcaemia is needed for patients with parathyroid
carcinoma, treatment options may include cinacalcet or an intravenous bisphosphonate or denosumab.
Endocrine Society guidelines include advice on dosing and duration of therapy, and second-line
treatment.[6] See Primary hyperparathyroidism .
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Treatment algorithm overview
Please note that formulations/routes and doses may differ between drug names and brands, drug
formularies, or locations. Treatment recommendations are specific to patient groups: see disclaimer

Acute ( summary )
mild hypercalcaemia or
asymptomatic moderate
hypercalcaemia

1st treatment of underlying malignancy +
supportive measures + monitoring

symptomatic moderate or severe
hypercalcaemia: without advanced
kidney disease

1st intravenous normal saline

plus intravenous bisphosphonate or
denosumab

adjunct calcitonin (while awaiting effect of
bisphosphonate or denosumab)

adjunct furosemide

plus avoidance of exacerbating medications

plus treatment of underlying malignancy

with established calcitriol
(1,25-dihydroxyvitamin D)-
mediated hypercalcaemia

plus corticosteroid

symptomatic moderate or severe
hypercalcaemia: with advanced
kidney disease

1st renal dialysis ± denosumab
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Treatment algorithm
Please note that formulations/routes and doses may differ between drug names and brands, drug
formularies, or locations. Treatment recommendations are specific to patient groups: see disclaimer

Acute
mild hypercalcaemia or
asymptomatic moderate
hypercalcaemia

1st treatment of underlying malignancy +
supportive measures + monitoring

» Treatment is based on severity of
hypercalcaemia and symptoms. While there
is no universally accepted classification of
mild, moderate, or severe hypercalcaemia, the
following criteria are widely used:[6] [7] [8]

» Mild hypercalcaemia: total calcium of less than
3 mmol/L (<12 mg/dL) or ionised calcium of 1.4
to 2.0 mmol/L (5.6 to 8.0 mg/dL)

» Moderate hypercalcaemia: total calcium of 3.0
to 3.5 mmol/L (12.0 to 13.9 mg/dL) or ionised
calcium of 2.5 mmol/L or greater (≥10 mg/dL)

» Severe hypercalcaemia: 3.5 mmol/L or greater
(≥14 mg/dL) or ionised calcium of 2.5 to 3.0
mmol/L (10-12 mg/dL).

» Maintain adequate hydration and ensure
that any medications that can worsen
hypercalcaemia (e.g., thiazide diuretics,
calcitriol [(1,25-dihydroxyvitamin D)], calcium
supplementation, antacids, lithium) or worsen
symptoms of hypercalcaemia (e.g., sedatives,
hypnotics, analgesics) are avoided, if possible.[1]
[10]

» Patients with mild hypercalcaemia or
asymptomatic moderate hypercalcaemia should
be monitored, have adequate fluid intake, and
receive treatment for the underlying malignancy.
Serum calcium should be tested again after 1
week to confirm the diagnosis.[13]

» Therapy for hypercalcaemia should be
initiated for symptomatic patients with moderate
or severe hypercalcaemia (serum calcium
concentration >3.0 mmol/L [>12.0 mg/dL]).[2] [6]

» Long-term maintenance of normocalcaemia
requires eradication of the underlying
malignancy.

» Serial monitoring of calcium is important.
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Acute
symptomatic moderate or severe
hypercalcaemia: without advanced
kidney disease

1st intravenous normal saline

» Treatment is based on severity of
hypercalcaemia and symptoms. While there
is no universally accepted classification of
mild, moderate, or severe hypercalcaemia, the
following criteria are widely used:[6] [7] [8]

» Mild hypercalcaemia: total calcium of less than
3 mmol/L (<12 mg/dL) or ionised calcium of 1.4
to 2.0 mmol/L (5.6 to 8.0 mg/dL)

» Moderate hypercalcaemia: total calcium of 3.0
to 3.5 mmol/L (12.0 to 13.9 mg/dL) or ionised
calcium of 2.5 mmol/L or greater (≥10 mg/dL)

» Severe hypercalcaemia: 3.5 mmol/L or greater
(≥14 mg/dL) or ionised calcium of 2.5 to 3.0
mmol/L (10-12 mg/dL).

» Therapy for hypercalcaemia should be
initiated for symptomatic patients with moderate
or severe hypercalcaemia (serum calcium
concentrations >3.0 mmol/L [>12.0 mg/dL]).[2]
[6] If the person has severe hypercalcaemia
or severe symptoms, emergency hospital
admission should be arranged.[13]

» Once the presence of moderate or severe
hypercalcaemia has been established, treatment
with intravenous normal saline, an antiresorptive
agent (intravenous bisphosphonate or
denosumab), and calcitonin (for patients with
severe hypercalcaemia) can begin immediately.

» In cases of hypercalcaemic crisis, urgent
initiation of therapy is required to achieve
adequate diuresis.

