הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא (מעודכן 05.2013) 

 תאריך __________28-05-14_____________

שם תכשיר באנגלית ומספר הרישום_  Intratect145-64-33138
שם בעל הרישום __________ Kamada Ltd 
טופס זה מיועד לפרוט ההחמרות בלבד !
	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Qualitative and quantitative composition
	Human protein 50 g/l of which at least 96% is IgG, , derived from human blood/plasma donors.
IgA max 2 mg/ml.
	Human normal immunoglobulin 50 mg (purity of at least 96% IgG).
The maximum IgA content is 900 micrograms/ml. 
Produced from the plasma of human donors.

	Posology and method of administration
	Replacement therapy in primary 
Immunodeficiencies
Trough levels should be measured in order to adjust the dose and dosage interval.
Replacement therapy in myeloma or chronic lymphocytic leukaemia with severe secondary hypogammaglobulinemia and recurrent infections; replacement therapy in children with AIDS and recurrent infections.

Guillain Barré syndrome

8 ml (0.4 g)/kg/day for 3 to 7 days.

Experience in children is limited.
	Replacement therapy should be initiated and monitored under the supervision of a physician experienced in the treatment of immunodeficiency.
Replacement therapy in primary immunodeficiencies
Trough levels should be measured and assessed in conjunction with the incidence of infection. To reduce the rate of infection, it may be necessary to increase the dosage and aim for higher trough levels.
Replacement therapy in myeloma or chronic lymphocytic leukaemia with severe secondary hypogammaglobulinemia and recurrent bacterial infections; replacement therapy in children with AIDS and recurrent bacterial infections.

Guillain Barré syndrome

8 ml (0.4 g)/kg/day for 3 to 7 days.

Paediatric population
The posology in children and adolescents (0-18 years) is not different to that of adults as the posology for each indication is given by body weight and adjusted to the clinical outcome of the above mentioned conditions.

	Special warnings and precautions for use


	· in patients with hypo- or agammaglobulinemia with or without IgA deficiency,

Potential complications can often be avoided by ensuring:
· that patients are not sensitive to human normal immunoglobulin by first injecting the product slowly (0.024 ml/kg/min),
True hypersensitivity reactions are rare. They can occur in the very seldom cases of IgA deficiency with anti-IgA antibodies. 

There is clinical evidence of an association between IVIg administration and thromboembolic events such as myocardial infarction, stroke, pulmonary embolism and deep vein thromboses
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 stabiliser accounted for a disproportionate share of the total number. In patients at risk, the use of IVIg products that do not contain sucrose may be considered. 

Interference with serological testing 
Passive transmission of antibodies to erythrocyte antigens, e.g. A, B D may interfere with some serological tests including the antiglobulin test (Coomb’s test).


	Potential complications can often be avoided by ensuring that patients:
· are not sensitive to human normal immunoglobulin by initially injecting the product slowly (1.4 ml/kg/h corresponding to 0. 023 ml/kg/min),
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.
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 thromboses
Acute renal failure
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 stabiliser 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. Intratect does not contain sucrose, maltose or glucose.
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 which may act as haemolysins and induce in vivo coating of red blood cells with immunoglobulin, causing a positive direct antiglobulin reaction (Coombs’ test) and, rarely, haemolysis. 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
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).
Paediatric population

The special warnings and precautions for use mentioned for the adults should also be considered for the paediatric population.



	Interactions with other medicinal products and other forms of interaction 
	
	Paediatric population

It is expected that the same interaction mentioned for the adults may also occur in the paediatric population.

	Fertility, pregnancy and lactation


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


	Pregnancy
IVIg products have been shown to cross the placenta, increasingly during the third trimester.
Breast-feeding
Immunoglobulins are excreted into the milk and may contribute to protecting the neonate from pathogens which have a mucosal portal of entry.
Fertility

Clinical experience with immunoglobulins suggests that no harmful effects on fertility are to be expected.

	Effects on ability to drive and use machines
	No effects on ability to drive and use machines have been observed.


	The ability to drive and operate machines may be impaired by some adverse reactions associated with Intratect. Patients who experience adverse reactions during treatment should wait for these to resolve before driving or operating machines.

	Undesirable effects


	Adverse reactions such as chills, headache, fever, vomiting, allergic reactions, nausea, arthralgia, low blood pressure and mild back pain may occur occasionally.
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.

Three clinical studies have been performed with Intratect: two in patients with primary immunodeficiencies (PID) and one in patients with immune thrombocytopenic purpura (ITP). In the two PID studies overall 68 patients were treated with and evaluated for safety. Treatment period was 6 and 12 months respectively. The ITP study was performed in 24 patients. 

