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	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Warnings and Precautions
	Hypersensitivy 

True hypersensitivity reactions are rare. They can occur in the very seldom cases anti-of IgA deficiency with anti-IgA antibodies. KIOVIG is not indicated in patients with selective IgA deficiency where the IgA deficiency is the only abnormality of concern.

Rarely, human normal immunoglobulin can induce a fall in blood pressure with anaphylactic reaction,even in patients who had tolerated previous treatment with human normal immunoglobulin.

Thromboembolism

There is clinical evidence of an association between IVIg administration and thromboembolic events such as myocardial infarction, cerebral vascular accident (including stroke), pulmonary embolism and deep vein thrombosis which is assumed to be related to a relative increase in blood viscosity through the high influx of immunoglobulin. Caution should be exercised in prescribing and infusion of IVIg in obese patients and in patients with pre-existing risk factors for thrombotic events (such as a history of atherosclerosis, multiple cardiovascular risk factors, advanced age, impaired cardiac output, hypertension, diabetes mellitus and a history of vascular disease or thrombotic episodes, patients with acquired or inherited thrombophilic disorders, hypercoagulable disorders, patients with prolonged periods of immobilisation, severely hypovolemic patients, patients with diseases which increase blood viscosity).

Severe renal adverse reactions have been reported in patients receiving IVIg therapy. These include acute renal failure, acute tubular necrosis, proximal tubular nephropathy and osmotic nephrosis. In most cases, risk factors have been identified, such as pre-existing renal insufficiency, diabetes mellitus, hypovolemia, overweight, concomitant nephrotoxic medicinal products, age over 65, sepsis or paraproteinemia.

In case of renal impairment, IVIg discontinuation should be considered. While these reports of renal dysfunction and acute renal failure have been associated with the use of many of the licensed IVIg products, those containing sucrose as a stabilizer accounted for a disproportionate share of the total number. In patients at risk, the use of IVIg products that do not contain may be considered.

In patients at risk for acute renal failure or thromboembolic adverse reactions, IVIg products should be administered at the minimum rate of infusion and dose practicable.

There have been reports of noncardiogenic pulmonary edema (Transfusion Related Acute

Lung Injury, TRALI) in patients administered IVIG (including KIOVIG).

Aseptic meningitis
Aseptic meningitis syndrome (AMS) has been reported to occur in association with IVIG treatment. Discontinuation of IVIG treatment has resulted in remission of AMS within several days without sequelae. The syndrome usually begins within several hours to 2 days following IVIG treatment. Cerebrospinal fluid studies are frequently positive with pleocytosis up to several thousand cells per mm3, predominantly from the granulocytic series, and elevated protein levels up to several hundred mg/dL. 

AMS may occur more frequently in association with high-dose (2 g/kg) IVIG treatment.

Severe renal adverse reactions have been reported in patients receiving IVIg therapy. These include acute renal failure, acute tubular necrosis, proximal tubular nephropathy and osmotic nephrosis. In most cases, risk factors have been identified, such as pre-existing renal insufficiency, diabetes mellitus, hypovolemia, overweight, concomitant nephrotoxic medicinal products, age over 65, sepsis or paraproteinemia.

In case of renal impairment, IVIg discontinuation should be considered. While these reports of renal dysfunction and acute renal failure have been associated with the use of many of the licensed IVIg products, those containing sucrose as a stabilizer accounted for a disproportionate share of the total number. In patients at risk, the use of IVIg products that do not contain. may be considered.

In patients at risk for acute renal failure or thromboembolic adverse reactions, IVIg products should be administered at the minimum rate of infusion and dose practicable.

Hemolytic anemia

Hemolytic anemia can develop subsequent to IVIG (including Kiovig) therapy. IVIG products can contain blood group antibodies that may act as hemolysins and induce in vivo coating of red blood cells with immunoglobulin, causing a positive direct antiglobulin reaction and, rarely, hemolysis.


	Hypersensitivy 

Severe hypersensitivity reactions may occur, even in patients who had tolerated previous treatment with human normal immune globulin. In case of hypersensitivity, discontinue KIOVIG immediately and institute appropriate treatment. 

KIOVIG contains trace amount of IgA. Patients with antibodies to IgA have a greater risk of developing potentially severe hypersensitivity and anaphylactic reactions. KIOVIG is contraindicated in patients with antibodies against IgA and a history of hypersensitivity reaction.