» Intravenous normal saline reverses
dehydration secondary to hypercalcaemia-
induced nephrogenic diabetes insipidus in
addition to oral hydration, and promotes
calciuresis.[1] An initial bolus of 1-2 L should
be administered, followed by 200-500 mL/hour
depending on volume status, cardiac function,
and kidney function.[6]

plus intravenous bisphosphonate or
denosumab

Treatment recommended for ALL patients in
selected patient group

Primary options
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Acute
» pamidronate disodium: 15-60 mg
intravenous infusion as a single dose or
given over 2-4 days (dose depends on serum
calcium level, maximum 90 mg/treatment
course)

OR

» zoledronic acid: 4 mg intravenous infusion
given over at least 15 minutes; dose may be
repeated after 7 days if necessary and then
every 3-4 weeks thereafter

Secondary options

» denosumab: consult specialist for guidance
on dose

» Intravenous bisphosphonates are the most
effective agents for treating malignancy-
associated hypercalcaemia. Bisphosphonates
effectively block osteoclastic bone resorption.
Therapy should be instituted immediately upon
diagnosis, because response generally takes 2-3
days.[4] Options include pamidronate disodium
and zoledronic acid, which are both administered
as a single dose.[1] [10] [25] Although one study
suggests that zoledronic acid is superior to
pamidronate, the evidence overall is unclear and
both are acceptable options.[1] [26]

» If hypercalcaemia is improved with the
initial infusion of bisphosphonate, but
serum calcium levels begin to increase
again, the bisphosphonate infusion may be
repeated: in 7 days, and then every 3-4 weeks
thereafter (zoledronic acid); every 2-3 weeks
(pamidronate).[6]

» Potential adverse effects include transient
flu-like syndrome with aches/chills/fever, acute
kidney injury, acute osteonecrosis of the jaw, and
hypocalcaemia if high-dose bisphosphonates
are given to hypercalcaemic patients with critical
vitamin D deficiency.[2] [4][5] [26]

» Denosumab (a monoclonal antibody
directed against the receptor activator of
nuclear factor-KappaB ligand [RANKL]) is
also an option for treating hypercalcaemia
of malignancy.[6] [20] It reduces osteoclast
differentiation and bone resorption. It is easier
to administer (subcutaneous injection) than
intravenous bisphosphonates and requires
less monitoring of renal function. In the US,
denosumab is approved for treatment of
hypercalcaemia of malignancy refractory to
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Acute
bisphosphonate therapy. Endocrine Society
guidelines recommend denosumab as an
alternative to bisphosphonate therapy and favour
its use in patients with renal impairment.[6] The
guidelines also suggest that it may be used
in preference to bisphosphonates for patients
with moderate hypercalcaemia. However,
the recommendation is based on indirect
evidence from randomised trials assessing
outcomes such as skeletal-related events and
hypocalcaemia rather than hypercalcaemia.
Potential adverse effects of denosumab include
skin infections, acute osteonecrosis of the jaw,
and hypocalcaemia in patients with vitamin
D deficiency. Rebound hypercalcaemia has
been observed in patients taking denosumab.
Endocrine Society guidelines recommend that
denosumab should be used for patients with
recurrent or refractory hypercalcaemia on an
intravenous bisphosphonate.[6]

» In June 2018, the UK Medicines and
Healthcare products Regulatory Agency (MHRA)
issued a safety alert following a pooled analysis
of four phase 3 studies of denosumab in patients
with advanced malignancies involving bone.[27]
New primary malignancies were reported more
frequently among patients receiving denosumab
than those receiving zoledronic acid (cumulative
incidence of new primary malignancy at 1
year was 1.1% for denosumab and 0.6% for
zoledronic acid). No treatment-related patterns
for individual cancers or cancer groupings were
identified. It is not known whether there is an
increased risk of new primary malignancy when
denosumab is prescribed for the treatment of
hypercalcaemia of malignancy.

» Measure vitamin D (and correct if deficient)
prior to administration of a bisphosphonate or
denosumab to avoid the risk of hypocalcaemia.
Regular monitoring of calcium levels is also
important.

adjunct calcitonin (while awaiting effect of
bisphosphonate or denosumab)

Treatment recommended for SOME patients in
selected patient group

Primary options

» calcitonin-salmon: 4-8 units/kg
intramuscularly/subcutaneously every 6-12
hours

» Calcitonin interferes with osteoclastic bone
resorption and renal tubular reabsorption
of calcium.[1] [2] It may effect a more rapid
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correction of hypercalcaemia than initial
treatment with a bisphosphonate or denosumab
alone.[28] [29] The clinical utility of calcitonin is
limited by its transient effect and availability.[1]
[10] [28] [29] A combination of calcitonin and a
bisphosphonate or denosumab should be used
for initial treatment of severe hypercalcaemia.[6]

» Calcitonin treatment should be limited to 48-72
hours while awaiting the therapeutic effect of
bisphosphonate or denosumab therapy.[6] [30]
 Potential adverse effects include flushing and
nausea.[1]

adjunct furosemide

Treatment recommended for SOME patients in
selected patient group

Primary options

» furosemide: consult specialist for guidance
on dose

» Furosemide is a loop diuretic reserved for
managing fluid overload in conjunction with
intravenous hydration. The initial dose is
variable.

