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השינויים בעלון מסומנים ברקע צהוב
עלון לצרכן
	פרק בעלון
	טקסט חדש

	מתי אין להשתמש בתכשיר
	

	אזהרות
	אם הינך רגיש למזון כלשהו או לתרופה כלשהי, עליך להודיע על-כך לרופא לפני נטילת התרופה.
עליך לדווח לרופא המטפל על נטילת תרופה זו לפני כל ניתוח (כולל שיניים), הרדמה אפידורלית  או טיפול דחוף. במקרה כזה, יתכן ותידרש הפסקה זמנית של הטיפול בתרופה.
במידה ועברת נפילה או פציעה הכוללת דימום או חבלה בראש, יש לפנות מיד לרופא ולהיוועץ עימו בדבר המשך טיפול. 

קשישים מעל גיל 75, חולים עם ליקוי בתפקוד כליתי, וחולים ששוקלים פחות מ-50 ק"ג עלולים להיות רגישים יותר לתרופה זו ולכן עליהם להיות תחת מעקב רפואי לשם התאמת מינון.
לפני תחילת הטיפול בתרופה זו, יש לעבור בדיקות להערכת תפקודי כליות, כמו כן יש לחזור על בדיקת תפקודי כליות אם במהלך הטיפול  בתרופה זו עולה החשד לירידה בתפקודי כליות. מטופלים הנוטלים את התרופה לתקופה ממושכת, והינם מעל גיל 75 או הסובלים מליקוי קל עד בינוני בתפקודי כליות – עליהם לעבור בדיקות להערכת תפקודי כליות לפחות פעם בשנה

	תופעות לוואי
	

	תופעות לוואי הדורשות התייחסות מיוחדת
	בהופיע דימום או סימנים היכולים להעיד על כך, כגון: דימום מהאף, מהעין, ממערכת העיכול, דימום מהנרתיק, מפי הטבעת, בצואה (צבע אדום או שחור) או בשתן (צבע ורוד או חום); הקאה ו/או שיעול דמי, אנמיה (ירידה בכמות הכדוריות האדומות וההמוגלובין בדם), חיוורון, חולשה או עייפות יוצאת דופן, ירידה בלחץ הדם, דימום מקתטר, דימום או הפרשה ממקום הניתוח (במידה ועברת), הופעת שטף דם פנימי מקומי (המטומה), נפיחות לא מוסברת או כאב בטן חזק (נדיר) – פנה לרופא מיד! 
בהופיע תגובה אלרגית (שיכולה להתבטא בפריחה, גרד, בצקת, קשיי בליעה או קשיי נשימה) (נדיר) – פנה לרופא מיד!
בכל מקרה שבו הינך מרגיש תופעות לוואי שלא צוינו בעלון זה, או אם חל שינוי בהרגשתך הכללית עליך להתייעץ עם הרופא מיד!


עלון לרופא
	פרטים על השינויים המבוקשים

	פרק בעלון
	טקסט חדש
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	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. 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 the RE-LY study, In a study of prevention of stroke and SEE in adult patients with nonvalvular atrial fibrillation, dabigatran 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 requiring proton pump inhibitors (PPI) or histamine 2 (H2)‑blocker treatment 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 (see section 4.2 be followed). The administration of a PPI can be considered to prevent GI bleeding.

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.

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

Minor:

· Low body weight (< 50 kg)

Pharmacodynamic interactions

· ASA

· NSAID

· Clopidogrel

Diseases / procedures with special haemorrhagic risks

· Congenital or acquired coagulation disorders

· Thrombocytopenia or functional platelet defects

· Active ulcerative GI disease

· Recent GI bleeding

· Recent biopsy or major trauma

· Recent intracranial hemorrhage (ICH)

· Brain, spinal or ophthalmic surgery

· Bacterial endocarditis

The measurement of dabigatran related anticoagulation may be helpful to avoid excessive high exposure to dabigatran in the presence of additional risk factors.

The activated partial thromboplastin time (aPTT) test is widely available and provides an approximate indication of the anticoagulation intensity achieved with dabigatran. In patients who are bleeding or at risk of bleeding, the aPTT test may be useful to assist in determining an excess of anticoagulant activity. However, the aPTT test has limited sensitivity and is not suitable for precise quantification of anticoagulant effect, especially at high plasma concentrations of dabigatran. An aPTT greater than 80 sec is associated with a higher risk of bleeding but high aPTT values should be interpreted with caution. 

If required, more sensitive quantitative tests such as calibrated diluted Thrombin Time (dTT) should 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).

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.

Preoperative phase

Table 2 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 ‑< 80
~ 15
2‑3 days before
1‑2 days before
≥ 30 ‑< 50
~ 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.

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.
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	Dosage and Adminis-

tration
	Posology

Prevention of Venous Thromboembolism (VTE)

Patients following elective knee replacement surgery

The recommended dose of Pradaxa is 220 mg once daily taken as 2 capsules of 110 mg. Treatment should be initiated orally within 1‑4 hours of completed surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of 10 days.

