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שם תכשיר באנגלית ומספר הרישום:  FIBROGAMMIN 250 (110 53 29119 00)     

FIBROGAMMIN 1250 (110 54 29118 00)                                                          
שם בעל הרישום:     Genmedix
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	4.1 
Therapeutic indications


	Congenital or acquired Factor XIII deficiency, or to promote healing of wounds .

Congenital deficiency of Factor XIII and resultant haemorrhagic syndromes.


	Fibrogammin is indicated for adult and paediatric patients

• for prophylactic treatment of congenital FXIII deficiency and

• for peri-operative management of surgical bleeding with congentital FXIII deficiency.

Fibrogammin is furthermore indicated

• for haemorrhagic diatheses caused completely or in part by acquired FXIII deficiency

• for supportive therapy in case of disturbance in wound healing, especially in ulcus cruris, after large surgery or injuries.



	4.2
Posology and method of administration


	Posology

1 ml is equivalent to 62.5 IU, and 100 IU are equivalent to 1.6 ml, respectively.

Important:

The amount to be administered and the frequency of administration should always be oriented towards the clinical efficacy in the individual case.

The following table can be used to guide dosing in bleeding episodes and surgery:

Dosage

International Units [IU] per kg body weight [b.w.]

Period for maintenance of FXIII level

Congenital FXIII deficiency

10

Prophylaxis of haemorrhages: approx. once a month. The interval is to be shortened if spontaneous haemorrhages develop. 

up to 35, reiterate injection when required to achieve an adequate FXIII level

Before surgery, required  efficiency maintained by repeated injections until the wound has healed completely.

10-20

Therapy: daily, for severe haemorrhages and extensive haematomas until bleeding has stopped.

Acquired FXIII deficiency

For treatment of haemorrhagic diatheses at least 
15-20

Daily, until symptoms improve and normal FXIII levels are achieved spontaneously, respectively.

Supportive therapy in disorder of wound healing

10*

On the day of operation and once-daily on the following 3 days.

* In high-risk patients the individual dose can be increased to 15-20 IU/kg b.w.

Acute bleeding episodes (including acquired deficiency states) will generally require considerably higher doses than routine prophylaxis in congenital disease.

Due to the different pathogenesis of factor-XIII-deficiencies available data on half-lives differ considerably. Thus, it is recommended to monitor the increase in factor-XIII-activity with a factor-XIII-assay. In the case of major surgery and severe haemorrhages the aim is to obtain normal values. 

Paediatric population

No Data are available.


	Posology

1 ml is equivalent to 62.5 IU, and 100 IU are equivalent to 1.6 ml, respectively.

Important:

The amount to be administered and the frequency of administration should always be oriented towards the clinical efficacy in the individual case.
Dosage

The dosing regimen should be individualized based on body weight, laboratory values, and the patient’s clinical condition.

Routine Prophylaxis Dosing Schedule for treatment of congenital FXIII deficiency

Initial dose

· 40 International Units (IU) per kg body weight 

· The injection rate should not exceed 4 ml per minute.

Subsequent dosing

· Dosing should be guided by the most recent trough FXIII activity level, with dosing every 28 days (4 weeks) to maintain a trough FXIII activity level of approximately 5 to 20%.

· Recommended dosing adjustments of ±5 IU per kg should be based on trough FXIII activity levels as shown in Table 1 and the patient’s clinical condition.

· Dosing adjustments should be made on the basis of a specific, sensitive assay used to determine FXIII levels. An example of dose adjustment using the standard Berichrom® FXIII activity assay is outlined in Table 1 below.

Table 1: Dose Adjustment Using the Berichrom® FXIII Activity Assay

Factor XIII Activity Trough Level (%)

Dosage Change

One trough level of <5%

Increase by 5 units per kg

Trough level of 5% to 20%

No change

Two trough levels of >20%

Decrease by 5 units per kg

One trough level of >25%

Decrease by 5 units per kg

The potency expressed in units is determined using the Berichrom® FXIII activity assay, referenced to the current International Standard for Blood Coagulation Factor XIII, Plasma. Therefore, a unit is equivalent to an International Unit.

Prophylaxis Prior to Surgery

After the patient’s last routine prophylactic dose, if a surgery is scheduled:

· Between 21 and 28 days later – administer the patient’s full prophylaxis dose immediately prior to surgery and the next prophylactic dose should be given 28 days later.

· Between 8 and 21 days later – an additional dose (full or partial) may be administered prior to surgery. The dose should be guided by the patient’s FXIII activity levels and clinical condition and should be adjusted according to the half-life of Fibrogammin.

· Within 7 days of last dose – additional dosing may not be needed.

Adjustments to dosing may be different than these recommendations and should be individualized based on FXIII activity levels and the patient’s clinical condition. All patients should be monitored closely during and after surgery.

