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

 תאריך ________June 24, 2013 ___

שם תכשיר באנגלית ומספר הרישום _ FEIBA NF 500 U, 1000 U
 Powder for Solution for Injection                                                                       

Reg No: 500 U: 026 14 25389 00; 1000U: 0261525390 00                                  _
שם בעל הרישום  Teva Medical (Marketing) Ltd., Haorgim St 8, Ashdod 77100
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	FEIBA NF must not be used in case of 

· Hypersensitivity to the product or any of the components .

· Disseminated Intravascular Coagulation (DIC). 

· Acute thrombosis or embolism (including myocardial infarction).

Depending on therapeutic alternatives, the contraindications below are to be considered relative or absolute.

In the following situations FEIBA NF should only be used when no reaction to treatment with other appropriate coagulation factor concentrates is to be expected- such as in case of a high inhibitor titre and a life-threatening haemorrhage or risk of bleeding e.g. posttraumatic or postoperative. 


Disseminated Intravascular Coagulation (DIC):

when results of laboratory tests and/or clinical symptoms clearly indicates a liver damage, there is an increased risk of developing DIC due to delayed degradation of activated coagulation factors.

Coronary heart disease, acute thrombosis and/or embolism: in patients with a tentative or definite diagnosis of coronary heart disease as well as in patients with acute thrombosis and/or embolism, the use of FEIBA should only be used in life-threatening bleeding episodes.


	FEIBA NF must not be used in the following situations if therapeutic alternatives to FEIBA NF are available: 
FEIBA NF must not be used in case of 

· Hypersensitivity to the product or any of the components.

· Disseminated Intravascular Coagulation (DIC). 

· Acute thrombosis or embolism (including myocardial infarction).

See Special Warnings and Special Precautions for Use.

Depending on therapeutic alternatives, the contraindications below are to be considered relative or absolute.
In the following situations FEIBA NF should only be used when no reaction to treatment with other appropriate coagulation factor concentrates is to be expected- such as in case of a high inhibitor titre and a life-threatening haemorrhage or risk of bleeding e.g. posttraumatic or postoperative. 


Disseminated Intravascular Coagulation (DIC):

when results of laboratory tests and/or clinical symptoms clearly indicates a liver damage, there is an increased risk of developing DIC due to delayed degradation of activated coagulation factors.

Coronary heart disease, acute thrombosis and/or embolism: in patients with a tentative or definite diagnosis of coronary heart disease as well as in patients with acute thrombosis and/or embolism, the use of FEIBA should only be used in life-threatening bleeding episodes.


	Posology, dosage  & administration
	As a general guide a dose of 50 to 100 U of FEIBA NF per kg body weight (bw) is recommended, however, a single dose of 100 U/kg bw and a maximum daily dose of 200 U/kg bw should not be exceeded 

Coagulation tests such as the whole blood clotting time (WBCT), the thromboelastogram  (TEG, r-value), and the aPTT usually show only a minor reduction and may not correlate with clinical improvement. Consequently, these tests are only of very limited value in monitoring FEIBA NF therapy.


	As a general guide a dose of 50 to 100 U of FEIBA NF per kg body weight (bw) is recommended, however, a single dose of 100 U/kg bw and a maximum daily dose of 200 U/kg bw must should not be exceeded unless the severity of bleeding warrants and justifies the use of higher doses. See Special Warnings and Special Precautions for Use.

Paediatric use (children)

The experience in children under 6 years of age is limited; the same dose regimen as in adults should be adapted to the child’s clinical condition.

Monitoring

Due to the complex mechanism of action, no direct monitoring of active ingredients is available. Coagulation tests such as the whole blood clotting time (WBCT), the thromboelastogram (TEG, r-value) and the aPTT usually show only a slight shortening and do not have to correlate with the clinical efficacy. Therefore these tests have only a low significance in monitoring therapy with FEIBA NF. See Special Warnings and Special Precautions for Use.