» Caution should be taken to avoid overdiuresis,
which depletes sodium stores relative to calcium,
causing intravascular volume depletion and
worsening hypercalcaemia.[10]

plus avoidance of exacerbating medications

Treatment recommended for ALL patients in
selected patient group

» It is important to avoid medications that can
worsen hypercalcaemia (e.g., thiazide diuretics,
calcitriol [(1,25-dihydroxyvitamin D)], calcium
supplementation, antacids, lithium) and those
that may worsen symptoms of hypercalcaemia
(e.g., sedatives, hypnotics, analgesics, if
possible).[1] [10]

plus treatment of underlying malignancy

Treatment recommended for ALL patients in
selected patient group

» Long-term maintenance of normocalcaemia
requires eradication of the underlying
malignancy.

» If hypercalcaemia is secondary to the rare
occurrence of ectopic parathyroid hormone
secretion by the underlying malignancy,
removal of the primary malignancy can reverse
hypercalcaemia.[33]
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» If surgery is not possible or further
management of hypercalcaemia is needed for
patients with parathyroid carcinoma, treatment
options may include cinacalcet or an intravenous
bisphosphonate or denosumab. Endocrine
Society guidelines include advice on dosing
and duration of therapy, and second-line
treatment.[6] See Primary hyperparathyroidism .

with established calcitriol
(1,25-dihydroxyvitamin D)-
mediated hypercalcaemia

plus corticosteroid

Treatment recommended for ALL patients in
selected patient group

Primary options

» prednisolone: 60 mg orally once daily for 10
days; or 10-20 mg orally once daily for 7 days

OR

» hydrocortisone sodium succinate: 200-400
mg/day intravenously for 3-5 days

» Once the results of additional tests are
available, further targeted treatment can be
started for calcitriol (1,25-dihydroxyvitamin D)-
induced hypercalcaemia.

» Glucocorticoid therapy may be efficacious.
Endocrine Society guidelines provide advice on
dosing and duration of therapy.[1] [6]

symptomatic moderate or severe
hypercalcaemia: with advanced
kidney disease

1st renal dialysis ± denosumab

Primary options

» denosumab: consult specialist for guidance
on dose

» Therapy for hypercalcaemia should be
initiated for symptomatic patients with moderate
or severe hypercalcaemia (serum calcium
concentrations >3.0 mmol/L [>12.0 mg/dL]).[2]
[6]

» Dialysis can be considered in patients who
have cancers that are likely to respond to
therapy, but in whom renal and cardiac function
limits utilisation of intravenous hydration or
accepted pharmacological therapy.[1] [31]

» Denosumab may be considered as an adjunct
to dialysis.[32] However, patients with severe
renal impairment (creatinine clearance <30
mL/minute) or who are receiving dialysis are
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at increased risk for hypocalcaemia. Regular
monitoring of calcium levels is important.

» In June 2018, the UK Medicines and
Healthcare products Regulatory Agency (MHRA)
issued a safety alert following a pooled analysis
of four phase 3 studies of denosumab in patients
with advanced malignancies involving bone.[27]
New primary malignancies were reported more
frequently among patients receiving denosumab
than those receiving zoledronic acid (cumulative
incidence of new primary malignancy at 1
year was 1.1% for denosumab and 0.6% for
zoledronic acid). No treatment-related patterns
for individual cancers or cancer groupings were
identified. It is not known whether there is an
increased risk of new primary malignancy when
denosumab is prescribed for the treatment of
hypercalcaemia of malignancy.

Patient discussions
Weight-bearing ambulation and oral hydration should be encouraged. Patients should stop any calcium
supplementation that they may be taking. There may need to be discussions about the continued
use of medications that are associated with hypercalcaemia (e.g., lithium, thiazide diuretics, calcitriol
[(1,25-dihydroxyvitamin D)], and vitamin D), and medications that may impair mental clarity (sedatives,
hypnotics, analgesics).
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Monitoring
Monitoring
The nadir in serum calcium levels following bisphosphonate administration typically occurs within 7 days.
Responses last for 1-4 weeks.[26] Serial monitoring of calcium is, therefore, important. Eradication of
underlying malignancy is crucial for continued maintenance of normocalcaemia.

Complications

Complications Timeframe Likelihood
bisphosphonate-induced flu-like syndrome short term low

Potential adverse effects associated with intravenous bisphosphonate therapy include transient flu-like
syndrome with aches/chills/fever.[36] [35] [37]

acute kidney injury variable low

Hypercalcaemia can lead to renal vasoconstriction, volume depletion, and a subsequent reversible
decrease in glomerular filtration rate. Long-standing hypercalcaemia and hypercalciuria can lead to
calcification, degeneration, and renal tubular atrophy/necrosis.[35] In addition, intravenous bisphosphonate
therapy can be associated with acute kidney injury.[36] [35] [37]

coma variable low

Hypercalcaemia is associated with neuropsychiatric symptoms, of which coma is a serious complication.

acute pancreatitis variable low

Hypercalcaemia may lead to calcium deposition in the pancreatic duct, and to activation of trypsinogen
in the pancreatic parenchyma, leading to pancreatitis. Incidence of acute pancreatitis associated with
malignancy-associated hypercalcaemia is unknown.[38]

Prognosis

Intravenous hydration and pharmacological therapy for malignancy-associated hypercalcaemia can provide
transient restoration of normocalcaemia. Eradication of underlying malignancy is crucial for permanent
reversal of hypercalcaemia.

