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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Pharmacodynamic properties
	
	Paediatric population

There are no theoretical or observed differences in the action of immunoglobulins in children compared to adults.



	Indication
	
	

	contraindications
	
	

	Posology, dosage  & administration
	
	

	Overdose 
	
	Paediatric population

Smaller children below the age of 5 years may be particularly susceptible to volume overload. Therefore, dosing should be carefully calculated for this population.  In addition, children with Kawasaki Disease are at especially high risk due to underlying cardiac compromise so dose and rate of administration should be carefully controlled.


	Special Warnings and Special Precautions for Use
	Hypersensitivity

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.
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.

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.

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.

Interference with serological testing

After infusion of immunoglobulin the transitory rise of the various passively transferred antibodies in the patients blood may result in misleading positive results in serological testing.

Passive transmission of antibodies to erythrocyte antigens, e.g. A, B, D, may interfere with some serological tests for red cell antibodies, for example the antiglobulin test (Coombs test).

Transmissible agents

KIOVIG is made from human plasma. Standard measures to prevent infections resulting from the use of medicinal products prepared from human blood or plasma include selection of donors, screening of individual donations and plasma pools for specific markers of infection and the inclusion of effective manufacturing steps for the inactivation/removal of viruses. Despite this, when medicinal products prepared from human blood or plasma are administered, the possibility of transmitting infectious agents cannot be totally excluded. This also applies to unknown or emerging viruses and other pathogens.

The measures taken are considered effective for enveloped viruses such as HIV, HBV and HCV, and for the non-enveloped viruses HAV and parvovirus B19.

There is reassuring clinical experience regarding the lack of hepatitis A or Parvovirus B19 transmission with immunoglobulins and it is also assumed that the antibody content makes an important contribution to the viral safety.

It is strongly recommended that every time that KIOVIG is administered to a patient, the name and batch number of the product are recorded in order to maintain a link between the patient and the batch of the product.

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


	Hypersensitivity 

True hypersensitivity reactions are rare. They can occur in patients with anti‑IgA antibodies. IVIg 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.
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.

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 in at‑risk patients. 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).

Hyperproteinemia, increased serum viscosity and subsequent relative pseudohyponatremia may occur in patients receiving IVIg therapy. This should be taken into account by physicians, since initiation of treatment for true hyponatremia (i.e. decreasing serum free water) in these patients may lead to a further increase in serum viscosity and a possible predisposition to thromboembolic events.

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

Cases of acute renal failure 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 containing various excipients such as sucrose, glucose and maltose, 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 these excipients may be considered. KIOVIG does not contain sucrose, maltose or glucose.

In patients at risk for acute renal failure, IVIg products should be administered at the minimum rate of infusion and dose practicable.
Transfusion Related Acute Lung Injury (TRALI)

There have been reports of noncardiogenic pulmonary edema (Transfusion Related Acute Lung Injury, TRALI) in patients administered IVIg (including KIOVIG).

Aseptic meningitis syndrome (AMS)

Aseptic meningitis syndrome 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.

Haemolytic anaemia

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 (Coombs' test) and, rarely, hemolysis. Haemolytic anaemia can develop subsequent to IVIg therapy due to enhanced red blood cells (RBC) sequestration. IVIg recipients should be monitored for clinical signs and symptoms of haemolysis. (See section 4.8.)

Interference with serological testing

After infusion of immunoglobulin the transitory rise of the various passively transferred antibodies in the patient's blood may result in misleading positive results in serological testing.

Passive transmission of antibodies to erythrocyte antigens, e.g. A, B, D, may interfere with some serological tests for red cell antibodies, for example the direct antiglobulin test (DAT, direct Coombs’ test).
Transmissible agents

KIOVIG is made from human plasma. Standard measures to prevent infections resulting from the use of medicinal products prepared from human blood or plasma include selection of donors, screening of individual donations and plasma pools for specific markers of infection and the inclusion of effective manufacturing steps for the inactivation/removal of viruses. Despite this, when medicinal products prepared from human blood or plasma are administered, the possibility of transmitting infectious agents cannot be totally excluded. This also applies to unknown or emerging viruses and other pathogens.

The measures taken are considered effective for enveloped viruses such as HIV, HBV and HCV, and for the non‑enveloped viruses HAV and parvovirus B19.

There is reassuring clinical experience regarding the lack of hepatitis A or Parvovirus B19 transmission with immunoglobulins and it is also assumed that the antibody content makes an important contribution to the viral safety.

