הודעה על החמרה (מידע בטיחות)  
תאריך: 23 בדצמבר 2012
שם תכשיר באנגלית: PRADAXA 75, 110, 150 Capsules 
מספר רישום: 142 95 32973, 142 96 32974, 145 63 33359
שם בעל הרישום: מעבדות רפא בע"מ
השינויים בעלון מסומנים בצבע - צהוב=הוספה, ירוק=מחיקה.
בעלון לרופא 
	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Therapeutic Indications
	Pradaxa 75 mg and 110 mg: Primary prevention of venous thromboembolic events in adult patients who have undergone elective total hip replacement surgery or total knee replacement surgery.

Pradaxa 110 mg and 150 mg: Prevention of stroke and systemic embolism in adult patients with atrial fibrillation
	Pradaxa 75 mg and 110 mg: Primary prevention of venous thromboembolic events in adult patients who have undergone elective total hip replacement surgery or total knee replacement surgery.

Pradaxa 110 mg and 150 mg: Prevention of stroke and systemic embolism in adult patients with nonvalvular atrial fibrillation

	Contra-Indications
	· Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
· Patients with severe renal impairment (CrCL < 30 ml/min) (see section 4.2).
· Active clinically significant bleeding.
· Lesion or condition at significant risk of major bleeding such as current or recent gastrointestinal ulceration, presence of malignant neoplasms at high risk of bleeding, recent brain or spinal injury, recent brain, spinal or ophthalmic surgery, recent intracranial haemorrhage, known or suspected oesophageal varices, arteriovenous malformations, vascular aneurysms or major intraspinal or intracerebral vascular abnormalities.
· Concomitant treatment with any other anticoagulant agent e.g. unfractionated heparin (UFH), low molecular weight heparins (enoxaparin, dalteparin etc), heparin derivatives (fondaparinux etc), oral anticoagulants (warfarin, rivaroxaban, apixaban etc) except under the circumstances of switching therapy to or from Pradaxa (see section 4.2) or when UFH is given at doses necessary to maintain an open central venous or arterial catheter (see section 4.5). 

· Hepatic impairment or liver disease expected to have any impact on survival.
· Concomitant treatment with systemic ketoconazole, itraconazole, cyclosporine, tacrolimus and dronedarone (see section 4.5).
	· Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
· Patients with severe renal impairment (CrCL < 30 ml/min) (see section 4.2).
· Active clinically significant bleeding.
· Lesion or condition at significant risk of major bleeding such as current or recent gastrointestinal ulceration, presence of malignant neoplasms at high risk of bleeding, recent brain or spinal injury, recent brain, spinal or ophthalmic surgery, recent intracranial haemorrhage, known or suspected oesophageal varices, arteriovenous malformations, vascular aneurysms or major intraspinal or intracerebral vascular abnormalities.
· Concomitant treatment with any other anticoagulant agent e.g. unfractionated heparin (UFH), low molecular weight heparins (enoxaparin, dalteparin etc), heparin derivatives (fondaparinux etc), oral anticoagulants (warfarin, rivaroxaban, apixaban etc) except under the circumstances of switching therapy to or from Pradaxa (see section 4.2) or when UFH is given at doses necessary to maintain an open central venous or arterial catheter (see section 4.5). 

· Hepatic impairment or liver disease expected to have any impact on survival.
· Concomitant treatment with systemic ketoconazole, itraconazole, cyclosporine, tacrolimus and dronedarone (see section 4.5).
· Prosthetic heart valves requiring anticoagulant treatment (see section 4.4).



	Special Warning and Precautions for Use  

(No changes in this part; for addition see below.)
	Hepatic impairment
Patients with elevated liver enzymes > 2 X ULN were excluded in controlled clinical trials investigating the VTE prevention following elective hip or knee replacement surgery as well as in the study investigating the prevention of stroke and SEE associated with atrial fibrillation. No treatment experience is available for this subpopulation of patients, and therefore the use of Pradaxa is not recommended in this population. 

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).

In a study of prevention of stroke and SEE in adult patients with nonvalvular atrial fibrillation, dabigatran etexilate was associated with higher rates of major gastrointestinal (GI) bleeding which was statistically significant for dabigatran etexilate 150 mg twice daily. This increased risk was seen in the elderly (≥ 75 years). Use of acetylsalicylic acid (ASA), clopidogrel or non steroidal antiinflammatory drug (NSAID), as well as the presence of esophagitis, gastritis or gastroesophageal reflux increase the risk of GI bleeding. In these atrial fibrillation patients a dosage of 220 mg dabigatran given as 110 mg capsule twice daily should be considered and posology recommendations in section 4.2 be followed. The administration of a PPI can be considered to prevent GI bleeding.

Bleeding risk may be increased in patients concomitantly treated with selective serotonin re-uptake inhibitors (SSRIs) or selective serotonin norepinephrine re-uptake inhibitors (SNRIs) (see section 4.5). 