Humoral hypercalcaemia of malignancy or local osteolytic
hypercalcaemia

Intravenous hydration and calcitonin may improve hypercalcaemia within the first 24-48 hours of therapy.[1]
[28] [29] Intravenous bisphosphonates are most efficacious and may restore normocalcaemia within 10
days of treatment in the majority of patients.[1] [26] Duration of effect is variable.[26] Sustained resolution of
hypercalcaemia requires effective anti-tumour therapy.
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Calcitriol (1,25-dihydroxyvitamin D)-mediated hypercalcaemia
Intravenous hydration and calcitonin may transiently improve hypercalcaemia within the first 24-48 hours
of therapy.[1] [28] [29] Glucocorticoid therapy requires several days to improve serum calcium levels.[34]
Duration of effect has not been extensively studied.
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Diagnostic guidelines

United Kingdom

Clinical knowledge summaries: hypercalcaemia (https://cks.nice.org.uk/
topics/hypercalcaemia)
Published by: National Institute for Health and Care Excellence Last published: 2019

Emergency management of acute hypercalcaemia in adult patients (https://
www.endocrinology.org/clinical-practice/clinical-guidance/society-for-
endocrinology-guidance)
Published by: Society for Endocrinology Last published: 2016

North America

Cancer guidelines: symptom management. Oncologic emergencies (https://
www.albertahealthservices.ca/info/cancerguidelines.aspx)
Published by: Alberta Provincial Tumour Council Last published: 2022

Treatment guidelines

United Kingdom

Clinical knowledge summaries: hypercalcaemia (https://cks.nice.org.uk/
topics/hypercalcaemia)
Published by: National Institute for Health and Care Excellence Last published: 2019

Emergency management of acute hypercalcaemia in adult patients (https://
www.endocrinology.org/clinical-practice/clinical-guidance/society-for-
endocrinology-guidance)
Published by: Society for Endocrinology Last published: 2016

North America

Treatment of hypercalcemia of malignancy in adults: an Endocrine Society
clinical practice guideline (https://www.endocrine.org/clinical-practice-
guidelines/bone-health-and-osteoporosis)
Published by: Endocrine Society Last published: 2022

Cancer guidelines: symptom management. Oncologic emergencies (https://
www.albertahealthservices.ca/info/cancerguidelines.aspx)
Published by: Alberta Provincial Tumour Council Last published: 2022
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Oceania

Hypercalcaemia of malignancy (HCM) (https://www.eviq.org.au/clinical-
resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-
hcm#management)
Published by: Cancer Institute NSW, New South Wales Government,
Australia

Last published: 2019

36 This PDF of the BMJ Best Practice topic is based on the web version that was last updated: Jul 18, 2023.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
can be found on bestpractice.bmj.com . Use of this content is subject to our disclaimer (.

Use of this content is subject to our) . © BMJ Publishing Group Ltd 2023. All rights reserved.

https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm#management
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm#management
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm#management
https://bestpractice.bmj.com


Hypercalcaemia of malignancy References

Key articles

• Cancer Institute NSW. Hypercalcaemia of malignancy (HCM). Jul 2019 [internet publication].  Full
text (https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-
malignancy-hcm)

• Guise TA, Wysolmerski JJ. Cancer-associated hypercalcemia. N Engl J Med. 2022
Apr 14;386(15):1443-51. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/35417639?
tool=bestpractice.bmj.com)

• Horwitz MJ. Chapter 84: Non-parathyroid hypercalcemia. In: Bilezikian JP, ed. Primer on the metabolic
bone diseases and disorders of mineral metabolism. 9th ed. Washington, DC: American Society of
Bone and Mineral Research; 2018:639-45.

• El-Hajj Fuleihan G, Clines GA, Hu MI, et al. Treatment of hypercalcemia of malignancy in
adults: an Endocrine Society clinical practice guideline. J Clin Endocrinol Metab. 2023 Feb
15;108(3):507-28.  Full text (https://academic.oup.com/jcem/article/108/3/507/6916871)   Abstract
(http://www.ncbi.nlm.nih.gov/pubmed/36545746?tool=bestpractice.bmj.com)

• Stewart AF. Clinical practice. Hypercalcemia associated with cancer. N Engl J Med. 2005 Jan
27;352(4):373-9. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com)

• Alberta Provincial Tumour Council. Oncologic emergencies: a guide for family physicians. Sep 2014
[internet publication].  Full text (https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-
cancer-guide-oncologic-emergencies.pdf)

• Horwitz MJ, Hodak SP, Steward AF. Non-parathyroid hypercalcemia. In: Rosen CJ, ed. Primer on the
metabolic bone diseases and disorders of mineral metabolism. 8th ed. Washington, DC: American
Society of Bone and Mineral Research; 2013:562-71.

• Stewart AF. Clinical practice. Hypercalcemia associated with cancer. N Engl J Med. 2005 Jan
27;352(4):373-9. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com)

• Major P, Lortholary A, Hon J, et al. Zoledronic acid is superior to pamidronate in the treatment
of hypercalcemia of malignancy: a pooled analysis of two randomized, controlled clinical trials. J
Clin Oncol. 2001 Jan 15;19(2):558-67. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/11208851?
tool=bestpractice.bmj.com)

• Alberta Provincial Tumour Council. Oncologic emergencies: a guide for family physicians. Sep 2014
[internet publication].  Full text (https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-
cancer-guide-oncologic-emergencies.pdf)

References

1. Stewart AF. Clinical practice. Hypercalcemia associated with cancer. N Engl J Med. 2005 Jan
27;352(4):373-9. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com)

R
EFER

EN
C

ES

This PDF of the BMJ Best Practice topic is based on the web version that was last updated: Jul 18, 2023.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
can be found on bestpractice.bmj.com . Use of this content is subject to our disclaimer (.