True hypersensitivity reactions are rare. They can occur in the very seldom cases anti-of IgA deficiency with anti-IgA antibodies. KIOVIG is not indicated in patients with selective IgA deficiency where the IgA deficiency is the only abnormality of concern.

Rarely, human normal immunoglobulin can induce a fall in blood pressure with anaphylactic reaction,even in patients who had tolerated previous treatment with human normal immunoglobulin.
Thromboembolism

There is clinical evidence of an association between IVIg administration and thromboembolic events such as myocardial infarction, cerebral vascular accident (including stroke), pulmonary embolism and deep vein thrombosis which is assumed to be related to a relative increase in blood viscosity through the high influx of immunoglobulin. Caution should be exercised in prescribing and infusion of IVIg in obese patients and in patients with pre-existing risk factors for thrombotic events (such as a history of atherosclerosis, multiple cardiovascular risk factors, advanced age, impaired cardiac output, hypertension, diabetes mellitus and a history of vascular disease or thrombotic episodes, patients with acquired or inherited thrombophilic disorders, hypercoagulable disorders, patients with prolonged periods of immobilisation, severely hypovolemic patients, patients with diseases which increase blood viscosity).
Severe renal adverse reactions have been reported in patients receiving IVIg therapy. These include acute renal failure, acute tubular necrosis, proximal tubular nephropathy and osmotic nephrosis. In most cases, risk factors have been identified, such as pre-existing renal insufficiency, diabetes mellitus, hypovolemia, overweight, concomitant nephrotoxic medicinal products, age over 65, sepsis or paraproteinemia.

In case of renal impairment, IVIg discontinuation should be considered. While these reports of renal dysfunction and acute renal failure have been associated with the use of many of the licensed IVIg products, those containing sucrose as a stabilizer accounted for a disproportionate share of the total number. In patients at risk, the use of IVIg products that do not contain may be considered.

In patients at risk for acute renal failure or thromboembolic adverse reactions, IVIg products should be administered at the minimum rate of infusion and dose practicable.
Renal Dysfunction/Failure

Acute renal dysfunction/failure, acute tubular necrosis, proximal tubular nephropathy, osmotic nephrosis and death may occur upon use of IGIV treatment, especially those containing sucrose. Acute renal dysfunction/failure has been reported in association with infusions of KIOVIG. Assure that patients are not volume depleted prior to the initiation of infusion of KIOVIG. In patients who are at risk of developing renal dysfunction, because of pre-existing renal insufficiency or predisposition to acute renal failure (such as diabetes mellitus, age greater than 65, volume depletion, sepsis, paraproteinemia, or patients receiving known nephrotoxic drugs, etc.), administer KIOVIG intravenously at the minimum rate of infusion practicable (not exceeding 3.3 mg IgG/kg/min (< 2 mL/kg/hr).

Periodic monitoring of renal function and urine output is particularly important in patients judged to be at increased risk for developing acute renal failure. Assess renal function, including measurement of blood urea nitrogen (BUN) and serum creatinine, before the initial infusion of KIOVIG and again at appropriate intervals thereafter. If renal function deteriorates, consider discontinuation of KIOVIG.
Hyperproteinemia, Increased Serum Viscosity, and Hyponatremia

 Hyperproteinemia, increased serum viscosity and hyponatremia may occur in patients receiving KIOVIG. It is critical to distinguish true hyponatremia from a pseudohyponatremia that is temporally or causally related to hyperproteinemia with concomitant decreased calculated serum osmolality or elevated osmolar gap; because treatment aimed at decreasing serum free water in patients with pseudohyponatremia may lead to volume depletion, a further increase in serum viscosity and a predisposition to thromboembolic events.
Thrombotic Events

Thrombotic events, including myocardial infarction, cerebral vascular accident, deep vein thrombosis, and pulmonary embolism, have been reported in association with intravenous use of KIOVIG. Thrombotic events have also been reported with subcutaneous administration of immune globulin. Patients at risk for thrombotic events include those with a history of atherosclerosis, multiple cardiovascular risk factors, advanced age, impaired cardiac output, coagulation disorders, prolonged periods of immobilization, obesity, diabetes mellitus, acquired or inherited thrombophilic disorder, a history of vascular disease, or a history of a previous thrombotic or thromboembolic event. 

