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The recommendations refer to the
indications:

» Stroke prevention in atrial fibrillation

* Treafment of deep vein thrombosis (DVT) and
pulmonary embolism (PE), and prevention of
recurrent DVT and PE in adults (DVT/PE).

SWITCHING

This guide provides recommendations for
the use of PRADAXA® in order to minimize
the risk of bleeding:

« Indications

» Contraindications

« Perioperative management

« Dosing

« Special patient populations potentially at high risk of bleeding
« Coagulation tests and their inferpretation

» Overdose
« Management of bleeding complications

« PRADAXA® Patient Alert Card and counselling

PERIOPERATIVE
MANAGEMENT

OVERDOSE
)

IN CASE OF

This prescriber guide does not substitute the PRADAXA® Summary of
Product Characteristics (SmPC)s.
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INDICATIONS

e Prevention of stroke and systemic embolism in adult patients with
non-valvular atrial fibrillation with one or more risk factors (SPAF),
such as prior stroke, fransient ischemic attack (TIA); age = 75 years;
heart failure (NYHA Class = ll); diabetes mellitus; hypertension.

e Treatment of deep vein thrombosis (DVT) and pulmonary embolism
(PE), and prevention of recurrent DVT and PE in adulfs (DVT/PE)
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| CONTRAINDICATION

CONTRAINDICATION

e Hypersensitivity fo the active substance or o any of the excipients
e Severe renal impairment (CrCL < 30 mL/min)
o Active clinically significant bleeding

e |esion or condition, if considered a significant risk factor for maijor
bleeding. This may include:

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 infracranial haemorhage

known or suspected oesophageal varices

arteriovenous malformations

e vascular aneurysms or maijor infraspinal or intracerebral vascular
abnormalities

e Concomitant freatment with any other anficoagulant agent e.g.

e unfractionated heparin (UFH)

low molecular weight heparins (enoxaparin, dalteparin etc.)
heparin derivatives (fondaparinux etc)

oral anficoagulants (warfarin, rivaroxalban, apixaban etc.)

L ]

except under specific circumstances. These are switching anficoagulant
therapy, when UFH is given at doses necessary to maintain an open cential
venous or arterial catheter or when UFH is given during catheter ablation for
atrial fibrillation.

e Hepafic impairent or liver disease expected to have any impact
on survival

® Concomitant freatment with the following strong P-gp inhibitors:
systemic ketoconazole, cyclosporine, itraconcizole, dronedarone and
the fixe-dose combination glecaprevir/ priorentasvir

e Prosthetic heart valves requiring anticoagulant treatment
i e

——— Closing the Circle ———————




DOSING

DOSING'

Prevention of siroke and systemic embolism
in adult patients with NVAF with ohe ot mote sk
factors (SPAF)

Treatment of deep vein thiombaosis (DVT) and
pulmonary embolism (PE), and prevention of

Dosing in SPAF and DVT treatment
and prevention of recurrence

RECOMMENDED DAILY DOSE *

" DABIGATRAN

150,

~__~TWICE DAILY

300 mg PRADAXA® aken as one 150 mg cdpsule
twice daily

300 mg PRADAXA® taken as one 150 mg capsule
twice ddily following treatment with a parenteral

recurrent DVT, and PE in adults (DVT/PE) anficoagulant for at least 5 days
Treafment Stop afier Shart
with parenieral =3 days ‘dabigdtran
anficoagulant
LOWER DOSE FOR

SPECIAL POPULATIONS

DOSING REDUCTION* for SPAF only please refer to PIL

" DABIGATRAN .

11 om___ji:;

..~ TWICE DAILY

Dose recommendation
T — 1

Hletmoged =0t oty Daily dose of 220 mg PRADAXA® iaken as one
Batfients who - S o 110 mg capsule twice daily
e e | ——
Patients between 75-80 years

e Daily dose of PRADAXA® of 300 mg or 220 mg
(CrCL 30-50 mLjmin] should be selecied based oh ah individud]
Patients with gastifis, oesophagifis : t of the thromt bolic risk and fhe

or gastroesophageal reflux fisk of bleeding

Other patients at increased rigk of bleeding

* Pradaxa 110 mg Is only approved for SPAF and I Is not lecally approved fo be used for DVI/PE reaiment In 18

g itz
Cilosing the Circle




Il DosiNG

Duration of use

SPAF Therapy should be continued long ferm.

