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

תאריך: __________20-07-14_____________
שם תכשיר באנגלית ומספר הרישום: 5000 Units/ml_, Heparin Injection BP  134-95-31229
שם בעל הרישום:  Kamada Ltd 
טופס זה מיועד לפרוט ההחמרות בלבד !
	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Name of the medicinal product
	solution for injection. 

Active ingredient: Heparin Sodium
	25000 I.U. / 5 ml, solution for injection 



	Pharmaceutical Form
	
	Clear colourless to slightly yellowish aqueous solution


	Posology and method of administration


	2. As part of the treatment of venous and artery thrombo-embolic diseases

A close therapy control with the determination of the coagulation parameters is required in any case.
3) Anti-coagulation in a treatment or surgery involving extra-corporeal circulation:

Note

For the determination of the coagulation values the blood must be centrifuged immediately.
Method of administration

The duration of the application is to be determined by the treating physician. Regular controls of the activated partial thromboplastin time (aPTT) as well as control of the platelet count (see also section 4.4) are necessary in treatment with heparin.
	Method of administration

Infusion:
Heparin INJECTION BP 5000 UNITS/ML can be diluted for intravenous infusion with the solutions outlined in section 6.6. In order to reduce lymphatic drainage disorders, Heparin INJECTION BP 5000 UNITS/ML should be administered to patients undergoing abdominal/urogenital lymphatic drainage into the upper arm. 

	Contraindications


	Heparin INJECTION BP 5000 UNITS/ML should not be used in case of:
· Patients with present or previous thrombocytopenia (type II) caused by heparin
	Heparin INJECTION BP 5000 UNITS/MLmust not be administered in the following cases:
· heparin-induced thrombocytopenia of type II either known from the patient’s history or being suspected on grounds of clinical observations (e.g. occurrence of thrombocytopenia or new arterial and/or venous thromboembolic complications during heparin therapy)
· organ lesions accompanied by bleeding tendency

	Special warnings and precautions for use
	HEPARIN INJECTION BP 5000 UNITS/ML should not be used in case of:
Use during pregnancy

During birth, epidural anesthesia is absolutely contra-indicated in pregnant women treated with anticoagulants. Coagulation inhibition therapy is contra-indicated in case of increased bleeding tendency (e.g. abortus imminens).

Acute treatment with heparin during pregnancy is controversial for disseminated intra-vascular coagulation with consumption coagulopathy, e.g. premature abruption of pla-centa; in this case synthetic antifibrinolytics are currently applied.

Also the usefulness of long-term treatment of pregnant women with heparin to inhibit fibrinogen films for prevention of intra-uterine insufficiency is doubted. Contraception is to be discussed with all women depending on heparin administration.

Heparin should be used for a period not exceeding three months. During birth the daily dose should not exceed 15,000 I.U.

Contains sodium, but less than 1 mmol (23 mg) sodium per ml.
	HEPARIN INJECTION BP 5000 UNITS/ML must not be administered in the following cases:

In the event of thromboembolic complications during heparin administration, heparin-induced thrombocytopenia of type II must be ruled out from a differential diagnosis standpoint and platelet count must be checked.
Heparin may cause heavy and prolonged menstrual bleeding. In the event of unusually heavy and acyclic bleeding, an additional gynaecological examination should rule out any organic cause requiring treatment.
Regular checks of the activated partial thromboplastin time (aPTT) and the thrombocyte values are required for the heparin therapy.
Regular checks of platelet count for early diagnosis of heparin-induced thrombocytopenia type II should be performed:
After long-term administration (for months), osteoporosis may develop, especially when higher dosages are administered and particularly in predisposed patients.


	Interaction with other medicinal products and other forms of interaction
	Substances that can influence plasma blood coagulation or the cells involved in this process may cause a tendency toward increased bleeding (such substances are, for example, acetyl salicylic acid, Ticlopidin, Clopidogrel, glycoprotein, IIb/IIIa receptor antagonists, coumarine derivatives, fibrinolytics, dipyridamol, dextranes, high dose penicillin therapy). 
In addition, heparin shows numerous interactions with other preparations, whose clinical significance is being evaluated differently.
	· Thrombocyte aggregation inhibitors (acetylsalicylic acid, ticlopidine, clopidogrel, dipyridamole in high doses), fibrinolytic agents, other anticoagulants (coumarin derivatives), non-steroidal antiphlogistics (phenylbutazone, indometacin, sulfinpyrazone), glycoprotein-llb/llla-receptor antagonists, penicillin in high doses, dextran:
· Cytostatics:
May increase heparin activity, doxorubicin probably reduces activity.
· Ascorbic acid, antihistamines, digitalis, tetracycline, nicotine abuse:The effect of heparin may be inhibited.