Patients following elective hip replacement surgery

The recommended dose of Pradaxa is 220 mg once daily taken as 2 capsules of 110 mg. Treatment should be initiated orally within 1‑4 hours of completed surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of 28‑35 days.

For both surgeries, if haemostasis is not secured, initiation of treatment should be delayed. If treatment is not started on the day of surgery then treatment should be initiated with 2 capsules once daily.

Elderly
In elderly patients (> 75 years) there is limited clinical experience. These patients should be treated with caution. The recommended dose is 150 mg taken once daily as 2 capsules of 75 mg (see sections 4.4 and 5.1).
As renal impairment may be frequent in the elderly (>75 years), renal function should be assessed by calculating the CrCL prior to initiation of treatment with Pradaxa to exclude patients with severe renal impairment (i.e. CrCL < 30 ml/min). While on treatment the renal function should also be assessed in certain clinical situations when it is suspected that the renal function could decline or deteriorate (such as hypovolemia, dehydration, and with certain comedications, etc) (see sections 4.3, 4.4 and 5.2).
Renal impairment

Treatment with Pradaxa in patients with severe renal impairment (creatinine clearance (CrCL) < 30 ml/min) is contraindicated (see section 4.3).

In patients with moderate renal impairment (CrCL 30‑50 ml/min), there is limited clinical experience. These patients should be treated with caution. The recommended dose is 150 mg taken once daily as 2 capsules of 75 mg (see sections 4.4 and 5.1).

Renal function should be assessed by calculating the CrCL prior to initiation of treatment with Pradaxa to exclude patients with severe renal impairment (i.e. CrCL < 30 ml/min) (see sections 4.3, 4.4 and 5.2).

While on treatment renal function should be assessed in certain clinical situations when it is suspected that the renal function could decline or deteriorate (such as hypovolemia, dehydration, and with certain comedications, etc). 

Concomitant use of Pradaxa with strong P‑glycoprotein (P‑gp) inhibitors, i.e. amiodarone, quinidine or verapamil
Dosing should be reduced to 150 mg taken once daily as 2 capsules of 75 mg Pradaxa in patients who receive concomitantly dabigatran etexilate and amiodarone, quinidine or verapamil (see sections 4.4 and 4.5). In this situation Pradaxa and these medicinal products should be taken at the same time.

In patients with moderate renal impairment and concomitantly treated with dabigatran etexilate and verapamil, a dose reduction of Pradaxa to 75 mg daily should be considered (see sections 4.4 and 4.5).

Hepatic impairment

Patients with elevated liver enzymes > 2 X upper limit of normal (ULN) were excluded in clinical trials investigating the VTE prevention following elective hip or knee replacement surgery. No treatment experience is available for this subpopulation of patients, and therefore the use of Pradaxa is not recommended in this population (see sections 4.4 and 5.2). 

Weight

There is very limited clinical experience in patients with a body weight < 50 kg or > 110 kg at the recommended posology. Given the available clinical and kinetic data no adjustment is necessary (see section 5.2), but close clinical surveillance is recommended (see section 4.4).

Gender
Given the available clinical and kinetic data, no dose adjustment is necessary (see section 5.2).

Switching

Pradaxa treatment to parenteral anticoagulant
It is recommended to wait 24 hours after the last dose before switching from Pradaxa to a parenteral anticoagulant (see section 4.5).

Parenteral anticoagulants to Pradaxa
Dabigatran etexilate should be given 0‑2 hours prior to the time that the next dose of the alternate therapy would be due, or at the time of discontinuation in case of continuous treatment (e.g. intravenous Unfractionated Heparin (UFH)) (see section 4.5).

Paediatric population

There is no relevant use of Pradaxa in the paediatric population in the indication: primary prevention of venous thromboembolic events in patients who have undergone elective total hip replacement surgery or total knee replacement surgery.

Pradaxa is not recommended for use in patients below 18 years due to lack of data on safety and efficacy.
Missed dose

It is recommended to continue with the remaining daily doses of dabigatran etexilate at the same time of the next day.

No double dose should be taken to make up for missed individual doses.

Prevention of stroke and systemic embolic event (SEE) in adult patients with nonvalvular atrial fibrillation with one or more risk factors
The recommended daily dose of Pradaxa is 300 mg taken as one 150 mg capsule twice daily. Therapy should be continued long term.

In case of intolerability to dabigatran, patients should be instructed to immediately consult their treating physician in order to be switched to alternate acceptable treatment options for prevention of stroke and SEE associated with atrial fibrillation.

Elderly
Patients between 75‑80 years should be treated with a daily dose of 300 mg taken as one 150 mg capsule twice daily. A dose of 220 mg taken as one 110 mg capsule twice daily can be individually considered, at the discretion of the physician, when the thromboembolic risk is low and the bleeding risk is high (see section 4.4).

Patients aged 80 years or above should be treated with a daily dose of 220 mg taken as one 110 mg capsule twice daily due to the increased risk of bleeding in this population.

