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

תאריך 31/08/2014
שם תכשיר באנגלית ומספר הרישום: BERIPLEX ® P/N 500 (147 88 33309 00), BERIPLEX ® P/N 250 (147 87 33308 00)_
שם בעל הרישום     Genmedix
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	4.2 Posology 

and 

method 

of 

administration


	Bleeding and perioperative prophylaxis of bleedings during vitamin K antagonist treatment.

The dose will depend on the INR before treatment and the targeted INR. In the following table approximate doses (ml/kg body weight of the reconstituted product and IU FIX/kg b.w.) required for normalisation of INR (e.g. ≤ 1.3) at different initial INR levels are given.

Initial INR 

2.0 – 3.9

4.0 – 6.0

> 6.0

Approximate dose ml/kg body weight

1

1.4

2

Approximate dose IU (Factor IX)/kg body weight

25

35

50

It is recommended that the maximum single dose should not exceed 5000 IU FIX.

The correction of the vitamin K antagonist-induced impairment of haemostasis is reached at the latest 30 minutes after the injection and will persist for approximately 6 – 8 hours. 

However, the effect of vitamin K, if administered simultaneously, is usually achieved within  4 – 6 hours. Thus, repeated treatment with human prothrombin complex is not usually required when vitamin K has been administered.

These recommendations are based on data from clinical studies with a limited number of subjects. Recovery and the duration of effect may vary, therefore monitoring of INR during treatment is mandatory.

The calculation of the required dosage of prothrombin complex concentrate is based on data from clinical studies: 

· 1 IU of factor IX per kg body weight can be expected to raise the plasma factor IX activity by 1.3 % (0.013 IU/ml) of normal

· 1 IU of factor VII per kg body weight raises the plasma factor VII activity by 1.7 % (0.017 IU/ml) of normal

· 1 IU of factor II per kg body weight raises the plasma factor II activity by 1.9 % (0.019 IU/ml) of normal

· 1 IU of factor X per kg body weight raises the plasma factor X activity by 1.8 % (0.018 IU/ml) of normal.

The dose of a specific factor administered is expressed in International Units (IU), which are related to the current WHO standard for each factor. The activity in the plasma of a specific coagulation factor is expressed either as a percentage (relative to normal plasma) or in International Units (relative to the international standard for the specific coagulation factor).

One International Unit (IU) of a coagulation factor activity is equivalent to the quantity in one ml of the normal human plasma.

For example, the calculation of the required dosage of factor X is based on the finding that 1 International Unit (IU) of factor X per kg body weight raises the plasma factor X activity by 0.018 IU/ml.

The required dosage is determined using the following formula:

Required units = body weight [kg] x desired factor X rise [IU/ml] x 56

where 56 (ml/kg) is the reciprocal of the estimated recovery.

If the individual recovery is known, that value should be used for calculation.


	Bleeding and perioperative prophylaxis of bleedings during vitamin K antagonist treatment.

The dose will depend on the INR before treatment and the targeted INR. The pre-treatment INR should be measured as close as possible to the time of dosing in order to calculate the appropriate dose of Beriplex. In the following table approximate doses (ml/kg body weight of the reconstituted product and IU Factor IX/kg b.w.) required for normalisation of INR (e.g. ≤ 1.3) at different initial INR levels are given.

Pre-treatment INR 

2.0 – 3.9

4.0 – 6.0

> 6.0

Approximate dose ml/kg body weight

1

1.4

2

Approximate dose IU (Factor IX)/kg body weight

25

35

50

Dose is based on body weight up to but not exceeding 100 kg. For patients weighing more than 100 kg the maximum single dose (IU of Factor IX) should therefore not exceed 2500 IU for an INR of 2.0 - 3.9, 3500 IU for an INR of 4.0 - 6.0 and 5000 IU for an INR of > 6.0.
The correction of the vitamin K antagonist-induced impairment of haemostasis is commonly reachedapproximately 30 minutes after the injection 

The simultaneous administration of vitamin K should be considered in patients receiving Beriplex for urgent reversal of vitamin K antagonists since vitamin K usually takes effect within  4 - 6 hours. Repeated dosing with Beriplex for patients requiring urgent reversal of vitamin K antagonist treatment is not supported by clinical data and therefore not recommended.


	4.4 Special

Warnings

and

Precautions

for use


	When Beriplex  is used to normalize impaired coagulation, prophylactic administration of heparin should be considered 

Virus safety

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 infective 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 human immunodeficiency virus (HIV), hepatitis B virus (HBV), and hepatitis C virus (HCV), and for the non-enveloped virus hepatitits A virus .