In case of inadequate response to treatment with the product, it is recommended that a platelet count be performed because a sufficient number of functionally intact platelets is considered to be necessary for the efficacy of the product. 

Coagulation tests such as the whole blood clotting time (WBCT), the thromboelastogram  (TEG, r-value), and the aPTT usually show only a minor reduction and may not correlate with clinical improvement. Consequently, these tests are only of very limited value in monitoring FEIBA NF therapy.


	Special Warnings and Special Precautions for Use
	In the following situations FEIBA NF should only be used when no reaction to treatment with other appropriate coagulation factor concentrates is to be expected- such as in case of a high inhibitor titre and a life-threatening haemorrhage or risk of bleeding e.g. posttraumatic or postoperative. 


Disseminated Intravascular 
                Coagulation (DIC):

when results of laboratory tests and/or clinical symptoms clearly indicates a liver damage, there is an increased risk of developing DIC due to delayed degradation of activated coagulation factors.

Coronary heart disease, acute thrombosis and/or embolism: in patients with a tentative or definite diagnosis of coronary heart disease as well as in patients with acute thrombosis and/or embolism, the use of FEIBA NF should only be used in life-threatening bleeding episodes.

Special Precautions for Use

As in case with all intravenously administered plasma products (protein preparation), allergic reactions may occur. The patients should be informed about possible early signs of intolerance. In rare cases allergic reactions such as reactions from nettle rash, hives, fever, urticarial rashes, feeling of chest tightness, respiratory distress, wheezing, and fall in blood pressure due to allergic shock, nausea and retching as well as other anaphylactoid reactions of varying severity have been observed after administration of FEIBA NF.

If hypersensitivity reactions occur during administration of FEIBA NF, the injection/infusion should be stopped. Minor reactions may be controlled by antihistamines. In case of shock, the current medical standards for shock treatment are to be observed. 

Monitoring of Therapy
Single doses of 100 U/kg bw and daily doses of 200 U/kg bw should not be exceeded. Patients given single doses of 100 U/kg bw should be carefully monitored for the development of DIC or symptoms of acute coronary ischaemia. High doses of FEIBA NF should be given only for as long as absolutely necessary to stop the bleeding.

Disseminated Intravascular Coagulation (DIC)

In case of significant clinical changes in blood pressure, pulse rate, respiratory distress, chest pain and cough, the infusion should be stopped promptly and appropriate diagnostic and therapeutic measures are to be initiated. Laboratory results indicative of DIC are decreased fibrinogen values, decreased platelet count, and/or presence of fibrin/fibrinogen degradation products (FDP). Other parameters of DIC include significantly prolonged thrombin time, prothrombin time, or aPTT.

Laboratory Tests and Clinical Efficacy
In vitro tests to control efficacy such as aPTT, whole blood clotting time (WBCT), and thromboelastogram (TEG) may not correlate with clinical improvement. For this reason, attempts to normalise these values by increasing the dose of FEIBA NF may not be successful and are strongly discouraged because of the potential hazard of inducing DIC by overdosage.

Measures to prevent transmission of infectious agents

 Other Precautions 

FEIBA NF is made from human plasma. When medicinal products prepared from human blood or plasma are administered, infectious diseases due to transmission of infective agents cannot be totally excluded. This also applies to pathogens of hitherto unknown nature.

The risk of transmission of infective agents is reduced by the following measures:

-Selection of donors and donations is performed through strict anamnesis, testing of individual donations and the plasma pools for HBs antigen and antibodies to HIV and HCV (this indicates whether an infection with viruses causing hepatitis B, AIDS or hepatitis C is present).

-Testing of plasma pools for genomic virus material of HCV.

-Plasma pools are tested and viral removal/inactivation procedures are included in the production process. The following measures have been implemented: Plasma pool testing for virus genome sequences of HIV-1 and –2, HBV, HAV (a virus causing hepatitis A), and HCV with the polymerase chain reaction (HIQ-PCR
), Non-Returning Donor-Applicant Exclusion, Inventory Hold and the Lookback Programme.