Consider baseline assessment of blood viscosity in patients at risk for hyperviscosity, including those with cryoglobulins, fasting chylomicronemia/markedly high triacylglycerols (triglycerides), or monoclonal gammopathies. For patients judged to be at risk of developing thrombotic events, administer KIOVIG intravenously at the minimum rate of infusion practicable, not exceeding 3.3 mg IgG/kg/min (< 2 mL/kg/hr). When administering subcutaneously monitor the patients for signs and symptoms of thrombotic events.
Transfusion Related Acute Lung Injury (TRALI)
Non-cardiogenic pulmonary edema (TRALI) has been reported in patients following treatment with IGIV products, including KIOVIG. TRALI is characterized by severe respiratory distress, pulmonary edema, hypoxemia, normal left ventricular function, and fever. Symptoms typically occur within 1 to 6 hours after treatment.

Monitor patients for pulmonary adverse reactions. If TRALI is suspected, perform appropriate tests for the presence of anti-neutrophil and anti-HLA antibodies in both the product and patient serum. TRALI may be managed using oxygen therapy with adequate ventilatory support.

There have been reports of noncardiogenic pulmonary edema (Transfusion Related Acute

Lung Injury, TRALI) in patients administered IVIG (including KIOVIG).
Aseptic meningitis syndrome (AMS)

AMS may occur with IGIV treatment, and has been reported with intravenous use of KIOVIG. Discontinuation of IGIV treatment has resulted in remission of AMS within several days without sequelae. The syndrome usually begins within several hours to two days following IGIV treatment.

AMS is characterized by the following signs and symptoms: severe headache, nuchal rigidity, drowsiness, fever, photophobia, painful eye movements, nausea and vomiting. Cerebrospinal fluid (CSF) studies frequently reveal pleocytosis up to several thousand cells per mm3, predominantly from the granulocytic series, and elevated protein levels up to several hundred mg/dL, but negative culture results. Conduct a thorough neurological examination on patients exhibiting such symptoms and signs, including CSF studies, to rule out other causes of meningitis. 

AMS may occur more frequently with high dose (2 g/kg) IGIV treatment and/or rapid infusion of IGIV.
Aseptic meningitis syndrome (AMS) has been reported to occur in association with IVIG treatment. Discontinuation of IVIG treatment has resulted in remission of AMS within several days without sequelae. The syndrome usually begins within several hours to 2 days following IVIG treatment. Cerebrospinal fluid studies are frequently positive with pleocytosis up to several thousand cells per mm3, predominantly from the granulocytic series, and elevated protein levels up to several hundred mg/dL. 

AMS may occur more frequently in association with high-dose (2 g/kg) IVIG treatment.
Hemolysis

KIOVIG contains blood group antibodies which may act as hemolysins and induce in vivo coating of red blood cells (RBC) with immune globulin. This may cause a positive direct antiglobulin test {DAT (Coomb’s test)}. Delayed hemolytic anemia can develop subsequent to KIOVIG therapy due to enhanced RBC sequestration, acute hemolysis, consistent with intravascular hemolysis, has been reported.

The following risk factors may be related to the development of hemolysis: high doses (e.g., (2 grams/kg single administration or divided over several days) and non-O-blood group. Underlying inflammatory state in an individual patient may increase the risk of hemolysis but its role is uncertain.

Monitor patients for clinical signs and symptoms of hemolysis, particularly patients with risk factors noted above. Consider appropriate laboratory testing in higher risk patients, including measurement of hemoglobin or hematocrit prior to infusion and within approximately 36-96 hours post infusion. If clinical signs and/or symptoms of hemolysis or significant drop in hemoglobin or hematocrit have been observed, perform additional confirmatory laboratory testing. If transfusion is indicated for patients who develop hemolysis with clinically comprising anemia after receiving IGV, perform adequate cross-matching to avoid exacerbating on-going hemolysis.

Hemolytic anaemia
Hemolytic anemia can develop subsequent to IVIG (including Kiovig) therapy. IVIG products can contain blood group antibodies that may act as hemolysins and induce in vivo coating of red blood cells with immunoglobulin, causing a positive direct antiglobulin reaction and, rarely, hemolysis.
Acute renal failure

Severe renal adverse reactions have been reported in patients receiving IVIg therapy. These include acute renal failure, acute tubular necrosis, proximal tubular nephropathy and osmotic nephrosis. In most cases, risk factors have been identified, such as pre-existing renal insufficiency, diabetes mellitus, hypovolemia, overweight, concomitant nephrotoxic medicinal products, age over 65, sepsis or paraproteinemia.