It is strongly recommended that every time that KIOVIG is administered to a patient, the name and batch number of the product are recorded in order to maintain a link between the patient and the batch of the product.
Paediatric population 

There are no paediatric specific risks with regard to any of the above adverse events. Paediatric patients may be more susceptible to volume overload (see Section 4.9).
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.

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.

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.

Interference with serological testing

After infusion of immunoglobulin the transitory rise of the various passively transferred antibodies in the patients blood may result in misleading positive results in serological testing.

Passive transmission of antibodies to erythrocyte antigens, e.g. A, B, D, may interfere with some serological tests for red cell antibodies, for example the antiglobulin test (Coombs test).

Transmissible agents

KIOVIG is made from human plasma. Standard measures to prevent infections resulting from the use of medicinal products prepared from human blood or plasma include selection of donors, screening of individual donations and plasma pools for specific markers of infection and the inclusion of effective manufacturing steps for the inactivation/removal of viruses. Despite this, when medicinal products prepared from human blood or plasma are administered, the possibility of transmitting infectious agents cannot be totally excluded. This also applies to unknown or emerging viruses and other pathogens.

The measures taken are considered effective for enveloped viruses such as HIV, HBV and HCV, and for the non-enveloped viruses HAV and parvovirus B19.

There is reassuring clinical experience regarding the lack of hepatitis A or Parvovirus B19 transmission with immunoglobulins and it is also assumed that the antibody content makes an important contribution to the viral safety.

It is strongly recommended that every time that KIOVIG is administered to a patient, the name and batch number of the product are recorded in order to maintain a link between the patient and the batch of the product.
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



	Interaction with Other Medicaments and Other Forms of Interaction
	Paediatric population

Interaction studies have only been performed in adults.


	Paediatric population

The listed interactions apply both to adults and children.

Interaction studies have only been performed in adults.


	Fertility,   pregnancy and Lactation
	
	

	Adverse events
	Two clinical trials with KIOVIG were performed in primary immunodeficiency (PID) patients in Europe and the US. In the European study, 22 subjects with hypo- and agammaglobulinemia received KIOVIG for about 6 months. The US clinical trial was performed with 61 subjects with PID, who received KIOVIG for about 12 months. In Europe, an additional clinical study in 23 patients with idiopathic thrombocytopenic purpura (ITP) was performed. No serious adverse reaction (AR) was observed during the studies, with the exception of two episodes of aseptic meningitis in one patient of the US PID study, which were deemed possibly related to the medicinal product. Most ARs observed were mild to moderate in nature.

In the European and US PID studies the overall rate of ARs per infusion was 0.27. As expected due to the much higher dosage, the AR rate per infusion was higher (0.49) in the ITP trial; 87.5% of these ARs were assessed as mild.. The ARs reported in the three studies and post-marketing are summarized and categorized according to the MedDRA System organ class and frequency in the table below.

Tabulated summary of adverse reactions

The tables presented below are according to the MedDRA system organ classification (SOC and Preferred Term Level). 
Frequency of Adverse Reactiions (ARs)

MedDRA

System Organ Class (SOC)

MedDRA preferred term

AR frequency category

Infections and infestations

Bronchitis, nasopharyngitis

Common

Chronic sinusitis, fungal infection, infection, kidney infection, sinusitis, upper respiratory tract infection, urinary tract infection, bacterial urinary tract infection, 

Uncommon

Meningitis aseptic

Rare

Blood and lymphatic system disorders

Anaemia, lymphadenopathy

Uncommon

Hemolysis

Not known

Immune system disorders

Anaphylactic shock, anaphylactic reaction, hypersensitivity

Not known

Endocrine disorders

Thyroid disorder

Uncommon

Psychiatric disorders

anxiety

Uncommon

Nervous system disorders

Headache

Very common

Dizziness, migraine, 

Common

Amnesia, burning sensation, dysarthria, dysgeusia, , insomnia

Uncommon

Transient ischemic attack, tremor

Not known

Eye disorders

Conjunctivitis, 

eye pain, eye swelling

Uncommon

Uncommon

Ear and labyrinth disorders

Vertigo

Common 

Fluid in middle ear

Uncommon

Cardiac disorders

Tachycardia

Common

Vascular disorders

Flushing, hypertension

Common

Peripheral coldness, phlebitis

Uncommon

Deep vein thrombosis, hypotension

Not known

Respiratory, thoracic and mediastinal disorders

Cough, rhinorrhoea

Common

Asthma, nasal congestion, oropharyngeal swelling, pharyngolaryngeal pain

Uncommon

Pulmonary embolism, pulmonary edema, dyspnea

Not known

Gastrointestinal disorders

Diarrhoea, nausea, vomiting

Common

Abdominal pain

Not known

Skin and subcutaneous tissue disorders

Pruritus, rash, urticaria

Common

Angioneurotic oedema, acute urticaria, cold sweat, contusion, dermatitis, erythematous rash, pruritic rash
Uncommon