These measures taken are considered effective for enveloped viruses such as human immunodeficiency virus (HIV), hepatitis B virus (HBV) and hepatitis C virus (HCV), and for the non-enveloped virus hepatitis A virus (HAV) and Parvovirus B19. 

When a pharmaceutical prepared from human plasma is administered regularly / repeatedly, appropriate vaccination (hepatitis A and B) is recommended.

It is advised, for the patient’s benefit, to record the name and batch number of the preparation for each administration of FEIBA NF.


	Risk of Thrombotic and Thromboembolic Events
Thrombotic and thromboembolic events, including disseminated intravascular coagulation (DIC), venous thrombosis, pulmonary embolism, myocardial infarction, and stroke, have occurred in the course of treatment with FEIBA NF.
The risk of thrombotic and thromboembolic events may be increased with high doses of FEIBA NF. Some of these events occurred with doses above 200 U/kg/day or in patients with other risk factors for thromboembolic events. The possible presence of such risk factors should always be considered in patients with congenital and acquired hemophilia.  

A single dose of 100 U/kg body weight and a daily dose of 200 U/kg body weight should not be exceeded unless the severity of bleeding warrants and justifies the use of higher doses. Patients receiving more than 100 U/kg body weight must be monitored for the development of DIC and/or acute coronary ischemia. When used to stop bleeding, the product should be given only for as long as absolutely necessary to achieve the therapeutic goal.
In the following situations FEIBA NF should only be used when no reaction to treatment with other appropriate coagulation factor concentrates is to be expected- such as in case of a high inhibitor titre and a life-threatening haemorrhage or risk of bleeding e.g. posttraumatic or postoperative. 


Disseminated Intravascular Coagulation (DIC):

when results of laboratory tests and/or clinical symptoms clearly indicates a liver damage, there is an increased risk of developing DIC due to delayed degradation of activated coagulation factors.
Special Precautions for Use

As in case with all intravenously administered plasma products (protein preparation), allergic reactions may occur. The patients should be informed about possible early signs of intolerance. In rare cases allergic reactions such as reactions from nettle rash, hives, fever, urticarial rashes, feeling of chest tightness, respiratory distress, wheezing, and fall in blood pressure due to allergic shock, nausea and retching as well as other anaphylactoid reactions of varying severity have been observed after administration of FEIBA NF.

If hypersensitivity reactions occur during administration of FEIBA NF, the injection/infusion should be stopped. Minor reactions may be controlled by antihistamines. In case of shock, the current medical standards for shock treatment are to be observed. 
Liver damage
Due to the delayed clearance of activated coagulation factors, patients with impaired liver function are at increased risk of developing DIC. 

Coronary heart disease, acute thrombosis and/or embolism: in patients with a tentative or definite diagnosis of coronary heart disease as well as in patients with acute thrombosis and/or embolism, the use of FEIBA NF should only be used in life-threatening bleeding episodes.
Allergic-Type Hypersensitivity Reactions

As with any intravenously administered plasma products, allergic type hypersensitivity reactions may occur. Patients should be informed of the early signs of hypersensitivity reactions including hives, generalised urticaria, tightness of the chest, wheezing, drop in blood pressure and anaphylactic shock. If these symptoms occur, patients should be advised to discontinue the treatment and to contact their physician immediately. Shock is treated according to the rules of modern shock therapy.