Close clinical surveillance (looking for signs of bleeding or anaemia) is recommended throughout the treatment period, especially if risk factors are combined (see section 5.1).

	Table 1 summarises factors which may increase the haemorrhagic risk. Please also refer to contraindications in section 4.3.
Pharmacodynamic and kinetic factors

Age ≥ 75 years
Factors increasing dabigatran plasma levels

Major:

· Moderate renal impairment (30‑50 ml/min CrCL)

· P‑gp inhibitor co‑medication  (some P-gp inhibitors are contraindicated, see section 4.3 and 4.5)

Minor:

· Low body weight (< 50 kg)

Pharmacodynamic interactions

· ASA

· NSAID

· Clopidogrel

· SSRIs or SNRIs

· Other drugs which may impair haemostasis 

Diseases / procedures with special haemorrhagic risks

· Congenital or acquired coagulation disorders

· Thrombocytopenia or functional platelet defects

· Recent biopsy or major trauma

· Bacterial endocarditis

· Esophagitis, gastritis and gastroesophageal reflux

The presence of lesions, conditions, procedures and/or pharmacological treatment (such as NSAIDs, antiplatelets, SSRIs and SNRIs, see section 4.5), which significantly increase the risk of major bleeding requires a careful benefit‑risk assessment. Pradaxa should only be given if the benefit outweighs bleeding risks.

Pradaxa does not in general require routine anticoagulant monitoring. However, the measurement of dabigatran related anticoagulation may be helpful to avoid excessive high exposure to dabigatran in the presence of additional risk factors. The INR test is unreliable in patients on Pradaxa and false positive INR elevations have been reported. Therefore INR tests should not be performed. Diluted thrombin time (dTT) (non-calibrated), ecarin clotting time (ECT) and activated partial thromboplastin time (aPTT) may provide useful information, but the tests are not standardized, and results should be interpreted with caution (see section 5.1). Commercially available standardized, calibrated dTT assays can provide quantitative information.

Table 2 shows coagulation test thresholds at trough that may be associated with an increased risk of bleeding

Test (trough value)
Indication

Prevention of VTE 

Prevention of stroke and SEE

dTT [ng/ml]
>67

>200

ECT [x-fold upper limit of normal]
No data

>3

aPTT [x-fold upper limit of normal]
>1.3

>2

INR
Should not be performed

Should not be performed

 (see section 5.1).
Patients who develop acute renal failure must discontinue Pradaxa (see section 4.3).

Limited data is available in patients < 50 kg (see section 5.2). 

When severe bleedings occur treatment must be discontinued and the source of bleeding investigated (see section 4.9).

Agents that may enhance the risk of haemorrhage should not be administered concomitantly or should be administered with caution with Pradaxa (see section 4.5).

Use of fibrinolytic agents for the treatment of acute ischemic stroke

The use of fibrinolytic agents for the treatment of acute ischemic stroke may be considered if the patient presents with a dTT, ECT or aPTT not exceeding the ULN according to the local reference range.
Interaction with P‑gp inducers

Concomitant administration of P‑gp inducers (such as rifampicin, St. John`s wort (Hypericum perforatum), carbamazepine, or phenytoin) is expected to result in decreased dabigatran plasma concentrations, and should be avoided (see sections 4.5 and 5.2).

Surgery and interventions

Patients on dabigatran etexilate who undergo surgery or invasive procedures are at increased risk for bleeding. Therefore surgical interventions may require the temporary discontinuation of dabigatran etexilate.

Caution should be exercised when treatment is temporarily discontinued for interventions and anticoagulant monitoring is warranted. Clearance of dabigatran in patients with renal insufficiency may take longer (see section 5.2). This should be considered in advance of any procedures. In such cases a coagulation test (see sections 4.4 and 5.1) may help to determine whether haemostasis is still impaired. The thrombin time (TT) is a qualitative assay but it is more sensitive than the aPTT and it can be useful in determining whether clinically relevant dabigatran concentrations are present. 

Preoperative phase

Table 3 summarizes discontinuation rules before invasive or surgical procedures.

Renal function

(CrCL in ml/min)
Estimated half‑life

(hours)
Stop dabigatran before elective surgery
High risk of bleeding or major surgery
Standard risk
≥ 80
~ 13
2 days before
24 hours before
50 - 79

~ 15
2‑3 days before
1‑2 days before
30 - 49

~ 18
4 days before
2‑3 days before (> 48 hours)
If an acute intervention is required, dabigatran etexilate should be temporarily discontinued. A surgery / intervention should be delayed if possible until at least 12 hours after the last dose. If surgery cannot be delayed the risk of bleeding may be increased. This risk of bleeding should be weighed against the urgency of intervention (for cardioversion see section 4.2). 
Spinal anaesthesia/epidural anaesthesia/lumbar puncture
Procedures such as spinal anaesthesia may require complete haemostatic function.