Use of this content is subject to our) . © BMJ Publishing Group Ltd 2023. All rights reserved.

37

https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
http://www.ncbi.nlm.nih.gov/pubmed/35417639?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/35417639?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/108/3/507/6916871
http://www.ncbi.nlm.nih.gov/pubmed/36545746?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/36545746?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11208851?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11208851?tool=bestpractice.bmj.com
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com
https://bestpractice.bmj.com


Hypercalcaemia of malignancy References
R

EF
ER

EN
C

ES

2. Cancer Institute NSW. Hypercalcaemia of malignancy (HCM). Jul 2019 [internet publication].  Full
text (https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-
malignancy-hcm)

3. Lindner G, Felber R, Schwarz C, et al. Hypercalcemia in the ED: prevalence, etiology, and outcome.
Am J Emerg Med. 2013 Apr;31(4):657-60. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/23246111?
tool=bestpractice.bmj.com)

4. Guise TA, Wysolmerski JJ. Cancer-associated hypercalcemia. N Engl J Med. 2022
Apr 14;386(15):1443-51. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/35417639?
tool=bestpractice.bmj.com)

5. Horwitz MJ. Chapter 84: Non-parathyroid hypercalcemia. In: Bilezikian JP, ed. Primer on the metabolic
bone diseases and disorders of mineral metabolism. 9th ed. Washington, DC: American Society of
Bone and Mineral Research; 2018:639-45.

6. El-Hajj Fuleihan G, Clines GA, Hu MI, et al. Treatment of hypercalcemia of malignancy in
adults: an Endocrine Society clinical practice guideline. J Clin Endocrinol Metab. 2023 Feb
15;108(3):507-28.  Full text (https://academic.oup.com/jcem/article/108/3/507/6916871)   Abstract
(http://www.ncbi.nlm.nih.gov/pubmed/36545746?tool=bestpractice.bmj.com)

7. Walker MD, Shane E. Hypercalcemia: a review. JAMA. 2022 Oct 25;328(16):1624-36. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/36282253?tool=bestpractice.bmj.com)

8. Carroll MF, Schade DS. A practical approach to hypercalcemia. Am Fam Physician. 2003 May
1;67(9):1959-66.  Full text (https://www.aafp.org/pubs/afp/issues/2003/0501/p1959.html)   Abstract
(http://www.ncbi.nlm.nih.gov/pubmed/12751658?tool=bestpractice.bmj.com)

9. US National Cancer Institute: cancer therapy evaluation program. Common terminology criteria for
adverse events (CTCAE) v5.0. Nov 2017 [internet publication].  Full text (https://ctep.cancer.gov/
protocoldevelopment/electronic_applications/ctc.htm)

10. Alberta Provincial Tumour Council. Oncologic emergencies. Feb 2022 [internet publication].  Full
text (https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-
emergencies.pdf)

11. Strewler GJ, Budayr AA, Clark OH, et al. Production of parathyroid hormone by a malignant
nonparathyroid tumor in a hypercalcemic patient. J Clin Endocrinol Metab. 1993 May;76(5):1373-5.
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/7684395?tool=bestpractice.bmj.com)

12. VanHouten JN, Yu N, Rimm D, et al. Hypercalcemia of malignancy due to ectopic transactivation
of the parathyroid hormone gene. J Clin Endocrinol Metab. 2006 Feb;91(2):580-3.  Full text
(https://academic.oup.com/jcem/article/91/2/580/2843429)   Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/16263810?tool=bestpractice.bmj.com)

13. National Institute for Health and Care Excellence. Clinical knowledge summaries: hypercalcaemia. Aug
2019 [internet publication].  Full text (https://cks.nice.org.uk/topics/hypercalcaemia)

38 This PDF of the BMJ Best Practice topic is based on the web version that was last updated: Jul 18, 2023.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
can be found on bestpractice.bmj.com . Use of this content is subject to our disclaimer (.

Use of this content is subject to our) . © BMJ Publishing Group Ltd 2023. All rights reserved.

https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
http://www.ncbi.nlm.nih.gov/pubmed/23246111?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/23246111?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/35417639?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/35417639?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/108/3/507/6916871
http://www.ncbi.nlm.nih.gov/pubmed/36545746?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/36545746?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/36282253?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/36282253?tool=bestpractice.bmj.com
https://www.aafp.org/pubs/afp/issues/2003/0501/p1959.html
http://www.ncbi.nlm.nih.gov/pubmed/12751658?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/12751658?tool=bestpractice.bmj.com
https://ctep.cancer.gov/protocoldevelopment/electronic_applications/ctc.htm
https://ctep.cancer.gov/protocoldevelopment/electronic_applications/ctc.htm
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
http://www.ncbi.nlm.nih.gov/pubmed/7684395?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7684395?tool=bestpractice.bmj.com
https://academic.oup.com/jcem/article/91/2/580/2843429
https://academic.oup.com/jcem/article/91/2/580/2843429
http://www.ncbi.nlm.nih.gov/pubmed/16263810?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/16263810?tool=bestpractice.bmj.com
https://cks.nice.org.uk/topics/hypercalcaemia
https://bestpractice.bmj.com