Hyperhidrosis

Not known

Musculoskeletal and connective tissue disorders

Back pain, myalgia, pain in extremity

Common

General disorders and administration site conditions

Pyrexia

Very common

Fatigue, influenza-like illness, infusion site pain, infusion site swelling, rigors,

Common

Investigations

Body temperature increased

Common

Blood cholesterol increased, blood creatinine increased, blood urea increased, haematocrit decreased, red blood cell count decreased, respiratory rate increased, white blood cell count decreased

Uncommon

Coombs direct test positive, oxygen saturation decreased

Not known

Injury, poisoning and procedural complications

Transfusion-related acute lung injury

Not known


	Two clinical trials with KIOVIG were performed in primary immunodeficiency (PID) patients in Europe and the US. In the European study, 22 subjects with hypo- and agammaglobulinemia received KIOVIG for about 6 months. The US clinical trial was performed with 61 subjects with PID, who received KIOVIG for about 12 months. In Europe, an additional clinical study in 23 patients with idiopathic thrombocytopenic purpura (ITP) was performed. No serious adverse reaction (AR) was observed during the studies, with the exception of two episodes of aseptic meningitis in one patient of the US PID study, which were deemed possibly related to the medicinal product. Most ARs observed were mild to moderate in nature.
Four clinical trials were performed with KIOVIG: Two clinical trials in primary immunodeficiency (PID) patients, one in Europe with 22 subjects and one in the US with 61 subjects with PID. 

One clinical trial in Europe in 23 patients with idiopathic thrombocytopenic purpura (ITP). One clinical trial in the US and Canada in 44 subjects with multifocal motor neuropathy (MMN).

Few serious adverse reactions (ARs) were observed during the studies: two episodes of aseptic meningitis in one patient of the US PID study, and one episode of pulmonary embolism in a patient in the MMN clinical trial. Most ARs observed were mild to moderate in nature for all indications.
In the European and US PID studies the overall rate of ARs per infusion was 0.27. As expected due to the much higher dosage, the AR rate per infusion was higher (0.49) in the ITP trial; 87.5% of these ARs were assessed as mild. The overall rate of ARs per infusion in the MMN trial was 0.10. The ARs reported in the four three studies and post-marketing are summarized and categorized according to the MedDRA System organ class and frequency in the table below.

Tabulated summary of adverse reactions

The tables presented below are according to the MedDRA system organ classification (SOC and Preferred Term Level). Table 1 shows the adverse reactions from clinical trials and Table 2 shows the post-marketing ARs. 
Table 1 Frrequency of Adverse Reactions (ARs)- clinical trials
MedDRA

System Organ Class (SOC)

MedDRA preferred term

AR frequency category

Infections and infestations

Bronchitis, nasopharyngitis

Common

Chronic sinusitis, fungal infection, infection, kidney infection, sinusitis, upper respiratory tract infection, urinary tract infection, bacterial urinary tract infection, meningitis aseptic

Uncommon

Blood and lymphatic system disorders

Anaemia, lymphadenopathy

Common

Immune system disorders

Hypersensitivity

Common

Endocrine disorders

Thyroid disorder

Uncommon

Psychiatric disorders

Insomnia, anxiety

Common

Irritability

Uncommon

Nervous system disorders

Headache

Very common

Dizziness, migraine, paresthesia, hypoesthesia

Common

Amnesia, burning sensation, dysarthria, dysgeusia, balance disorder, tremor

Uncommon

Eye disorders

Conjunctivitis

Common

Eye pain, eye swelling

Uncommon

Ear and labyrinth disorders

Vertigo

Common 

Fluid in middle ear

Uncommon

Cardiac disorders

Tachycardia

Common

Sinus tachycardia

Uncommon

Vascular disorders

Flushing, hypertension

Common

Peripheral coldness, phlebitis, hot flush 

Uncommon

Respiratory, thoracic and mediastinal disorders

Cough

Very common

Rhinorrhoea, asthma, nasal congestion, oropharyngeal pain

Common

Dyspnea, oropharyngeal swelling 

Uncommon

Gastrointestinal disorders

Nausea, vomiting

Very Common

Diarrhoea, abdominal pain

Common

Skin and subcutaneous tissue disorders

Pruritus, rash, urticaria, erythematous rash, pruritic rash

Common

Angioedema, acute urticaria, cold sweat, dermatitis, photosensitivity reaction, night sweats, hyperhidrosis 