When considering re-exposure to FEIBA NF in patients with suspected hypersensitivity to the product or any of its components, the expected benefit and the risk of re-exposure must be carefully weighed, taking into account the known or suspected type of the patient’s hypersensitivity (allergic or non-allergic), including potential remedial and/or preventative therapy or alternative therapeutic agents.
Monitoring of Therapy

Individual doses of 100 U/kg body weight and daily doses of 200 U/kg body weight must not be exceeded. Patients who receive an individual dose of 100 U/kg body weight are to be monitored carefully, particularly with regard to the development of a DIC or the occurrence of symptoms of acute coronary ischaemia. High doses of FEIBA NFshould be administered only as long as strictly necessary to stop a haemorrhage

If clinically significant changes in blood pressure or pulse rate, respiratory distress, coughing or chest pain occur, the infusion is to be discontinued immediately and appropriate diagnostic and therapeutic measures are to be initiated. Laboratory parameters indicative at DIC are decreased fibrinogen values, decreased platelet count and/or the presence of fibrin/fibrinogen degradation products (FDP). 

Single doses of 100 U/kg bw and daily doses of 200 U/kg bw should not be exceeded. Patients given single doses of 100 U/kg bw should be carefully monitored for the development of DIC or symptoms of acute coronary ischaemia. High doses of FEIBA NF should be given only for as long as absolutely necessary to stop the bleeding.
Disseminated Intravascular Coagulation (DIC)

In case of significant clinical changes in blood pressure, pulse rate, respiratory distress, chest pain and cough, the infusion should be stopped promptly and appropriate diagnostic and therapeutic measures are to be initiated. Laboratory results indicative of DIC are decreased fibrinogen values, decreased platelet count, and/or presence of fibrin/fibrinogen degradation products (FDP). Other parameters of DIC include significantly prolonged thrombin time, prothrombin time, or aPTT.

Laboratory Tests and Clinical Efficacy
In vitro tests, such as aPTT, whole blood clotting time (WBCT) and thromboelastograms (TEG) as proof of efficacy do not have to correlate with the clinical picture. Therefore, attempts to normalise these values by increasing the dose of FEIBA NF cannot be successful, and are even to be strongly rejected because of the possible risk of triggering a DIC through overdosing.
In vitro tests to control efficacy such as aPTT, whole blood clotting time (WBCT), and thromboelastogram (TEG) may not correlate with clinical improvement. For this reason, attempts to normalise these values by increasing the dose of FEIBA NF may not be successful and are strongly discouraged because of the potential hazard of inducing DIC by overdosage.
Measures to prevent transmission of infectious agents

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 makers 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 infective agents cannot be totally excluded. This also applies to unknown or emerging viruses or other pathogens.

The measures taken are considered effective for enveloped viruses such as human immunodeficiency virus (HIV), hepatitis B virus (HBV) and hepatitis C virus (HCV), and for the non-enveloped virus hepatitis A virus (HAV) and Parvovirus B19.

Appropriate vaccination (against hepatitis A and B) should be considered for patients in regular/repeated receipt of plasma-derived products including FEIBA NF.

In the interest of patients, it is strongly recommended that name and batch number of the product be recorded every time FEIBA is administered in order to be able to link patient and product batch.
 Other Precautions Special Warnings
Discordant Response to Bypassing Agents

Due to patient-specific factors the response to a bypassing agent can vary, and in a given bleeding situation patients experiencing insufficient response to one agent may respond to another agent. In case of insufficient response to one bypassing agent, use of another agent should be considered.
Anamnestic Responses

Administration of FEIBA to patients with inhibitors may result in an initial anamnestic rise in inhibitor levels. Upon continued administration of FEIBA, inhibitors may decrease over time. Clinical and published data suggest that the efficacy of FEIBA is not reduced.
Hepatitis B Surface Antibodies and Test Interpretation

After administration of high doses of FEIBA, the transitory rise of passively transferred Hepatitis B surface antibodies may result in misleading interpretation of positive results in serological testing.
Prophylactic use

Only limited clinical data is available on the application of FEIBA for the prophylaxis of bleeding in hemophilia patients. 

Pediatrics

Case reports and limited clinical trial data suggest that FEIBA can be used in children younger than 6 years of age.

FEIBA NF is made from human plasma. When medicinal products prepared from human blood or plasma are administered, infectious diseases due to transmission of infective agents cannot be totally excluded. This also applies to pathogens of hitherto unknown nature.

