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	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Posology and method of administration


	Patients with renal impairment

No dose adjustment is required in patients with renal impairment (see section 5.2). Experience in patients on dialysis or with severe renal impairment (creatinine clearance < 30 ml/min) is limited. 
	Patients with renal impairment

No dose adjustment is required in patients with renal impairment (see section 5.2). Experience in patients on dialysis or with severe renal impairment (creatinine clearance < 30 ml/min) is limited. (see section 4.4 for recommendations relating to monitoring of calcium). 

	Contraindications


	Hypersensitivity to the active substance or to any of the excipients.


	Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

	Special warnings and precautions for use
	Hypocalcaemia

Pre-existing hypocalcaemia must be corrected prior to initiating therapy with XGEVA.

Patients with severe renal impairment (creatinine clearance < 30 ml/min) or receiving dialysis are at greater risk of developing hypocalcaemia. Monitoring of calcium levels in these patients is recommended. If hypocalcaemia occurs while receiving XGEVA, additional short term calcium supplementation may be necessary.
	Hypocalcaemia
Pre-existing hypocalcaemia must be corrected prior to initiating therapy with XGEVA. Hypocalcaemia can occur at any time during therapy with XGEVA and most commonly occurs within the first 6 months of dosing. Patients with severe renal impairment (creatinine clearance < 30 ml/min) or receiving dialysis are at greater risk of developing hypocalcaemia. Monitoring of calcium levels in these patients is recommended. If hypocalcaemia occurs while receiving XGEVA, additional short term calcium supplementation may be necessary.
In the post marketing setting, severe symptomatic hypocalcaemia has been reported (see section 4.8).

	Fertility, pregnancy and lactation
	Pregnancy 

There are no adequate data from the use of XGEVATM in pregnant women. Animal studies are insufficient with respect to reproductive toxicity (see section 5.3). In genetically engineered mice in which RANKL has been turned off by gene removal (a “knockout mouse”), studies suggest absence of RANKL (the target of denosumab – see section 5.1) could interfere with the development of lymph nodes in the foetus and could lead to postnatal impairment of dentition and bone growth (see section 5.3). XGEVATM is not recommended for use in pregnant women and women of childbearing potential not using contraception.


	Pregnancy 

There are no adequate data from the use of XGEVATM in pregnant women. Animal studies are insufficient with respect to reproductive toxicity (see section 5.3). In genetically engineered mice in which RANKL has been turned off by gene removal (a “knockout mouse”), studies suggest absence of RANKL (the target of denosumab – see section 5.1) could interfere with the development of lymph nodes in the foetus and could lead to postnatal impairment of dentition and bone growth (see section 5.3). XGEVATM is not recommended for use in pregnant women and women of childbearing potential not using contraception.

Xgeva can cause fetal harm when administered to pregnant woman. Based on findings in animals, Xgeva is expected to result in adverse reproductive effects. In utero denosumab exposure in cynomolgus monkeys resulted in increased fetal loss, stillbirths, and postnatal mortality, along with evidence of absent peripheral lymph nodes, abnormal bone growth and decreased neonatal growth. 

There are no adequate and well-controlled studies with Xgeva in pregnant women. Women should be advised not to become pregnant when taking Xgeva. If this drug is used during pregnancy, or if the patient become pregnant while taking this drug, the patient should be apprised of the potential hazard to the fetus.

	Undesirable effects
	
	In the postmarketing setting, severe symptomatic hypocalcaemia (including fatal cases) has been reported.