The measures taken may be of limited value against non-enveloped viruses such as parvovirus B19.

Parvovirus B19 infection may be serious for pregnant women (fetal infection) and for individuals with immunodeficiency or increased erythropoiesis (e.g. haemolytic anaemia).

Appropriate vaccination (hepatitis A and B) should be considered for patients in regular/repeated receipt of human plasma-derived prothrombin complex products.

It is strongly recommended that every time that Beriplex 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.
	Reversing vitamin K antagonists exposes patients to the thromboembolic risk of the underlying disease. Resumption of anticoagulation should be carefully considered as soon as possible.
Virus safety

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 infective 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 human immunodeficiency virus (HIV), hepatitis B virus (HBV) and hepatitis C virus (HCV) and for the non-enveloped hepatitits A  and parvovirus B19 viruses.
Appropriate vaccination (hepatitis A and B) should be considered for patients in regular/repeated receipt of human plasma-derived prothrombin complex products.

It is strongly recommended that every time that Beriplex 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.



	4.8 Undesirable effects


	The following adverse reactions are based on post marketing experience as well as scientific literature. 

Immune system disorders:

Hypersensitivity or allergic reactions (which may include angioedema, burning and stinging at the injection site, chills, flushing, generalized urticaria, headache, hives, hypotension, lethargy, nausea, restlessness, tachycardia, angina pectoris, tingling, vomiting or wheezing) have been observed very rarely in patients treated with factor IX containing products. In some cases, these reactions have progressed to severe anaphylaxis, and they have occurred in close temporal association with development of factor IX inhibitors (see section 4.4). 

If allergic-anaphylactic reactions occur, the administration of Beriplex  has to be discontinued immediately (e.g. discontinue injection) and an appropriate treatment has to be initiated (see section 4.4).

Development of antibodies to one or several factors of the prothrombin complex may occur in very rare cases. If such inhibitors occur, the condition will manifest itself as a poor clinical response. In such cases, it is recommended to contact a specialised haemophilia center.

Undesirable reactions may include the development of heparin-induced thrombocytopenia, type II (HIT, type II). Characteristic signs of HIT are a platelet count drop > 50 per cent and/or the occurrence of new or unexplained thromboembolic complications during heparin therapy. Onset is typically from 4 to 14 days after initiation of heparin therapy but may occur within 10 hours in patients recently exposed to heparin (within the previous 100 days).

General disorders and administration site conditions:

Increase in body temperature has been very rarely observed.

Vascular disorders:

There is a risk of thromboembolic episodes following the administration of human

prothrombin complex (see section 4.4).

Renal and urinary disorders:Nephrotic syndrome has been reported in single cases following attempted immune

tolerance induction in haemophilia B patients with factor IX inhibitors and a history ofallergic reaction. 
For safety with respect to transmissible agents, see section 4.4.


	Summary of the Safety Profile

Allergic or anaphylactic-type reactions have been uncommonly observed, including severe anaphylactic reactions (see section 4.4).
Replacement therapy may lead to the formation of circulating antibodies inhibiting one or more of the human prothrombin complex factors. If such inhibitors occur, the condition will manifest itself as a poor clinical response. In such cases, it is recommended to contact a specialised haemophilia centerfor guidance. Anaphylactic reactions have been observed in patients with antibodies to factors contained in Beriplex.
Increase in body temperature has been commonly observed.

There is a risk of thromboembolic episodes following the administration of human prothrombin complex (see section 4.4).

Tabulated list of adverse drug reactions of Beriplex

The following adverse reactions are based on clinical trial data, post marketing experience as well as scientific literature.

The table presented below is according to the MedDRA system organ classification (SOC and Preferred Term Level). Frequencies have been based on clinical trial data, 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) or not known (cannot be estimated from the available data).

MedDRA Standard System Organ Class 

Adverse Drug Reaction by PT

Frequency

Vascular disorders and other SOCs

Thromboembolic events*

common

Blood and lymphatic system disorders

Disseminated intravascular coagulation

not known

Immune system disorders

Hypersensitivity or allergic reactions

uncommon

Anaphylactic reactions including anaphylactic shock

not known

Development of antibodies

not known

Nervous system disorders

Headache

common

General disorders and administration site conditions

Body temperature increased

common

*including cases with fatal outcome
For safety with respect to transmissible agents, see section 4.4.

Paediatric population
No data are available regarding the use of Beriplex in paediatric population.
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. 




