הודעה על החמרה (מידע בטיחות) בעלון לרופא  

תאריך: 9 בספטמבר 2013
שם תכשיר באנגלית: PRADAXA 75, 110, 150 Capsules 
מספרי רישום: 142 95 32973, 142 96 32974, 145 63 33359
שם בעל הרישום: מעבדות רפא בע"מ

	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Introductory Boxed Warning
	--
	WARNING: DISCONTINUING PRADAXA IN PATIENTS WITHOUT ADEQUATE CONTINUOUS ANTICOAGULATION INCREASES RISK OF STROKE

Discontinuing Pradaxa places patients at an increased risk of thrombotic events. 

If anticoagulation with PRADAXA must be discontinued for a reason other than pathological bleeding, consider coverage with another anticoagulant     v. FDA warning


	4.4 
Special Warnings and  Precautions
	4.4Special warnings and precautions for use
Haemorrhagic risk

As with all anticoagulants, dabigatran etexilate should be used with caution in conditions with an increased risk of bleeding and in situations with concomitant use of drugs affecting haemostasis by inhibition of platelet aggregation. Bleeding can occur at any site during therapy with dabigatran. An unexplained fall in haemoglobin and/or haematocrit or blood pressure should lead to a search for a bleeding site.

Factors, such as decreased renal function (30‑50 ml/min CrCL), age ≥ 75 years, low body weight < 50 kg, or strong P‑gp inhibitor co‑medication (e.g. amiodarone, quinidine or verapamil) are associated with increased dabigatran plasma levels (see sections 4.2, 4.5 and 5.2).
Post‑surgical patients with an increased risk for bleeding

Patients at risk for bleeding or patients at risk of overexposure, notably patients with moderate renal impairment (CrCL 30‑50 ml/min), should be treated with caution (see sections 4.4 and 5.1). Resume treatment after complete haemostasis is achieved

	4.4Special warnings and precautions for use
Haemorrhagic risk

Dabigatran etexilate should be used with caution in conditions with an increased risk of bleeding and in situations with concomitant use of drugs affecting haemostasis by inhibition of platelet aggregation. Bleeding can occur at any site during therapy with dabigatran etexilate. An unexplained fall in haemoglobin and/or haematocrit or blood pressure should lead to a search for a bleeding site.

Factors, such as decreased renal function (30‑50 mL/min CrCL), age ≥ 75 years, low body weight < 50 kg, or mild to moderate P‑gp inhibitor co‑medication (e.g. amiodarone, quinidine or verapamil) are associated with increased dabigatran plasma levels (see sections 4.2, 4.5 and 5.2).  v.45/46
The concomitant use of ticagrelor increases the exposure to dabigatran and may show a pharmacodynamic interaction, which may result in an increased risk of bleeding (see section 4.5).  v.45/46.
Postoperative phase

Dabigatran etexilate should be restarted after the invasive procedure or surgical intervention as soon as

possible provided the clinical situation allows and adequate haemostasis has been established.
Patients at risk for bleeding or patients at risk of overexposure, notably patients with moderate renal impairment (CrCL 30‑50 mL/min), should be treated with caution (see sections 4.4 and 5.1).   v. 50

	4.5 Interaction with other medicinal products and other forms of interaction
	Anticoagulants and antiplatelet aggregation agents
There is no or only limited experience with the following treatments which may increase the risk of bleeding when used concomitantly with Pradaxa: anticoagulants such as unfractionated heparin (UFH), low molecular weight heparins (LMWH), and heparin derivatives (fondaparinux, desirudin), thrombolytic agents, and vitamin K antagonists, rivaroxaban or other oral anticoagulants (see section 4.3), and anti-plateletet aggregation agents such as GPIIb/IIIa receptor antagonists, ticlopidine, prasugrel, ticagrelor, dextran and sulfinpyrazone (see section 4.4).
Transporter interactions

P‑gp inhibitors
Dabigatran etexilate is a substrate for the efflux transporter P‑gp. Concomitant administration of strong P‑gp inhibitors (such as amiodarone, verapamil, quinidine, ketoconazole, dronedarone and clarithromycin) is expected to result in increased dabigatran plasma concentrations.

If not otherwise specifically described, close clinical surveillance (looking for signs of bleeding or anaemia) is required when dabigatran is co‑administered with strong P‑gp inhibitors. A coagulation test helps to identify patients with an increased bleeding risk due to increased dabigatran exposure (see sections 4.2, 4.4 and 5.1).

Systemic ketoconazole, cyclosporine, itraconazole, tacrolimus and dronedarone are contraindicated (see section 4.3). Caution should be exercised with other strong P‑gp inhibitors (e.g. amiodarone, quinidine or verapamil) (see sections 4.2 and 4.4).


	Anticoagulants and antiplatelet aggregation medicinal products
There is no or only limited experience with the following treatments which may increase the risk of bleeding when used concomitantly with Pradaxa: anticoagulants such as unfractionated heparin (UFH), low molecular weight heparins (LMWH), and heparin derivatives (fondaparinux, desirudin), thrombolytic medicinal products, and vitamin K antagonists, rivaroxaban, apixaban or other oral anticoagulants (see section 4.3), and anti-platelet aggregation medicinal products such as GPIIb/IIIa receptor antagonists, ticlopidine, prasugrel, ticagrelor, dextran and sulfinpyrazone (see section 4.4).