Uncommon

Musculoskeletal and connective tissue disorders

Pain in extremity

Very Common

Back pain, myalgia, muscle spasms, muscular weakness 

Common

Muscle twitching

Uncommon

Renal and urinary disorders

Proteinuria

Uncommon

General disorders and administration site conditions

Pyrexia, fatigue

Very common

Influenza‑like illness, chest discomfort, chest tightness, chest pain, asthenia, malaise, peripheral oedema, infusion site pain, infusion site swelling, infusion site reaction, rigors 

Common

Application site pruritus, feeling hot, infusion site phlebitis, infusion site tenderness, infusion related reaction, swelling, chills

Uncommon

Investigations

Body temperature increased, blood pressure increased, white blood cell count decreased, alanine aminotransferase increased

Common

Blood cholesterol increased, blood creatinine increased, blood urea increased, haematocrit decreased, red blood cell count decreased, respiratory rate increased

Uncommon

Injury, poisoning and procedural complications

Contusion 

Common

Injury, poisoning and procedural complications

Contusion 

Common

Table 2 Post-Marketing Adverse Reactions (ARs)

MedDRA

System Organ Class (SOC)

MedDRA preferred term

AR frequency category

Blood and lymphatic system disorders

Hemolysis

Not known

Immune system disorders

Anaphylactic shock, anaphylactic reaction

Not known

Nervous system disorders

Transient ischemic attack, stroke

Not known

Vascular disorders

Hypotension, myocardial infarction, deep vein thrombosis

Not known

Respiratory, thoracic and mediastinal disorders

Pulmonary embolism, pulmonary edema

Not known

Investigations

Coombs direct test positive, oxygen saturation decreased

Not known

Injury, poisoning and procedural complications

Transfusion‑related acute lung injury

Not known
Description of selected adverse reactions

Muscle twitching and weakness were reported only in patients with MMN.
Paediatric population 

Frequency, type and severity of adverse reactions in children are the same as in adults.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected adverse reactions.

Frequency of Adverse Reactiions (ARs)
MedDRA

System Organ Class (SOC)

MedDRA preferred term

AR frequency category

Infections and infestations

Bronchitis, nasopharyngitis

Common

Chronic sinusitis, fungal infection, infection, kidney infection, sinusitis, upper respiratory tract infection, urinary tract infection, bacterial urinary tract infection, 

Uncommon

Meningitis aseptic

Rare

Blood and lymphatic system disorders

Anaemia, lymphadenopathy

Uncommon

Hemolysis

Not known

Immune system disorders

Anaphylactic shock, anaphylactic reaction, hypersensitivity

Not known

Endocrine disorders

Thyroid disorder

Uncommon

Psychiatric disorders

anxiety

Uncommon

Nervous system disorders

Headache

Very common

Dizziness, migraine, 

Common

Amnesia, burning sensation, dysarthria, dysgeusia, , insomnia

Uncommon

Transient ischemic attack, tremor

Not known

Eye disorders

Conjunctivitis, 

eye pain, eye swelling

Uncommon

Uncommon

Ear and labyrinth disorders

Vertigo

Common 

Fluid in middle ear

Uncommon

Cardiac disorders

Tachycardia

Common

Vascular disorders

Flushing, hypertension

Common

Peripheral coldness, phlebitis

Uncommon

Deep vein thrombosis, hypotension

Not known

Respiratory, thoracic and mediastinal disorders

Cough, rhinorrhoea

Common

Asthma, nasal congestion, oropharyngeal swelling, pharyngolaryngeal pain

Uncommon

Pulmonary embolism, pulmonary edema, dyspnea

Not known

Gastrointestinal disorders

Diarrhoea, nausea, vomiting

Common

Abdominal pain

Not known

Skin and subcutaneous tissue disorders

Pruritus, rash, urticaria

Common

Angioneurotic oedema, acute urticaria, cold sweat, contusion, dermatitis, erythematous rash, pruritic rash
Uncommon

Hyperhidrosis

Not known

Musculoskeletal and connective tissue disorders

Back pain, myalgia, pain in extremity

Common

General disorders and administration site conditions

Pyrexia

Very common

Fatigue, influenza-like illness, infusion site pain, infusion site swelling, rigors,

Common

Investigations

Body temperature increased

Common

Blood cholesterol increased, blood creatinine increased, blood urea increased, haematocrit decreased, red blood cell count decreased, respiratory rate increased, white blood cell count decreased

Uncommon

Coombs direct test positive, oxygen saturation decreased

Not known

Injury, poisoning and procedural complications

Transfusion-related acute lung injury

Not known