In case of renal impairment, IVIg discontinuation should be considered. While these reports of renal dysfunction and acute renal failure have been associated with the use of many of the licensed IVIg products, those containing sucrose as a stabilizer accounted for a disproportionate share of the total number. In patients at risk, the use of IVIg products that do not contain. may be considered.

In patients at risk for acute renal failure or thromboembolic adverse reactions, IVIg products should be administered at the minimum rate of infusion and dose practicable.
Hemolytic anaemia

Hemolytic anemia can develop subsequent to IVIG (including Kiovig) therapy. IVIG products can contain blood group antibodies that may act as hemolysins and induce in vivo coating of red blood cells with immunoglobulin, causing a positive direct antiglobulin reaction and, rarely, hemolysis.
Monitoring: Laboratory Tests

· Periodic monitoring of renal function and urine output is particularly important in patients judged to be at increased risk of developing acute renal failure. Assess renal function, including measurement of BUN and serum creatinine, before the initial infusion of KIOVIG and at appropriate intervals thereafter.

· Consider baseline assessment of blood viscosity in patients at risk for hyperviscosity, including those with cryoglobulins, fasting chylomicronemia/markedly high triacylglycerols (triglycerides), or monoclonal gammopathies, because of the potentially increased risk of thrombosis.

· If signs and/or symptoms of hemolysis are present after an infusion of KIOVIG, perform appropriate laboratory testing for confirmation.

· If TRALI is suspected, perform appropriate tests for the presence of anti-neutrophil antibodies and anti-HLA antibodies in both the product and patient’s serum



	Contra-indications
	Hypersensitivity to the active substance or to any of the excipients .

Hypersensitivity to human immunoglobulins,  very rare cases of IgA deficiency when the patient has antibodies against IgA.


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

Hypersensitivity to human immunoglobulins, especially in patients with antibodies against IgA very rare cases of IgA deficiency when the patient has antibodies against IgA.


	Breastfeeding
	Breast-feeding

Immunoglobulins are excreted into the milk and may contribute to the transfer of protective antibodies to the neonate.
	Breast-feeding

Immunoglobulins are excreted into the milk and may contribute to protecting the neonate from pathogens which have a mucosal portal of entry.the transfer of protective antibodies to the neonate.



	Adverse events
	Cases of reversible aseptic meningitis  .Isolated cases of reversible haemolytic anaemia/haemolysis, and rare cases of transient cutaneous reactions, have been observed with human normal immunoglobulin.
	Cases of reversible aseptic meningitis and rare cases of transient cutaneous reactions have been observed withhuman normal immunoglobulin. Reversible haemolytic reactions have been observed in patients, especially those with blood groups A, B, and AB. Rarely, haemolytic anaemia requiring transfusion may develop after high dose IVIg treatment (see also Section 4.4).Isolated cases of reversible haemolytic anaemia/haemolysis, and rare cases of transient cutaneous reactions, have been observed with human normal immunoglobulin.


	Drug Interactions
	Paediatric population

There are no interaction studies with KIOVIG in paediatric population.


	Paediatric population

Interaction studies have only been performed in adults.

There are no interaction studies with KIOVIG in paediatric population.


	Posology
	
	Replacement therapy should be initiated and monitored under the supervision of a physician experienced in the treatment of immunodeficiency.


	Special Precautions for Storage
	Store in a refrigerator (2°C – 8°C).

Do not freeze.

Keep the vial in the outer carton in order to protect from light.

For storage condition the diluted medicinal product, see section 6.3.

During the shelf life, the product may be stored at room temperature (not more than 25°C) for up to 1 year. The date of transfer to room temperature and the end of the 1 year period should be recorded on the outer carton. Once the product is stored at room temperature it must not be returned to the refrigerator and must be discarded, if not used by the end of the 1 year period.


	Do not store above 25°C

Store in a refrigerator (2°C – 8°C).
Do not freeze.

Keep the vial in the outer carton in order to protect from light.

For storage conditions after dilution of the diluted medicinal product, see section 6.3.

During the shelf life, the product may be stored at room temperature (not more than 25°C) for up to 1 year. The date of transfer to room temperature and the end of the 1 year period should be recorded on the outer carton. Once the product is stored at room temperature it must not be returned to the refrigerator and must be discarded, if not used by the end of the 1 year period.