	Pregnancy and Lactation
	Increased risk of abortions and stillbirth has been reported.
	Pregnancy
Animal studies did not show any evidence of teratogenic effects either (see section 5.3).
However, there are reports about an increased risk of abortion and premature birth.
Daily high-dose administration of heparin over a period of more than 3 months can increase the osteoporosis risk in pregnant women. Heparin should not be administered continuously for more than 3 months.
Lactation
Daily high-dose administration of heparin over a period of more than 3 months can increase the osteoporosis risk in breastfeeding women.

	Undesirable effects


	Blood and hematopoietic system

commonness not know
Depending on the dosage of heparin, increased hemorrhages especially cutaneous hemorrhages, hemorrhage of the mucous membranes, wounds, in the area of the gastrointestinal tract and the genitourinary tract must be taken into account.
uncommon

At the beginning of the treatment, a slight temporary decrease of the thrombocyte count (Thrombocytopenia Type I) with values between 100,000 and 150,000/µl (caused by a temporary activation of the thrombocytes) can be observed. Complications usually do not occur. The treatment can therefore be continued.

rare

An allergic rapid decrease of the thrombocyte count can be observed (Thrombocytopenia Type II) with values significantly below 100,000/ µl or less than 50% of the initial value. In patients without prior sensitivity the decrease of the number of thrombocytes normally starts 6 - 14 days after the beginning of treatment. In patients with sensitivity this decrease can possibly start within hours. This severe type of decreased thrombocyte count could be connected with the arterial and venous thrombosis/thrombo​embolism, consumption coagulopathy, possible necrosis of the skin at the injection site, petechiae, purpura and melaena. Moreover the blood coagulation inhibiting effect of the Heparin may be decreased (Heparin tolerance).
In such cases the use of HEPARIN INJECTION BP 5000 UNITS/ML must be stopped immediately. The patient must be informed that he must not be treated with drugs containing heparin in the future. Notices for control of platelet values: see section 4.4
Rare
Allergic reactions include symptoms such as nausea, headaches, fever, articular pains, urticaria, vomiting, pruritus, dyspnea, bronchospasm and decrease of blood pressure.
Temporary hair loss (alopecia). After termination of the treatment the hair growth occurs again within reasonable time.
Endocrine system

very rare

Hypoaldosteronism associated with hyperkalemia and metabolic acidosis, especially in patients with impaired renal function and diabetes mellitus.

Liver and gall
Common
Increase of the serum transaminases (GOT, GPT), the gamma-glutamyl-transpeptidase (Gamma-GT) as well as LDH and lipase; which in most cases after termination of the treatment with heparin is reversible and clinically insignificant.

Musculoskeletal system

commonness not known

Osteoporosis has been reported in connection with long-term heparin treatment, especially when higher dosages are administered and particularly with patients with a tendency thereto.

Reactions on administration site

Rare
Local tissue reactions on the injection site (stiffness, redness, discoloring and minor hematoma).

In rare cases reactions of hypersensitivity due to benzyl alcohol can occur.
	Blood and lymph system disorders
Very common:
Depending on the heparin dose, increased incidence of bleeding, particularly from skin, mucous membranes, wounds, gastrointestinal and urogenital tract.
Common:
At the beginning of treatment, heparin-induced thrombocytopenia type I, not antibody-dependent (thrombocyte number: 100,000-150,000/µl), without thrombosis.
Rare:
Heparin-induced, antibody-dependent thrombocytopenia type II (thrombocyte number: < 100,000/µl or rapid reduction of platelet count to < 50% of the initial value), with arterial and venous thromboses or embolisms, disseminated intravasal coagulation, skin necrosis, petechiae, melanorrhoea. The anticoagulation effect of heparin may be reduced.