These 92 patients received a total of 830 infusions of Intratect, whereby a total of 51 suspected adverse drug reactions (ADRs) were recorded. The majority of these ADRs was mild to moderate and self-limiting. No serious ADRs were observed during the studies.
The ADRs reported in the three studies are summarised and categorised according to the MedDRA System organ class and frequency below. Frequencies are calculated on the basis of the administered infusions (n=830) using the following criteria: 

Very common ((1/10); common ((1/100 to (1/10); uncommon ((1/1,000 to (1/100); rare ((1/10,000 to (1/1,000); very rare ((1/10,000)

MedDRA Coded 

System Organ Class 

MeDRA preferred term 

ADR frequency category 
Blood and lymphatic system disorders 

Haemolysis (mild)

Uncommon

Gastrointestinal disorders

Nausea, vomiting, gastrointestinal pain

Uncommon

General disorders and administration site conditions 

Pyrexia, chills, feeling hot

Uncommon

Investigations

Body temperature increased, Coombs test (indirect and direct) positive

Uncommon

Nervous system disorders

Headache

Common

Dysgeusia

Uncommon

Skin and subcutaneous tissue disorders

Papular rash 

Uncommon

Vascular disorders

Hypertension, thrombophlebitis superficial

Uncommon


	Summary of the safety profile

Frequencies outlined below have been generally calculated based on number of patients treated if not otherwise specified, e.g. by number of infusions.
Unspecific hypersensitivity reactions such as chills, headache, dizziness, fever, vomiting, allergic reactions, nausea, arthralgia, low blood pressure and moderate low back pain may occur occasionally.

Cases of reversible aseptic meningitis and rare cases of transient cutaneous reactions have been observed with human 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).
Suspected Adverse Drug Reactions reported in completed clinical trials: 

Three clinical studies have been performed with Intratect 50 g/l: two in patients with primary immunodeficiencies (PID) and one in patients with immune thrombocytopenic purpura (ITP). In the two PID studies overall 68 patients were treated with Intratect 50 g/l and evaluated for safety. Treatment period was 6 and 12 months respectively. The ITP study was performed in 24 patients. 

These 92 patients received a total of 830 infusions of Intratect, whereby a total of 51 adverse drug reactions (ADRs) were recorded. The majority of these ADRs was mild to moderate and self-limiting. No serious ADRs were observed during the studies.
Tabulated list of adverse reactions
The table presented below is according to the MedDRA system organ classification (SOC and Preferred Term Level).
Frequencies have been evaluated according to the following convention: very common ((1/10); common ((1/100 to <1/10); uncommon ((1/1,000 to <1/100); rare ((1/10,000 to <1/1,000); very rare (<1/10,000)
Frequency of Adverse Drug Reactions (ADRs) in clinical studies with Intratect 50 g/l, indications PID and

ITP (Frequencies are calculated per infusions administered (n=830) and patients treated (n=92) respectively.

MedDRA 

System Organ Class (SOC)

Adverse reaction 

(MedDRA preferred term (PT))

Frequency 

based on infusions administered (n=830)

Frequency 

based on patients treated 
(n=92)

Blood and lymphatic system disorders 

Haemolysis (mild) 

Uncommon 

Common 

Nervous system disorders 

Headache 

Common 

Very Common 

Dysgeusia 

Uncommon 

Common 

Vascular disorders 

Hypertension, thrombophlebitis superficial 

Uncommon 

Common 

Gastrointestinal disorders 

Nausea, vomiting, gastrointestinal pain 

Uncommon 

Common 

Skin and subcutaneous tissue disorders 

Papular rash 

Uncommon 

Common 

General disorders and administration site conditions 

Pyrexia 

Common 

Very common 

Chills, feeling hot 

Uncommon 

Common 

Investigations 

Body temperature increased, Coombs test (indirect and direct) positive 

Uncommon 

Common 

Description of selected adverse reactions

Product specific adverse reactions have not been reported. The reported adverse reactions for Intratect are in the expected profile for human normal immunoglobulins.
Paediatric population

Frequency, type and severity of adverse reactions in the paediatric population are expected to be 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 via the national reporting system listed in Appendix V.
Reporting

	Overdose
	Overdose may lead to fluid overload and hyperviscosity, particularly in patients at risk, including elderly patients and  patients with renal impairment.


	Overdose may lead to fluid overload and hyperviscosity, particularly in patients at risk, including elderly patients or patients with cardiac or renal impairment.

Paediatric population

In the paediatric population at risk, e.g. with cardiac or renal impairment, overdose may lead to fluid overload and hyperviscosity as with any other intravenous immunoglobulins.

	Pharmacodynamic properties

	
	 Paediatric population

The pharmacodynamic properties in the paediatric population are expected to be the same as in adults.

	Preclinical safety data
	In animals, single dose toxicity testing is of no relevance since higher doses result in overloading. 
	

	Special precautions for storage
	Keep the container in the outer carton.
	Keep the vial in the outer carton in order to protect from light.



	Special precautions for disposal and other handling
	The solution should be clear or slightly opalescent
	The solution should be clear or slightly opalescent and colourless or pale yellow. 



