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Apixaban 2.5mg. Apixaban 5mg

Eliguis 2.5mg Indicated for:
Prevention of venous thromboembolic events (VTE) in adult patients who have undergone elective hip or
knee replacement surgery.

Prevention of stroke and systemic embolism in adult patients with non-valvular atrial fibrillation (NVAF), with
One or more risk factors, such as prior stroke or transient ischaemic attack (TIA) age >75 years;
hypertension; diabetes mellitus, symptomatic heart failure (NYHA Class > II).

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

Eliguis 5mg Indicated for:

Prevention of stroke and systemic embolism in adult patients with non-valvular atrial fibrillation
(NVAF), with one or more risk factors, such as prior stroke or transient ischaemic attack (TIA);
age >75 hypertension; diabetes mellitus, symptomatic heart failure (NYHA Class > II).
Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE) in adults
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4.4 Special warnings and precautions for use

Interaction with other medicinal products affecting haemostasis

Due to an increased bleeding risk, concomitant treatment with any other anticoagulants is contraindicated
(see section 4.3).

The concomitant use of ELIQUIS with antiplatelet agents increases the risk of bleeding (see section 4.5).
Care is to be taken if patients are treated concomitantly with selective serotonin reuptake inhibitors (SSRIs)
or serotonin norepinephrine reuptake inhibitors (SNRIs) or non-steroidal anti-inflammatory drugs (NSAIDs),
including acetylsalicylic acid.

4.5 Interaction with other medicinal products and other forms of interaction
Anticoagulants,platelet aggreqgation inhibitors, SSRIS/SNRIs and NSAIDs

Due to an increased bleeding risk, concomitant treatment with any other anticoagulants is contraindicated
(see section 4.3).

After combined administration of enoxaparin (40 mg single dose) with apixaban (5 mg single dose), an
additive effect on anti-Factor Xa activity was observed.

Pharmacokinetic or pharmacodynamic interactions were not evident when apixaban was co-administered
with ASA 325 mg once a day.

Apixaban co-administered with clopidogrel (75 mg once a day) or with the combination of clopidogrel 75 mg
and ASA 162 mg once daily , or with prasugrel (60 mg followed by 10 mg once daily) in Phase 1 studies did
not show a relevant increase in template bleeding time,or further inhibition of platelet aggregation, compared
to administration of the antiplatelet agents without apixaban. Increases in clotting tests (PT, INR, and aPTT)
were consistent with the effects of apixaban alone.

Naproxen (500 mg), an inhibitor of P-gp, led to a 1.5-fold and 1.6-fold increase in mean apixaban AUC and
Cmax, respectively. Corresponding increases in clotting tests were observed for apixaban. No changes were
observed in the effect of naproxen on arachidonic acid-induced platelet aggregation and no clinically relevant
prolongation of bleeding time was observed after concomitant administration of apixaban and naproxen.
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Despite these findings, there may be individuals with a more pronounced pharmacodynamic response when

antiplatelet agents are co-administered with apixaban. ELIQUIS should be used with caution when co-

administered with SSRIS/SNRIs or NSAIDs (including acetylsalicylic acid) because these medicinal products

typically increase the bleeding risk. A significant increase in bleeding risk was reported with the triple

combination of apixaban, ASA and clopidogrel in a clinical study in patients with acute coronary syndrome

(see section 4.4).

Medicinal products associated with serious bleeding are not recommended concomitantly with ELIQUIS,
such as: thrombolytic agents, GPIlIb/llla receptor antagonists, thienopyridines (e.g., clopidogrel),

dipyridamole, dextran and sulfinpyrazone.

4.8 Undesirable effects

Tabulated list of adverse reactions

Table 2 shows the adverse reactions ranked under headings of System Organ Class and frequency using

the following convention: very common (21/10); 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) for VTEp, NVAF, and VTEt respectively.

Table 2

System Organ Class

Prevention of VTE

Prevention of

Treatment of

in adult patients stroke and DVT and PE,
who have systemic and
undergone elective embolism in prevention of
hip or knee adult patients recurrent DVT
replacement with NVAF, and PE (VTEt)
surgery (VTED) with one or
more risk
factors (NVAF)
Blood and lymphatic system disorders
Anaemia Common Common Common
Thrombocytopenia Uncommon Uncommon Common
Immune system disorders
Hypersensitivity, allergic oedema and Rare Uncommon Uncommon
Anaphylaxis
Pruritus Uncommon Uncommon Uncommon*
Nervous system disorders
Brain haemorrhage’ Not known Uncommon Rare
Eye disorders
Eye haemorrhage (including conjunctival Rare Common Uncommon
haemorrhage)
Vascular disorders
Haemorrhage, haematoma Common Common Common
Hypotension (including procedural Uncommon Common Uncommon
hypotension)
Intra-abdominal haemorrhage Not known Uncommon Not known
Respiratory, thoracic and mediastinal disorders
Epistaxis Uncommon Common Common
Haemoptysis Rare Uncommon Uncommon
Respiratory tract haemorrhage Not known Rare Rare
Gastrointestinal disorders
Nausea Common Common Common
Gastrointestinal haemorrhage Uncommon Common Common
Haemorrhoidal haemorrhage, Not known Uncommon Uncommon
mouth haemorrhage Not known Uncommon Common
Haematochezia Uncommon Uncommon Uncommon




System Organ Class Prevention of VTE Prevention of Treatment of
in adult patients stroke and DVT and PE,
who have systemic and
undergone elective embolism in prevention of
hip or knee adult patients recurrent DVT
replacement with NVAF, and PE (VTEt)
surgery (VTEp) with one or
more risk
factors (NVAF)
Rectal haemorrhage, gingival bleeding Rare Common Common
Retroperitoneal haemorrhage Not known Rare Not known
Hepatobiliary disorders
Liver function test abnormal , aspartate Uncommon Uncommon Uncommon
aminotransferase increased, blood
alkaline phosphatase increased, blood
bilirubin increased
gamma-glutamyltransferase increased Uncommon Common Common
Alanine aminotransferase incresed Uncommon Uncommon Common
Skin and subcutaneous tissue disorders
Skin rash Not known Uncommon Common
Musculoskeletal and connective tissue disorders
Muscle haemorrhage Rare Rare Uncommon
Renal and urinary disorders
Haematuria Uncommon Common Common
Reproductive system and breast disorders
Abnormal vaginal haemorrhage, Uncommon Uncommon Common
urogenital haemorrhage
General disorders and administration site conditions
Application site bleeding Not known Uncommon Uncommon
Investigations
Occult blood positive Not known Uncommon Uncommon
Injury, poisoning and procedural complications
Contusion Common Common Common
Post procedural haemorrhage (including Uncommon Uncommon Uncommon
post procedural haematoma, wound
haemorrhage, vessel puncture site
haematoma and catheter site
haemorrhage) wound secretion, incision
site haemorrhage (including incision site
haematoma), operative haemorrhage
. Not known Uncommon Uncommon
Traumatic haemorrhage

* There were no occurrences of generalized pruritus in CV185057 (long term prevention of VTE)

T The term “Brain haemorrhage” encompasses all intracranial or intraspinal haemorrhages (ie., haemorrhagic stroke or
putamen, cerebellar, intraventricular, or subdural haemorrhages).
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