The risk of transmission of infective agents is reduced by the following measures:

-Selection of donors and donations is performed through strict anamnesis, testing of individual donations and the plasma pools for HBs antigen and antibodies to HIV and HCV (this indicates whether an infection with viruses causing hepatitis B, AIDS or hepatitis C is present).

-Testing of plasma pools for genomic virus material of HCV.

-Plasma pools are tested and viral removal/inactivation procedures are included in the production process. The following measures have been implemented: Plasma pool testing for virus genome sequences of HIV-1 and –2, HBV, HAV (a virus causing hepatitis A), and HCV with the polymerase chain reaction (HIQ-PCR
), Non-Returning Donor-Applicant Exclusion, Inventory Hold and the Lookback Programme.
These measures taken are considered effective for enveloped viruses such as human immunodeficiency virus (HIV), hepatitis B virus (HBV) and hepatitis C virus (HCV), and for the non-enveloped virus hepatitis A virus (HAV) and Parvovirus B19. 

When a pharmaceutical prepared from human plasma is administered regularly / repeatedly, appropriate vaccination (hepatitis A and B) is recommended.

It is advised, for the patient’s benefit, to record the name and batch number of the preparation for each administration of FEIBA NF.


	Interaction with Other Medicaments and Other Forms of Interaction
	
	

	Fertility,   pregnancy and Lactation
	Animal reproduction studies have not been conducted with FEIBA NF based on the rare occurrence of haemophilia in women. 
Experience regarding the use of FEIBA NF during pregnancy and breast feeding is not available. Therefore, due to the increased risk of thrombosis during pregnancy, FEIBA NF should only be used under careful medical monitoring and if no alternative therapy is available.


	The safety of FEIBA NF during pregnancy and lactation has not been established.

Healthcare professionals should carefully consider the potential risks and benefits for each specific patient before prescribing FEIBA NF.
Pregnancy and the postpartum period are characterized by an increased risk of thrombosis, and several complications of pregnancy are associated with an increased risk of DIC.

No animal reproduction studies have been conducted with FEIBA, and the effects of FEIBA on fertility have not been established in controlled clinical trials..
Animal reproduction studies have not been conducted with FEIBA NF based on the rare occurrence of haemophilia in women. Experience regarding the use of FEIBA NF during pregnancy and breast feeding is not available. Therefore, due to the increased risk of thrombosis during pregnancy, FEIBA NF should only be used under careful medical monitoring and if no alternative therapy is available.


	Adverse events
	Following adverse reactions have been reported during post marketing. The frequency cannot be estimated due to the nature of the data and therefore is categorized as unknown
System organ classes according to MedDRA

Preferred MedDRA term

Blood and lymphatic system disorders 

Disseminated intravascular coagulation (DIC)

Cardiac disorders 

Myocardial infarction

General disorders and administration site conditions (Disorders during injection) 

Injection site pain 

Immune system disorders 

Hypersensitivity
Urticaria

Anaphylactic reaction 
Investigations 

Blood pressure decreased 
Nervous system disorders 

Hypoaesthesia
Skin and subcutaneous tissue disorders 

Hypoaesthesia facial 

Myocardial infarctions occurred after the administration of doses above the maximum daily dose and/or prolonged application and/or the presence of risk factors for thromboembolism.

Myocardial infarctions occurred after the administration of doses above the maximum daily dose and/or prolonged application and/or the presence of risk factors for thromboembolism.