As renal impairment may be frequent in the elderly (>75 years), renal function should be assessed by calculating the CrCL prior to initiation of treatment with Pradaxa to exclude patients with severe renal impairment (i.e. CrCL < 30 ml/min ). The renal function should also be assessed at least once a year in patients treated with Pradaxa or more frequently as needed in certain clinical situations when it is suspected that the renal function could decline or deteriorate (such as hypovolemia, dehydration, and with certain comedications, etc) (see sections 4.3, 4.4 and 5.2).
Patients at risk of bleeding

Patients with an increased bleeding risk (see sections 4.4, 4.5, 5.1 and 5.2) should be closely monitored clinically (looking for signs of bleeding or anaemia). Dose adjustment should be decided at the discretion of the physician, following assessment of the potential benefit and risk to an individual patient. A coagulation test (see section 4.4) may help to identify patients with an increased bleeding risk caused by excessive dabigatran exposure. When excessive dabigatran exposure is identified in patients at high risk of bleeding, a dose of 220 mg taken as one 110 mg capsule twice daily is recommended. When clinically relevant bleeding occurs, treatment should be interrupted.

For subjects with gastritis, esophagitis, or gastroesophageal reflux, the dose of 220 mg taken as one 110 mg capsule twice daily may be considered due to the elevated risk of major gastro‑intestinal bleeding (see section 4.4).

Renal impairment

Treatment with Pradaxa in patients with severe renal impairment (creatinine clearance (CrCL) < 30 ml/min) is contraindicated (see section 4.3).

No dose adjustment is necessary in patients with mild renal impairment (CrCL 50‑ ≤ 80 ml/min). For patients with moderate renal impairment (CrCL 30‑50 ml/min) the recommended dose of Pradaxa is also 300 mg taken as one 150 mg capsule twice daily. However, for patients with high risk of bleeding, a dose reduction of Pradaxa to 220 mg taken as one 110 mg capsule twice daily should be considered (see sections 4.4 and 5.2). Close clinical surveillance is recommended in patients with renal impairment.

Renal function should be assessed by calculating the CrCL prior to initiation of treatment with Pradaxa to exclude patients with severe renal impairment (i.e. CrCL < 30 ml/min)].

While on treatment renal function should be assessed at least once a year or more frequently as needed in certain clinical situations when it is suspected that the renal function could decline or deteriorate (such as hypovolemia, dehydration, and with certain comedications, etc). 

Concomitant use of Pradaxa with strong P‑glycoprotein (P‑gp) inhibitors, i.e. amiodarone, quinidine or verapamil
No dose adjustment is necessary for concomitant use of amiodarone or quinidine (see sections 4.4, 4.5 and 5.2).

Dosing should be reduced to 220 mg taken as one 110 mg capsule twice daily in patients who receive concomitantly dabigatran etexilate and verapamil (see sections 4.4 and 4.5). In this situation Pradaxa and verapamil should be taken at the same time.

Hepatic impairment

Patients with elevated liver enzymes > 2 X upper limit of normal (ULN) were excluded 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 (see sections 4.4 and 5.2).
Weight

Given the available clinical and kinetic data, no dose adjustment is necessary (see section 5.2), but close clinical surveillance is recommended in patients with a body weight < 50 kg (see section 4.4).

Gender
Given the available clinical and kinetic data, no dose adjustment is necessary (see section 5.2).

Switching

Pradaxa treatment to parenteral anticoagulant
It is recommended to wait 12 hours after the last dose before switching from dabigatran etexilate to a parenteral anticoagulant (see section 4.5).

Parenteral anticoagulants to Pradaxa
Dabigatran etexilate should be given 0‑2 hours prior to the time that the next dose of the alternate therapy would be due, or at the time of discontinuation in case of continuous treatment (e.g. intravenous Unfractionated Heparin (UFH)) (see section 4.5).

Pradaxa treatment to Vitamin K antagonists (VKA)

Adjust the starting time of the VKA based on CrCL as follows:

· CrCL ≥ 50 ml/min, start VKA 3 days before discontinuing dabigatran etexilate

· CrCL ≥ 30‑< 50 ml/min, start VKA 2 days before discontinuing dabigatran etexilate

VKA to Pradaxa
The VKA should be stopped. Dabigatran etexilate can be given as soon as the International Normalized Ratio (INR) is < 2.0.

Cardioversion
Patients can stay on dabigatran etexilate while being cardioverted.

Paediatric population

There is no relevant use of Pradaxa in the paediatric population in the indication: prevention of stroke and systemic embolism in patients with nonvalvular atrial fibrillation.

Pradaxa is not recommended for use in patients below 18 years due to lack of data on safety and efficacy. 

Missed dose

A forgotten dabigatran etexilate dose may still be taken up to 6 hours prior to the next scheduled dose. From 6 hours prior to the next scheduled dose on, the missed dose should be omitted.

No double dose should be taken to make up for missed individual doses.

Method of administration

Pradaxa should be swallowed as a whole with water, with or without food.

Patients should be instructed not to open the capsule as this may increase the risk of bleeding (see sections 5.2 and 6.6).
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