The duration of therapy should be individualised after careful assessment of the
treatment benefit against the risk for bleeding. Short duration of therapy (at least

DVT/PE 3 months) should be based on fransient risk factors (e.g. recent surgery, fraurna,
immobilisation) and longer durations should be based on permanent risk factors
or idiopathic DVT or PE.

FOR KIDNEY FUNCTION
MEASUREMENT IN ALL PATIENTS

» Renal function should be assessed by calculating the creatinine clearance (CrCL)
by the Cockcroft-Gault* method prior to initiation of treatment with PRADAXA® fo
exclude patients with severe renal impairment (i.e. CrCL <30 mL/min)

= Renal function should also be assessed when a decline in renal function is suspected
during treatment (e.g. hypovolaemia,dehydration, and in case of concomitant use
of certain medicinal products)

« In elderly patients (>75 years) or patients with renal impairment,the renal function
should be assessed at least once a year

“ RECOMMENDATION

*Cockcroft-Gault formula

For creatinine in mg/dL

(140-age [vears]) X weight [kg]
(% 0.85 if female)

72 x serum credatinine [mg/al]

For creatinine in ymol/L

1,23 x (140-age [vears]) x welight
[kg] (% 0.85 if female)

serum creatinine fumol/L]




SWITCHING

PRADAXA® treatment to parenteral anticoagulant

It Is recommended fo walt 12 hours after the last dose before switching from PRADAXA® to a
parenteral anficoagulant.

Pradaxa freatment to parenteral anticoagulant

It is recormmended to wait 12 hours affer the last dose before
switching from Pradaxa fo a parenteral anticoagulant.

0> © 0

Last dose of ‘Wait 12 hrs Start injectable
Pradaxa anficoagulant
and stop Pradaxa

Parenteral anticoagulants to PRADAXA®
The parenteral anticoagulant should be discontinued and PRADAXA® should be started 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)).

Parenteral anticoagulants to Pradaxa

Discontinue the parenteral anficoagulant and start Pradaxa 0-2 hours

pror fo the fime that the next dose of the altemate therapy would be due,
or at the time of discontinuation in case of continuous freatment (e.g.
infravenous UFH).

00O

Previous Start Pradaxa 0-2 hours Do not give due
injectable before next dose of injectable dose of injectable
anficoagulant anticoagulant is due anticeagulant
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SWITCHING

VKA to Pradaxa

The VKA should be stopped. Pradaxa can be given as soon as the INR is <2.0,

0>0’>06

‘When Start Pradaxa
INR <2.0

Pradaxa treatment to Vitamin K antagonists (VKA)
Adijust the starfing time of the VKA based on CrCL as follows:

* CrCL =50 mlL/min- start VKA 3 days before discontinuing Pradaxa
* CrCL 230 - <50 mL/min, start VKA 2 days before discontinuing Pradaxa

Start VKA, 3"“\“3
continue Sfop
Pradaxa Pradaxa CrCL =50 Pradaxa Confinue VKA

mL/min

00 _&0

Because PRADAXA® can impact International Normalized Ratio (INR), the INR will better reflect

VKA's effect only after Pradaxa has been stopped for at least 2 days. Until then, INR values
should be interpreted with caution.

2duys

CrCi. =30 -
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PERIOPERATIVE MANAGEMENT

Surgery and interventions

Patients on PRADAXA® who undergo surgery or invasive procedures are at increased risk

of bleeding. Therefore. surgical inferventions may require the temporary discontinuation
of PRADAXA® Clearance of dabigatran in patients with renal insufficiency may take
longer. This should be considered in advance of any procedures. Please see also section
"SPECIAL PATIENT POPULATIONS POTENTIALLY AT HIGHER RISK OF BLEEDING',

Emergency surgery or urgent procedures
PRADAXA®should be temporarily discontinued. When rapid reversal of the anticoagulation
effect of dabigatranis required the specific reversal agent (idarucizumab) to PRADAXA®

can be used?r?eversing dabigatran therapy exposes patients fo the thrombotic risk of their
underlying disease. PRADAXA® freatment can be re-initiated 24 hours after administration

of (idarucizumab), if the patient is clinically stable and adequate haemostasis has been
achieved.

Subacute surgery/interventions
PRADAXA® should be temporarily discontinued. A surgery/intervention should be delayed
if possible until at least 12 hours affer 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 below).