In patients without heparin hypersensitivity, the low platelet count usually starts 6 - 14 days after initiating heparin treatment. In patients with previous heparin hypersensitivity the low platelet count may already start after a few hours.
Very rare:
 A type II thrombocytopenia can occur with a delay of several weeks after the end of heparin treatment. [Spinler S A: New concepts in heparin-induced thrombocytopenia: Diagnosis and management, J Thromb Thrombolysis 21(1), 17 – 21, 2006; FDA MedWatch Safety Alert. Heparin Sodium Injection. December 8, 2006] In the event of a type II thrombocytopenia, heparin administration must be discontinued immediately. Further treatment depends on the nature and severity of the symptoms. Re-exposure of the patient to parenteral heparin is absolutely contraindicated.
Immune system disorders:
Uncommon:
Allergic reactions with symptoms such as nausea, headache, increased body temperature, limb pain, urticaria, vomiting, pruritus, dyspnoea, bronchospasm and blood pressure drop. Local and generalised hypersensitivity, including angioedema, temporary alopecia, skin necrosis.
Rare:
Toxic or anaphylactoid reactions to benzyl alcohol
Endocrine disorders:
Rare:
Hypoaldosteronism resulting in hyperkalaemia and metabolic acidosis, especially in patients with impaired kidney function and diabetes mellitus.
Hepatobiliary disorders
Very common:
Increase of serum of transaminases (GOT, GPT), gamma-glutamyl transpeptidase (gamma-GT) as well as LDH and lipase.
Skin and subcutaneous tissue disorders:

Uncommon:
 Temporary alopecia, skin necrosis 
Skeletal muscle, connective tissue and bone disorders:
 After prolonged administration (over months): especially after high doses and in predisposed patients, osteoporosis may develop.
General disorders and administration site conditions
Common:
 Local tissue reactions at the injection site (induration, redness, discolouration, and minor haematomas).
Very rare:
 Calcinosis at the injection site, mainly in patients with severe kidney failure

	Overdose
	In case of over titration Protamine could activate the fibrinolysis and then even cause an intensified readiness for hemorrhages.
	In the event of excessive titration, protamine could cause an intensified bleeding tendency through various mechanisms.

	Pharmacodynamic properties
	Pharmacotherapeutic Gruppe: Anticoagulant

	Pharmacotherapeutic group: Antithrombotic agent, heparin group ATC code: B01AB01
certain thrombocyte substances (platelet factor 4) also neutralise heparin. 

	Pharmacokinetic properties
	
	Bioavailability is 100%.

	Preclinical safety data


	a) Acute toxicity

The toxicity of Heparin is extremely low and depends mainly on its purity grade.
At high concentrations (180,000 I.U./100 g) hematomas can be intensified.

b) Chronic / sub-chronic toxicity

Internal bleedings and hematomas were detected in sub-chronic and chronic examinations after intravenous and s.c. applications at different species of animals depending on the dose.

Osteoporotic effects appeared in a 6-months examination on dogs. In animal experiences the wound healing, healing of fractures and re-calcification of bones is delayed by use of Heparin.

c) Mutagenic and tumorigenic potential

No examinations have been performed in respect to the tumorigenic potential. No indices on a mutagenic potential were found in in-vitro and in-vivo examinations on gentoxic effects.

No data are available regarding mutagenicty and cancerogenicity of topically administered Heparin.

d) Reproductive toxicity

Heparin does not cross the placenta. Animal experiences did not show any advice to fetal distress.

No data are available regarding reproductive toxicity of topically administered Heparin.
	Animal studies only showed the effects (osteoporosis and haemorrhage) described in section 4.8. In-vitro and in-vivo studies for genotoxic effects have not revealed any evidence for a mutagenic potential. No studies investigating tumorigenic potential have been conducted. Animal studies did not show any evidence of teratogenic effects (see section 4.6). 

	Incompatibilities
	Heparin may not be drawn up with other drugs in the same syringe or administered with other drugs in an infusion.
	heparin must not be drawn up in a syringe or administered as an infusion with other medicinal products

	Shelf life


	This pharmaceutical is not to be used after expiry date.

After first opening the preparation can be stored for four weeks at room temperature.


	 Shelf life after opening container
When used under sterile conditions, 
the opened container can be stored for up to 4 weeks 
Time and date of the first use are to be recorded on the label. 

	Nature & contents of container
	
	Vials of colourless glass with rubber stopper: 



	Special precautions for disposal and other handling information
	Drug product not used or waste materials has to be disposed according to the national requirements.


	See section 6.3 for shelf life after opening.
Heparin Injection BP 5000 Units/ml can be diluted with the following solutions for intravenous infusion:
– 
sodium chloride 9 mg/ml infusion solution,
–
dextrose 50 mg/ml infusion solution,
–
dextrose 100 mg/ml infusion solution,
–
Ringer's infusion solution.
These mixtures are stable at room temperature for 48 hours.


מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות על רקע צהוב, טקסט שנמחק מסומן בקו מחיקה אדום.
שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע אפור.
יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
הועבר בדואר אלקטרוני בתאריך:  20/7/2014