	Following adverse reactions have been reported within the framework of either during post marketing surveillance or clinical trials. The frequency cannot be estimated due to the nature of the data and therefore is categorized as unknown
System organ classes according to MedDRA

Preferred MedDRA term

Blood and lymphatic system disorders 

Disseminated intravascular coagulation (DIC)

Increase of inhibitor titer (anamnestic responsea
Immune system disorders 

Hypersensitivity

Urticaria

Anaphylactic reaction 

Nervous system disorders 

Paraesthesia

Hypoaesthesia

Thrombotic stroke
Embolic stroke
Headache
Somnolence
Dizziness
Dysgeusia

Cardiac disorders 

Myocardial infarction

Tachycardia
Vascular disorders 

Arterial and venous thrombosis

Hypotension

Hypertension

Flushing
Embolism 
Respiratory, Thoracic, and Mediastinal

disorders

Pulmonary embolism

Bronchospasm

Wheezing

Cough

Dyspnea

Gastrointestinal disorders

Vomiting

Diarrhea

Abdominal discomfort

Nausea

Skin and subcutaneous tissue disorders 

Hypoaesthesia facial

Angioedema
Urticaria
Pruritus
Rash
General disorders and administration site conditions (Disorders during injection) 

Injection site pain

Malaise
Feeling hot

Chills
Pyrexia
Chest pain
Chest discomfort
Investigations 

Blood pressure decreased 
Myocardial infarctions occurred after the administration of doses above the maximum daily dose and/or prolonged application and/or the presence of risk factors for thromboembolism.
Rapid intravenous injection or infusion may cause a stabbing pain and numbness in the face and extremities as well as a drop in blood pressure.

Thromboembolic events might occur after the administration of doses above the maximum daily dose and/or prolonged application. See Special Warnings and Special Precautions for Use.

For safety with respect to transmissible agents, see Special Warnings and Special Precautions for Use 



	Overdosage
	Overdosage of FEIBA NF may increase the risk of side effects such as thromboembolism, DIC or myocardial infarction (see section "Special Precautions for Use").


	The risk of thrombotic and thromboembolic events (including DIC, myocardial infarction, venous thrombosis, and pulmonary embolism) may be increased with high doses of FEIBA NF. Some of the reported events occurred with doses above 200 U/kg or with patients with other risk factors for thromboembolic events. If signs or symptoms of thrombotic and thromboembolic events are observed, the infusion should be stopped immediately and appropriate diagnostic and therapeutic measures initiated. See Special Warnings and Special Precautions for Use 
Overdosage of FEIBA NF may increase the risk of side effects such as thromboembolism, DIC or myocardial infarction (see section "Special Precautions for Use").



	Pharmacokinetic properties
	Since the mode of action of FEIBA NF is still being discussed, it is not possible to make a final statement to the pharmacokinetic properties.


	Since FEIBA NF is composed of different coagulation factors with varying half-lives for the single components, it is not possible to make any definite statement with regard to the pharmacokinetic properties of FEIBA NF.

Since the mode of action of FEIBA NF is still being discussed, it is not possible to make a final statement to the pharmacokinetic properties.


	Incompatibilities 
	In order not to impair the efficacy and As for any blood coagulation factor concentrate, FEIBA NF should not be mixed with other medicinal products before administration as this might impair the efficacy and safety of the product. It is advisable to rinse a common venous access with isotonic sodium chloride solution prior to and after infusion of FEIBA NF.


	In order not to impair the efficacy and compatibility of the preparation, FEIBA, like all coagulation factor concentrates, must not be mixed with other medicinal products prior to administration. It is advisable to rinse a common venous access with a suitable solution, e.g. with isotonic saline solution, before and after the administration of FEIBA. 

Coagulation factors derived from human plasma may be adsorbed by the inner surfaces of certain types of injection/infusion devices. If this were to occur, it could result in failure of therapy. Therefore, only approved plastic infusion devices may be used with FEIBA.

As for any blood coagulation factor concentrate, FEIBA NF should not be mixed with other medicinal products before administration as this might impair the efficacy and safety of the product. It is advisable to rinse a common venous access with isotonic sodium chloride solution prior to and after infusion of FEIBA NF.



	Special precautions for disposal and other handling advice
	
	Swirl gently until all material is dissolved. Ensure that FEIBA NF is completely dissolved; otherwise, less FEIBA Units will pass through the device filter. After reconstitution, the solution should be inspected for particulate matter and discoloration prior to administration..