Hypercalcaemia of malignancy References

14. Fritchie K, Zedek D, Grenache DG. The clinical utility of parathyroid hormone-related peptide
in the assessment of hypercalcemia. Clin Chim Acta. 2009 Apr;402(1-2):146-9. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/19168044?tool=bestpractice.bmj.com)

15. Szymanski JJ, Otrock ZK, Patel KK, et al. Incidence of humoral hypercalcemia of malignancy
among hypercalcemic patients with cancer. Clin Chim Acta. 2016 Jan 30;453:190-3. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/26706788?tool=bestpractice.bmj.com)

16. Burtis WJ, Brady TG, Orloff JJ, et al. Immunochemical characterization of circulating parathyroid
hormone-related protein in patients with humoral hypercalcemia of cancer. N Engl J Med. 1990 Apr
19;322(16):1106-12.  Full text (https://www.nejm.org/doi/full/10.1056/NEJM199004193221603)  
Abstract (http://www.ncbi.nlm.nih.gov/pubmed/2320080?tool=bestpractice.bmj.com)

17. Lorenzo-Pouso AI, Pérez-Sayáns M, García A, et al. Vitamin D supplementation: hypothetical effect
on medication-related osteonecrosis of the jaw. Med Hypotheses. 2018 Jul;116:79-83. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/29857915?tool=bestpractice.bmj.com)

18. Bedogni A, Bettini G, Bedogni G, et al. Is vitamin D deficiency a risk factor for osteonecrosis
of the jaw in patients with cancer? A matched case-control study. J Craniomaxillofac
Surg. 2019 Aug;47(8):1203-8. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/30929994?
tool=bestpractice.bmj.com)

19. Daga N, Joseph F. Denosumab-induced severe hypocalcaemia in a patient with vitamin D deficiency.
BMJ Case Rep. 2020 Aug 26;13(8):e234508.  Full text (https://www.ncbi.nlm.nih.gov/pmc/articles/
PMC7451275)   Abstract (http://www.ncbi.nlm.nih.gov/pubmed/32847872?tool=bestpractice.bmj.com)

20. Räkel A, Boucher A, Ste-Marie LG. Role of zoledronic acid in the prevention and treatment of
osteoporosis. Clin Interv Aging. 2011;6:89-99.  Full text (https://www.dovepress.com/getfile.php?
fileID=9425)   Abstract (http://www.ncbi.nlm.nih.gov/pubmed/21594000?tool=bestpractice.bmj.com)

21. Stewart AF. Clinical practice. Hypercalcemia associated with cancer. N Engl J Med. 2005 Jan
27;352(4):373-9. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com)

22. Cancer Institute NSW. Hypercalcaemia of malignancy (HCM). Jul 2019 [internet publication].  Full
text (https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-
malignancy-hcm)

23. Alberta Provincial Tumour Council. Oncologic emergencies: a guide for family physicians. Sep 2014
[internet publication].  Full text (https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-
cancer-guide-oncologic-emergencies.pdf)

24. Milanesi A, Yu R, Geller SA, et al. Concurrent primary hyperparathyroidism and humoral
hypercalcemia of malignancy in a patient with multiple endocrine neoplasia type 1. Pancreas. 2011
May;40(4):634-7. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/21483254?tool=bestpractice.bmj.com)

25. Body JJ, Bartl R, Burckhardt P, et al. Current use of bisphosphonates in oncology. International
Bone and Cancer Study Group. J Clin Oncol. 1998 Dec;16(12):3890-9. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/9850035?tool=bestpractice.bmj.com)

R
EFER

EN
C

ES

This PDF of the BMJ Best Practice topic is based on the web version that was last updated: Jul 18, 2023.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
can be found on bestpractice.bmj.com . Use of this content is subject to our disclaimer (.

Use of this content is subject to our) . © BMJ Publishing Group Ltd 2023. All rights reserved.

39

http://www.ncbi.nlm.nih.gov/pubmed/19168044?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/19168044?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/26706788?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/26706788?tool=bestpractice.bmj.com
https://www.nejm.org/doi/full/10.1056/NEJM199004193221603
http://www.ncbi.nlm.nih.gov/pubmed/2320080?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2320080?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29857915?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/29857915?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/30929994?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/30929994?tool=bestpractice.bmj.com
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7451275
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7451275
http://www.ncbi.nlm.nih.gov/pubmed/32847872?tool=bestpractice.bmj.com
https://www.dovepress.com/getfile.php?fileID=9425
https://www.dovepress.com/getfile.php?fileID=9425
http://www.ncbi.nlm.nih.gov/pubmed/21594000?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
https://www.eviq.org.au/clinical-resources/oncological-emergencies/486-hypercalcaemia-of-malignancy-hcm
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
http://www.ncbi.nlm.nih.gov/pubmed/21483254?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/9850035?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/9850035?tool=bestpractice.bmj.com
https://bestpractice.bmj.com