Elective surgery

If possible, PRADAXA® should be discontinued at least 24 hours before invasive or surgical
procedures. In patients at higher risk of bleeding or in major surgery where complete
haemostasis may be required consider stopping PRADAXA® 2-4 days before surgery.
For discontinuation rules see Table 2.

Table 2: Discontinuation rules before invasive or surgical procedures

Renal function Estimated half-life Stop dabigatran before elective surgery
(CrCL mL/min) (hours)

High risk of bleeding Standard risk

or major surgery
=80 ~13 2 days before 24 hours before
250 - <80 ~15 2-3 days before 1-2 days before
=30 - <50 ~18 4 days before 2-3 days before

(=48 hours)

egerd)
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PERIOPERATIVE
MANAGEMENT

PERIOPERATIVE MANAGEMENT

Spinal anaesthesia/epidural
anaesthesia/lumbar puncture

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

| I COAGULATION TESTS AND
THEIR INTERPRETATION

PRADAXA® treatment does not need routine clinical monitoring** In cases of
suspected overdose or in patients freated with PRADAXA® presenting in emergency
departments, it may be advisable to assess the anficoagulation status.

* International Normalised Ratio (INR)
The INR fest is unreliable in patients on dabigatran and should not be performed.

¢ Activated Partial Thromboplastin Time (aPTT)

The aPTT test provides an approximate indication of the anficoagulation status but is not
suitable for precise quantification of anticoagulant effect.

* Dilute Thrombin Time (dTT), Thrombin Time (TT),
Ecarin Clotting Time (ECT)

There is a close corelation between plasma dabigatran concentration and degree of
anficoagulant effects » For a quantitative measurement of dabigatran plasma concentrations,
several dabigatran calibrated assays based on dIT have been developed.s-s A diluted
TT measure 1 (dTT) of >200 ng/mlL dabigatran plasma concentration prior to the next
medicinal product intake may be associated with a higher risk of bleeding!. A nomal dTT
measurement indicates no clinical relevant anticoagulant effect of dabigatran. TT and ECT
may provide useful information, but the fests are not standardized.

Table 3: Coagulation test thresholds at trough (i.e. prior to the next medicinal product infake)
that may be associated with an increased risk of bleeding.

Please note: in the first 2-3 days affer surgery, false prolonged measures may be detected.2?

Test (irough vailue)
it [ng/mil] =200

ECT [x-fold upper limit of normal] =y

aPTT [x-fold upper imit of nomal] >2

INR Should not be perdomed

Time point:Anficoagulant parameters depend on the time when the blood sample
was faken relative fo the time when the previous dose was given. A blood sample
taken 2 hours after PRADAXA® ingestion (—peak level) will have different (higher)
results in all clotting fests compared with a blood sample faken 10-16 hours (frough

Ievel] after ingesh’on of the same dose.
H‘aa&zfa*)
e el
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Cardioversion

Patlents with non-valvular atrlal fibrlliation treated for prevention of stroke and systemlec embollsm can stay
oh PRADAXA® while belng cardloverted.

Catheter ablation for atrial fibrillation

Catheter ablation can be conducted In SPAF patlents on 150 mg twice dally PRADAXA®treatment.
PRADAXA® treatment does not heed to be Interrupted. There dre ho data avallable for 110 mg twice dally
PRADAXA®treatment.

Percutaneous coronary intervention (PCI) with stenting

SPAF patients with non valvular atrial fibrillation who undergo a PCI with stenting can be treated with PRADAXA®
in combination with antiplatelets after haemostasis is achieved.

Method of administration

PRADAXA® is for oral use.

® The capsules can be taken with or without food. PRADAXA® should be swallowed whole with a glass of water,
fo facilitate delivery to the stomach.

® Do not break, chew, or empty the pellets from the capsule since this may increase the risk of bleeding.

Special patient populations potentially at higher risk
of bleeding:

Patients with an increased bleeding risk (see Table 1) should be closely monitored for signs or symptoms of
bleeding or anaemia, especidlly if risk factors are combined. An unexplained fall in hemoglobin and / or
hematocrit or blood pressure should lead to a search for a bleeding site. Dose adjustment should be
decided at the discretion of the physician, following assessment of the potential benefit and risk to an
individual patient (see dbove). A coagulation test (see section Coagulation tests and their interpretation)
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 bleed, a dose of 220 mg given
as one 110mg capsule twice daily is recommended** When clinically relevant bleeding occurs freatment
should be interrupted.