Thus, it is recommended to monitor the increase in FXIII-activity with a FXIII-assay. In the case of major surgery and severe haemorrhages the aim is to obtain values within the normal range for healthy people, i.e. 0.7 -1.4 IU/ml. near normal values (healthy persons: 70% - 140%).
Acquired Factor-XIII-deficiency

For treatment of haemorrhagic diatheses at least 15-20 International Units (IU) per kg body weight daily should be administered until symptoms improve and normal FXIII levels are achieved spontaneously, respectively.

Supportive therapy in disorder of wound healing

10 International Units (IU) per kg body weight on the day of operation and once-daily on the following 3 days. In high-risk patients the individual dose can be increased to 15-20 IU/kg b.w.
Paediatric population

The posology and method of administration in children and adolescents is based on body weight and is therefore generally based on the same guidelines as for adults. The dose and/or frequency of administration for each individual should always be guided by the clinical effectiveness and FXIII activity levels. (Please also refer to sections 5.1 and 5.2.)

Elderly population

The posology and method of administration in elderly people (> 65 years) has not been documented in clinical studies.


	4.4 
Special warnings and precautions for use


	If anaphylactic reactions occur (see section 4.8) the administration of Fibrogammin should be discontinued immediately and appropriate treatment initiated. The current medical standards for shock treatment should be observed.
In the case of patients with known allergies to the product (with symptoms like generalised urticaria, rash, fall in blood pressure, dyspnoea), antihistaminics and corticosteroids may be administered prophylactically.

In cases of fresh thromboses caution should be exercised due to the fibrin-stabilizing effect.

After repeated Fibrogammin treatment, patients should be carefully monitored for the development of inhibitors to FXIII by appropriate clinical observation and laboratory tests.

[…]

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 trans​mitting infective agents cannot be totally excluded. This also applies to unknown or emerg​ing 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 viruses hepatitis A and parvovirus B19.

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

It is strongly recommended that every time that Fibrogammin 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.


	In patients with known allergies to the product (with symptoms like generalised urticaria, rash, fall in blood pressure, dyspnoea), antihistamines and corticosteroids may be administered prophylactically.

Allergic type hypersensitivity reactions are possible with Fibrogammin. If symptoms of hypersensitivity (such as hives, generalised urticaria, tightness of the chest, wheezing, hypotension, and anaphylaxis) occur, the Fibrogammin infusion should be discontinued immediately. In case of shock the current medical standards for shock treatment should be implemented. observed.

In cases of fresh thromboses caution should be exercised due to the fibrin-stabilizing effect of FXIII.

Immunogenicity

Development of inhibitory antibodies against FXIII has been detected in patients receiving Fibrogammin. Therefore, patients should be monitored for possible development of inhibitory antibodies. The presence of inhibitory antibodies may manifest as an inadequate response to treatment. If expected plasma FXIII activity levels are not attained, or if breakthrough bleeding occurs while receiving prophylaxis, FXIII inhibitory antibody concentrations should be measured.
[….]
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 trans​mitting infective agents cannot be totally excluded. This also applies to unknown or emerg​ing 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 viruses hepatitis A and parvovirus B19 viruses.

It is strongly recommended that every time that Fibrogammin 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.

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


	4.6 
Fertility, pregnancy and lactation


	Pregnancy

The safety of Fibrogammin for use in human pregnancy has not been established in controlled clinical trials. Experimental animal studies are insufficient to assess the safety with respect to development of the embryo or foetus, the course of gestation and peri- and postnatal development. 

The clinical use of Fibrogammin in pregnancy did not show any negative effects on the course of gestation and the peri- or postnatal development. The efficacy of Fibrogammin in pregnant women with congenital factor-XIII-deficiency has been described. 

Therefore, Fibrogammin may be used during pregnancy after careful consideration. 

Lactation:

The safety of Fibrogammin for use during breastfeeding has not been established in controlled clinical trials. Fibrogammin may be used during lactation after careful consideration.

Fertility

Experimental animal studies are insufficient to assess the safety with respect to reproduction.


	Pregnancy

Limited data on the clinical use of Fibrogammin in pregnancy did not show any negative effects on the course of gestation and the peri- or postnatal development. The use of Fibrogammin may be considered during pregnancy, if necessary.
Breastfeeding

There are no data on the excretion of Fibrogammin into human milk. However, based on its large molecular size excretion into milk is unlikely and due to its proteinaceous character, absorption of intact molecules by the infant is also unlikely. Therefore, Fibrogammin can be  used during breastfeeding.
Fertility

There are no data regarding effects of Fibrogammin on fertility.



	4.8
Undesirable effects


	-
	Paediatric population

The safety profile for paediatric patients is not different from that of adults in clinical studies.