Hypercalcaemia of malignancy References
R

EF
ER

EN
C

ES

26. Major P, Lortholary A, Hon J, et al. Zoledronic acid is superior to pamidronate in the treatment
of hypercalcemia of malignancy: a pooled analysis of two randomized, controlled clinical trials. J
Clin Oncol. 2001 Jan 15;19(2):558-67. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/11208851?
tool=bestpractice.bmj.com)

27. Medicines and Healthcare products Regulatory Agency. Denosumab (Xgeva) for advanced
malignancies involving bone: study data show new primary malignancies reported more frequently
compared to zoledronate. Jun 2018 [internet publication].  Full text (https://www.gov.uk/drug-safety-
update/denosumab-xgeva-for-advanced-malignancies-involving-bone-study-data-show-new-primary-
malignancies-reported-more-frequently-compared-to-zoledronate)

28. Ljunghall S. Use of clodronate and calcitonin in hypercalcemia due to malignancy. Recent
Results Cancer Res. 1989;116:40-5. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/2527399?
tool=bestpractice.bmj.com)

29. Chevallier B, Peyron R, Basuyau JP, et al. Human calcitonin in neoplastic hypercalcemia. Results of
a prospective randomized trial [in French]. Presse Med. 1988 Dec 17;17(45):2375-7. Abstract (http://
www.ncbi.nlm.nih.gov/pubmed/2974978?tool=bestpractice.bmj.com)

30. Wisneski LA. Salmon calcitonin in the acute management of hypercalcemia. Calcif Tissue Int. 1990;46
Suppl:S26-30. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/2137363?tool=bestpractice.bmj.com)

31. Koo WS, Jeon DS, Ahn SJ, et al. Calcium-free hemodialysis for the management of hypercalcemia.
Nephron. 1996;72(3):424-8. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/8852491?
tool=bestpractice.bmj.com)

32. Bech A, de Boer H. Denosumab for tumor-induced hypercalcemia complicated by renal failure. Ann
Intern Med. 2012 Jun 19;156(12):906-7. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/22711097?
tool=bestpractice.bmj.com)

33. Nussbaum SR, Gaz RD, Arnold A. Hypercalcemia and ectopic secretion of parathyroid hormone by an
ovarian carcinoma with rearrangement of the gene for parathyroid hormone. N Engl J Med. 1990 Nov
8;323(19):1324-8.  Full text (https://www.nejm.org/doi/full/10.1056/NEJM199011083231907)   Abstract
(http://www.ncbi.nlm.nih.gov/pubmed/2215618?tool=bestpractice.bmj.com)

34. Binstock ML, Mundy GR. Effect of calcitonin and glutocorticoids in combination on the hypercalcemia
of malignancy. Ann Intern Med. 1980 Aug;93(2):269-72. Abstract (http://www.ncbi.nlm.nih.gov/
pubmed/7406378?tool=bestpractice.bmj.com)

35. Horwitz MJ, Hodak SP, Steward AF. Non-parathyroid hypercalcemia. In: Rosen CJ, ed. Primer on the
metabolic bone diseases and disorders of mineral metabolism. 8th ed. Washington, DC: American
Society of Bone and Mineral Research; 2013:562-71.

36. Stewart AF. Clinical practice. Hypercalcemia associated with cancer. N Engl J Med. 2005 Jan
27;352(4):373-9. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com)

37. Major P, Lortholary A, Hon J, et al. Zoledronic acid is superior to pamidronate in the treatment
of hypercalcemia of malignancy: a pooled analysis of two randomized, controlled clinical trials. J

40 This PDF of the BMJ Best Practice topic is based on the web version that was last updated: Jul 18, 2023.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
can be found on bestpractice.bmj.com . Use of this content is subject to our disclaimer (.

Use of this content is subject to our) . © BMJ Publishing Group Ltd 2023. All rights reserved.

http://www.ncbi.nlm.nih.gov/pubmed/11208851?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11208851?tool=bestpractice.bmj.com
https://www.gov.uk/drug-safety-update/denosumab-xgeva-for-advanced-malignancies-involving-bone-study-data-show-new-primary-malignancies-reported-more-frequently-compared-to-zoledronate
https://www.gov.uk/drug-safety-update/denosumab-xgeva-for-advanced-malignancies-involving-bone-study-data-show-new-primary-malignancies-reported-more-frequently-compared-to-zoledronate
https://www.gov.uk/drug-safety-update/denosumab-xgeva-for-advanced-malignancies-involving-bone-study-data-show-new-primary-malignancies-reported-more-frequently-compared-to-zoledronate
http://www.ncbi.nlm.nih.gov/pubmed/2527399?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2527399?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2974978?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2974978?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2137363?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8852491?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/8852491?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22711097?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/22711097?tool=bestpractice.bmj.com
https://www.nejm.org/doi/full/10.1056/NEJM199011083231907
http://www.ncbi.nlm.nih.gov/pubmed/2215618?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/2215618?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7406378?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/7406378?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/15673803?tool=bestpractice.bmj.com
https://bestpractice.bmj.com


Hypercalcaemia of malignancy References

Clin Oncol. 2001 Jan 15;19(2):558-67. Abstract (http://www.ncbi.nlm.nih.gov/pubmed/11208851?
tool=bestpractice.bmj.com)

38. Alberta Provincial Tumour Council. Oncologic emergencies: a guide for family physicians. Sep 2014
[internet publication].  Full text (https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-
cancer-guide-oncologic-emergencies.pdf)

R
EFER

EN
C

ES

This PDF of the BMJ Best Practice topic is based on the web version that was last updated: Jul 18, 2023.
BMJ Best Practice topics are regularly updated and the most recent version of the topics
can be found on bestpractice.bmj.com . Use of this content is subject to our disclaimer (.