Transporter interactions

P‑gp inhibitors
Dabigatran etexilate is a substrate for the efflux transporter P‑gp. Concomitant administration of P‑gp inhibitors (such as amiodarone, verapamil, quinidine, ketoconazole, dronedarone, clarithromycin and ticagrelor) is expected to result in increased dabigatran plasma concentrations.    v.45/46
If not otherwise specifically described, close clinical surveillance (looking for signs of bleeding or anaemia) is required when dabigatran is co‑administered with strong P‑gp inhibitors. A coagulation test helps to identify patients with an increased bleeding risk due to increased dabigatran exposure (see sections 4.2, 4.4 and 5.1).

The following strong P-gp inhibitors are contraindicated: Systemic ketoconazole, cyclosporine, itraconazole, tacrolimus and dronedarone (see section 4.3). Caution should be exercised with mild to moderate P‑gp inhibitors (e.g. amiodarone, quinidine, verapamil and ticagrelor) (see sections 4.2 and 4.4).  v.45/46
Ticagrelor: When a single dose of 75mg dabigatran etexilate was coadministered simultaneously with a loading dose of 180 mg ticagrelor, the dabigatran AUC and Cmax were increased by 1.73-fold and 1.95-fold (+73% and 95%), respectively. After multiple doses of ticagrelor 90 mg b.i.d. the increase of dabigatran exposure was 1.46-fold and 1.56-fold (+46% and 56%) for AUC and Cmax, respectively. v. 45/46
 

	4.7 Effects on ability to drive and use machines
	No studies on the effects on the ability to drive and use machines have been performed.
	Pradaxa has no or negligible influence on the ability to drive and use machines. [v.41]


	4.8

Undesirable effects
	Adverse reactions

Table 4 shows the adverse reactions identified from the primary VTE prevention studies after hip or knee replacement surgery and the prevention of thromboembolic stroke and SEE in patients with atrial fibrillation program, ranked under headings of SOC and frequency using the following convention: very common (≥ 1/10); common (≥ 1/100, < 1/10); uncommon (≥ 1/1,000, < 1/100); rare (≥ 1/10,000, < 1/1,000); very rare (< 1/10,000); not known (cannot be estimated from the available data).
Table 4: Adverse reactions
Table 4 in the present leaflet was replaced with table 4 in the proposed leaflet (see left column).


	Tabulated list of adverse reactions

Table 4 shows the adverse reactions identified from the primary VTE prevention studies after hip or knee replacement surgery and the prevention of thromboembolic stroke and SEE in patients with atrial fibrillation program, ranked under headings of SOC and frequency using 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); not known (cannot be estimated from the available data).

Table 4: Adverse reactions
SOC / Preferred term

Primary VTE prevention after hip

or knee replacement surgery

Stroke and SEE prevention in patients with atrial fibrillation

Blood and lymphatic system disorders

Anaemia

Uncommon

Common

Haemoglobin decreased

Common

Uncommon

Thrombocytopenia

Rare

Uncommon

Haematocrit decreased

Uncommon

Rare

Immune system disorder

Drug hypersensitivity 

Uncommon

Uncommon

Rash

Rare

Uncommon

Pruritus

Rare

Uncommon
Anaphylactic reaction
  

Rare

Rare

Angioedema                 

Rare

Rare

Urticaria

Rare

Rare

Bronchospasm

Not known

Not known

Nervous system disorders

Intracranial haemorrhage

Rare

Uncommon
Vascular disorders

Haematoma

Uncommon

Uncommon

Haemorrhage

Rare

Uncommon
Wound haemorrhage

Uncommon

-

Respiratory, thoracic and mediastinal disorders

Epistaxis 

Uncommon

Common
Haemoptysis

Rare

Uncommon
Gastrointestinal disorders

Gastrointestinal haemorrhage

Uncommon

Common

Abdominal pain

Rare

Common

Diarrhoea 

Uncommon

Common

Dyspepsia 

Rare

Common

Nausea 

Uncommon

Common

Rectal haemorrhage

Uncommon

Uncommon

Haemorrhoidal haemorrhage

Uncommon

Uncommon

Gastrointestinal ulcer, including esophageal ulcer    

Rare

Uncommon
Gastroesophagitis 

Rare

Uncommon
Gastroesophageal reflux disease 

Rare

Uncommon
Vomiting

Uncommon

Uncommon

Dysphagia 

Rare

Uncommon
Hepatobiliary disorders

Hepatic function abnormal/ Liver function test abnormal

Common

Uncommon
Alanine aminotransferase increased

Uncommon

Uncommon

Aspartate aminotransferase increased

Uncommon

Uncommon

Hepatic enzyme increased

Uncommon

Rare

Hyperbilirubinaemia

Uncommon

Rare

Skin and subcutaneous tissue disorder

Skin haemorrhage

Uncommon

Common

Musculoskeletal and connective tissue disorders

Haemarthrosis

Uncommon

Rare

Renal and urinary disorders

Genitourological haemorrhage, including haematuria

Uncommon

Common

General disorders and administration site conditions

Injection site haemorrhage

Rare

Rare

Catheter site haemorrhage

Rare

Rare

Bloody discharge

Rare

-

Injury, poisoning and procedural complications

Traumatic haemorrhage

Uncommon

Rare

Incision site haemorrhage

Rare

Rare

Post procedural haematoma

Uncommon

-

Post procedural haemorrhage

Uncommon

-

Anaemia postoperative

Rare

-

Post procedural discharge

Uncommon

-

Wound secretion

Uncommon

-

Surgical and medical procedures

Wound drainage

Rare

-

Post procedural drainage

Rare

-

Anaphylactic reaction and angioedema = v. 43
GI ulcer, including esophageal ulcer = v. 49
Collapse of 4 columns to 2 columns = v. 45/46.

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 at ; adr@MOH.HEALTH.GOV.IL  v.49.
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