The risk of spinal or epidural haematoma may be increased in cases of traumatic or repeated puncture and by the prolonged use of epidural catheters. After removal of a catheter, an interval of at least 2 hours should elapse before the administration of the first dose of dabigatran etexilate. These patients require frequent observation for neurological signs and symptoms of spinal or epidural haematoma.
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.

Patients at high surgical mortality risk and with intrinsic risk factors for thromboembolic events

There are limited efficacy and safety data for dabigatran available in these patients and therefore they should be treated with caution.

Hip fracture surgery

There is no data on the use of Pradaxa in patients undergoing hip fracture surgery. Therefore treatment is not recommended.

Myocardial Infarction

In the phase III study RE‑LY (see section 5.1.) the overall rate of myocardial infarction (MI) was 0.82, 0.81, and 0.64 % / year for dabigatran etexilate 110 mg twice daily, dabigatran etexilate 150 mg twice daily and warfarin, respectively, an increase in relative risk for dabigatran of 29 % and 27 % compared to warfarin (not statistically significant). Irrespective of therapy, the highest absolute risk of MI was seen in the following subgroups, with similar relative risk: patients with previous MI, patients ≥ 65 years with either diabetes or coronary artery disease, patients with left ventricular ejection fraction < 40 %, and patients with moderate renal dysfunction. Furthermore a higher risk of MI was seen in patients concomitantly taking ASA plus clopidogrel or clopidogrel alone.
Colorants

Pradaxa hard capsules contain the colorant sunset yellow (E110), which may cause allergic reactions.

	Special Warning and Precautions for Use (continued)
	Patients with Valvular Disease

Safety and efficacy of Pradaxa have not been studied in patients with prosthetic heart valves, or those with hemodynamically significant rheumatic heart disease, especially mitral stenosis. There are no data to support that Pradaxa at either 110 mg or 150 mg twice a day provides adequate anticoagulation in patients with prosthetic heart valves, with or without atrial fibrillation. Therefore, the use of Pradaxa is not recommended in this setting. 

Of note, in the pivotal, Phase III RELY trial that evaluated Pradaxa in the prevention of stroke in atrial fibrillation, about 22% of patients had other valvular disease including aortic stenosis, aortic regurgitation, and/or mitral regurgitation. About 17% had mitral regurgitation.


	Patients with Valvular Disease

Pradaxa is contraindicated in patients with prosthetic heart valves requiring anticoagulant treatment (see section 4.3). A phase II study examined dabigatran etexilate and warfarin in a total of 252 patients with recent mechanical heart valve replacement surgery (i.e. within the current hospital stay) and in patients who received a mechanical heart valve replacement more than three months ago. More thromboembolic events (mainly strokes and symptomatic/asymptomatic prosthetic valve thrombosis) and more bleeding events were observed with dabigatran etexilate than with warfarin. In the early post-operative patients, major bleeding manifested predominantly as haemorrhagic pericardial effusions, specifically in patients who started dabigatran etexilate early (i.e. on Day 3) after heart valve replacement surgery.

The safety and efficacy of Pradaxa have not been studied in patients with prosthetic heart valves, or those with hemodynamically significant rheumatic heart disease, especially mitral stenosis. There are no data to support that Pradaxa at either 110 mg or 150 mg twice a day provides adequate anticoagulation in patients with prosthetic heart valves, with or without atrial fibrillation. Therefore, the use of Pradaxa is not recommended in this setting. 

Of note, in the pivotal, Phase III RELY trial that evaluated Pradaxa in the prevention of stroke in atrial fibrillation, about 22% of patients had other valvular disease including aortic stenosis, aortic regurgitation, and/or mitral regurgitation. About 17% had mitral regurgitation.


בעלון לצרכן
	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	פעילות רפואית
	פרדקסה במינון 75 מ"ג ו-110 מ"ג מיועדת למניעת היווצרות קרישי דם בורידים לאחר ניתוחים אורתופדיים של החלפת מפרק הברך או החלפת מפרק הירך.

פרדקסה במינון 110 מ"ג ו-150 מ"ג מיועדת למניעת שבץ ותסחיף סיסטמי בחולים הסובלים מפרפור פרוזדורים.
	פרדקסה במינון 75 מ"ג ו-110 מ"ג מיועדת למניעת היווצרות קרישי דם בורידים לאחר ניתוחים אורתופדיים של החלפת מפרק הברך או החלפת מפרק הירך.

פרדקסה במינון 110 מ"ג ו-150 מ"ג מיועדת למניעת שבץ ותסחיף סיסטמי בחולים הסובלים מפרפור פרוזדורים שלא על רקע מחלה מסתמית.
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