Use of this content is subject to our) . © BMJ Publishing Group Ltd 2023. All rights reserved.

41

http://www.ncbi.nlm.nih.gov/pubmed/11208851?tool=bestpractice.bmj.com
http://www.ncbi.nlm.nih.gov/pubmed/11208851?tool=bestpractice.bmj.com
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
https://www.albertahealthservices.ca/assets/info/hp/cancer/if-hp-cancer-guide-oncologic-emergencies.pdf
https://bestpractice.bmj.com


Hypercalcaemia of malignancy Images
IM

AG
ES

Images

Figure 1: CT chest showing compression fracture of multiple vertebral bodies in a child presenting with acute
lymphoblastic leukaemia. Biochemistry showed hypercalcaemia with a suppressed parathyroid hormone level

Sukumar SP, Balachandran K, Sahoo JP, et al. Acute lymphocytic leukaemia presenting as a metabolic bone
disease. BMJ Case Reports 2013; doi:10.1136/bcr-2013-008758
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Figure 2: Whole body planar images suggestive of skeletal infiltration in a child with acute lymphoblastic
leukaemia showing areas of abnormal increased uptake. Biochemistry showed hypercalcaemia with a
suppressed parathyroid hormone level

Sukumar SP, Balachandran K, Sahoo JP, et al. Acute lymphocytic leukaemia presenting as a metabolic bone
disease. BMJ Case Reports 2013; doi:10.1136/bcr-2013-008758
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Disclaimer
BMJ Best Practice is intended for licensed medical professionals. BMJ Publishing Group Ltd (BMJ) does not
advocate or endorse the use of any drug or therapy contained within this publication nor does it diagnose
patients. As a medical professional you retain full responsibility for the care and treatment of your patients
and you should use your own clinical judgement and expertise when using this product.

This content is not intended to cover all possible diagnosis methods, treatments, follow up, drugs and any
contraindications or side effects. In addition, since such standards and practices in medicine change as
new data become available, you should consult a variety of sources. We strongly recommend that you
independently verify specified diagnosis, treatments and follow-up and ensure it is appropriate for your
patient within your region. In addition, with respect to prescription medication, you are advised to check the
product information sheet accompanying each drug to verify conditions of use and identify any changes in
dosage schedule or contraindications, particularly if the drug to be administered is new, infrequently used, or
has a narrow therapeutic range. You must always check that drugs referenced are licensed for the specified
use and at the specified doses in your region.

Information included in BMJ Best Practice is provided on an “as is” basis without any representations,
conditions or warranties that it is accurate and up to date. BMJ and its licensors and licensees assume no
responsibility for any aspect of treatment administered to any patients with the aid of this information. To
the fullest extent permitted by law, BMJ and its licensors and licensees shall not incur any liability, including
without limitation, liability for damages, arising from the content. All conditions, warranties and other terms
which might otherwise be implied by the law including, without limitation, the warranties of satisfactory
quality, fitness for a particular purpose, use of reasonable care and skill and non-infringement of proprietary
rights are excluded.

Where BMJ Best Practice has been translated into a language other than English, BMJ does not warrant the
accuracy and reliability of the translations or the content provided by third parties (including but not limited to
local regulations, clinical guidelines, terminology, drug names and drug dosages). BMJ is not responsible for
any errors and omissions arising from translation and adaptation or otherwise.Where BMJ Best Practice lists
drug names, it does so by recommended International Nonproprietary Names (rINNs) only. It is possible that
certain drug formularies might refer to the same drugs using different names.

Please note that recommended formulations and doses may differ between drug databases drug names and
brands, drug formularies, or locations. A local drug formulary should always be consulted for full prescribing
information.

Treatment recommendations in BMJ Best Practice are specific to patient groups. Care is advised when
selecting the integrated drug formulary as some treatment recommendations are for adults only, and external
links to a paediatric formulary do not necessarily advocate use in children (and vice-versa). Always check
that you have selected the correct drug formulary for your patient.

Where your version of BMJ Best Practice does not integrate with a local drug formulary, you should consult
a local pharmaceutical database for comprehensive drug information including contraindications, drug
interactions, and alternative dosing before prescribing.

Interpretation of numbers

Regardless of the language in which the content is displayed, numerals are displayed according to the
original English-language numerical separator standard. For example 4 digit numbers shall not include a
comma nor a decimal point; numbers of 5 or more digits shall include commas; and numbers stated to be
less than 1 shall be depicted using decimal points. See Figure 1 below for an explanatory table.

BMJ accepts no responsibility for misinterpretation of numbers which comply with this stated numerical
separator standard.

This approach is in line with the guidance of the International Bureau of Weights and Measures Service.

Figure 1 – BMJ Best Practice Numeral Style
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