For situations of life-threatening or uncontrolled bleeding, when rapid reversal of the anticoagulation effect
of dabigatran is required, the specific reversal agent (idarucizumab) can be used.?

Table 1:Risk factors which may in the haemorrhagic risk*

Phamacodynamic and kinetic foctors = Age =75 years

Fociors increasing dabigairan plasma levels Major:

*Sirong P-gpt [zee section C 1]
=Miid to modesaie P gp inhibifor co medication (2.9,
and

Minor:

*Low body welghf (<60 kg)

Pharmmacodynamic interactions sAcetyvizalicylic acld and other plaotelet aggregation
inhibifors such os clopidogrel

=NBAID

=55R1n ot SNRIst

=Other medicingl products which may impait

Diseases/procedures with special haemorhagic
risks

* For special patient populations requiring a reduced dese, see section Desing. t CrolL: Pgp: P-glycop
ICH: Infracranial hemorrha ge; $$R1s: selective serofenin re-uptake Inhibitors; $NRIs: sercfonin norepinephrine re-uptake Inhibiters.

** Pradaxa 110 mg Is enly approved for SPAF and It Is not locally approved fo be used for DVIPE ireatment In i
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IN CASE OF

IN CASE OF OVERDOSE

In case of an overdose suspicion, coagulation tests may help fo assess the

coagulation status. Excessive anticoagulation may require interruption of PRADAXA®,
Since dabigatran is excreted predominantly by the renal route, adequate diuresis
must be maintained. As protfein binding is low, dabigatran can be dialysed; there
is limited clinical experience to demonsirate the utility of this approach in clinical
studies. PRADAXA®overdose may lead fo haemonhage. In the event of haemorhagic
complications, treatment must be discontinued and the source of bleeding
investigated (see section Management of bleeding complications). General
supportive measures such as application of oral activated charcoal may be
considered to reduce absorption of dabigatran.,

A Patient alert card is provided fo your patient, The patient should be insfructed to
cany the Patient alert card at all times and present it when seeing a health care provider.
The pdtient should be counseled about the need for compliance and signs of bleeding
and when to seek medical affention.

For situations when rapid reversal of the anticoagulant effect of dabigatran is
required (life-threatening or uncontrolled bleeding or for emergency surgery/urgent
procedures) the specific reversal agent (idarucizumab) can be used.
Depending on the clinical situation appropriate standard tfreatment, e.g.. surgical
haemostasis and blood volume replacement, should be undertaken.
Consideration may be given 1o the use of fresh whole blood, fresh frozen plasma
and Jor platelet concentrates in cases where thrombocytopenia is present or
long-acting antiplatelet medicinal products have been used. Coagulation factor
concenfrates (activated or non-activated) or recombinant Factor Vila may be
taken intfo account, However, clinical data are very limited.

Eer)
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PRADAXA® is a registered trademark of Boehringer Ingelheim Pharma GmbH and Co. K& and used under license

Adverse events should be reporfed fo lragi phamacovigilance center on: igephve@yahoo.com, iragiphve@moh.gov.ig
Adverse events should also be reporfed 1o Boehringer ingelheim Drug Safety on: PV_local_Egypt@boehnnger-ingelhaim.com

Baghdad, lrag
Hal AlWihda 52 - Sector 904 - Street 17 - House 231/

,] BO ehringer E-Mall: alshifapharma.nfogalshifadrug.com
l|| I

Ingelheim y ehringer-ingelhelm.com

100001-DI-d9




	prescriber guide IRAQ  - spaf dvt-01
	prescriber guide IRAQ  - spaf dvt-02
	prescriber guide IRAQ  - spaf dvt-03
	prescriber guide IRAQ  - spaf dvt-04
	prescriber guide IRAQ  - spaf dvt-05
	prescriber guide IRAQ  - spaf dvt-06
	prescriber guide IRAQ  - spaf dvt-07
	prescriber guide IRAQ  - spaf dvt-08
	prescriber guide IRAQ  - spaf dvt-09
	prescriber guide IRAQ  - spaf dvt-10
	prescriber guide IRAQ  - spaf dvt-11
	prescriber guide IRAQ  - spaf dvt-12
	prescriber guide IRAQ  - spaf dvt-13
	prescriber guide IRAQ  - spaf dvt-14

