


Patients with Prosthetic Heart Valves

The safety and efficacy of Apixaban has not been studied in patients with prosthetic heart valves.

Therefore, use of Apixaban is not recommended in these patients.

ADVERSE REACTIONS

The following serious adverse reactions may occur with Apixaban:

« Increased risk of thrombotic events after premature discontinuation

* Bleeding

* Spinal/epidural anesthesia or puncture

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

System Organ Class | Prevention of stroke | Treatment of DVT
and systemic | and PE, and
embolism in adult | prevention of
patients with NVAF, | recurrent DVT and
with one or more | PE (VTEt)
risk factors (NVAF)

Blood and lymphatic system disorders

Anaemia [ Common [ Common

Thrombocytopenia | Uncommon ‘ common

Immune system disorders

Hypersensitivity, Uncommon Uncommon

allergic oedema and

Anaphylaxis

Pruritus Uncommon Uncommon

Nervous system disorders

Brain haemorrhage” [ Uncommon | Rare

Eye disorders

Eye haemorrhage | Common Uncommon

(including

conjunctival

haemorrhage)

Vascular disorders

Haemorrhage, Common Common

haematoma

Hypotension Common Uncommon

(including procedural

hypotension)

Intra-abdominal Uncommon Not known

haemorrhage

Respiratory, thoracic and mediastinal disorders

Epistaxis Common Common

Haemoptysis Uncommon Uncommon

Respiratory tract | Rare Rare

haemorrhage

Gastrointestinal disorders

Nausea Common Common

Gastrointestinal Common Common

haemorrhage

Haemorrhoidal Uncommon Uncommon

haemorrhage

Mouth haemorrhage | Uncommon Common

Haematochezia Uncommon Uncommon

Rectal haemorrhage, | Common Common

gingival bleeding

Retroperitoneal Rare Not known

haemorrhage

Hepatobiliary disorders

Liver function test | Uncommon Uncommon

abnormal,  asparate

aminotransferase

increased, blood

alkaline phosphatase

increased, blood

bilirubin increased

Gamma- Common Common

glutamyltransferase

increased

Alanine Uncommon Common

aminotransferase

increased

Skin and subcutaneous tissue disorders

Skin rash | Uncommon | Common

M loskeletal and connective tissue disorders

Muscle haemorrhage | Rare | Uncommon

Renal and urinary disorders

Haematuria [ Common | Common
Reproductive system and breast disorders

Abnormal vaginal | Uncommon Common
haemorrhage,

urogenital

haemorrhage

General disorders and administration site conditions
Application site | Uncommon Uncommon
bleeding

Investigations

Occult blood positive | Uncommon | Uncommon
Injury, poisoning and procedural complications
Contusion Common Common
Post procedural | Uncommon Uncommon
haemorrhage

(including post

procedural

haematoma, wound

haemorrhage, vessel

puncture site

haematoma and

catheter site

haemorrhage), wound

secretion, incision site

haemorrhage

(including  incision

site haematoma),

operative

haemorrhage

Traumatic Uncommon Uncommon
haemorrhage

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

DRUG INTERACTIONS

Apixaban is a substrate of both CYP3A4 and P-gp. Inhibitors of CYP3A4 and P-gp increase exposure
to Apixaban and increase the risk of bleeding. Inducers of CYP3A4 and P-gp decrease exposure to
Apixaban and increase the risk of stroke and other thromboembolic events.

Combined P-gp and Strong CYP3A4 Inhibitors

For patients receiving Apixaban 5 mg or 10 mg twice daily, the dose of Apixaban should be decreased
by 50% when coadministered with drugs that are combined P-gp and strong CYP3A4 inhibitors (e.g.,
ketoconazole, itraconazole, ritonavir). For patients receiving Apixaban at a dose of 2.5 mg twice daily,
avoid coadministration with combined P-gp and strong CYP3A4 inhibitors.

Clarithromycin

Although clarithromycin is a combined P-gp and strong CYP3A4 inhibitor, pharmacokinetic data
suggest that no dose adjustment is necessary with concomitant administration with Apixaban

Combined P-gp and Strong CYP3A4 Inducers
Avoid concomitant use of Apixaban with combined P-gp and strong CYP3A4 inducers (e.g., rifampin,
carbamazepine, phenytoin, St. John’s wort) because such drugs will decrease exposure to Apixaban.

Anticoagulants and Antiplatelet Agents
Coadministration of antiplatelet agents, fibrinolytics, heparin, aspirin, and chronic NSAID use
increases the risk of bleeding.

USE IN SPECIAL POPULATIONS

Pregnancy

There are no adequate and well-controlled studies of Apixaban in pregnant women. Treatment is likely
to increase the risk of hemorrhage during pregnancy and delivery. Apixaban should be used during
pregnancy only if the potential benefit outweighs the potential risk to the mother and fetus.

Nursing mother

It is unknown whether Apixaban or its metabolites are excreted in human milk. Women should be
instructed either to discontinue breastfeeding or to discontinue Apixaban therapy, taking into account
the importance of the drug to the mother.

Pediatrics
Safety and effectiveness in pediatric patients have not been established.

Elderly
No clinically significant differences in safety or effectiveness are observed when comparing subjects
in different age groups.

Renal impairment

Reduction of Risk of Stroke and Systemic Embolism in Patients with Nonvalvular Atrial
Fibrillation

The recommended dose is 2.5 mg twice daily in patients with at least two of the following characteris-
tics:

« age greater than or equal to 80 years

* body weight less than or equal to 60 kg

« serum creatinine greater than or equal to 1.5 mg/dL

Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery, and Treatment
of DVT and PE and Reduction in the Risk of Recurrence of DVT and PE.

No dose adjustment is recommended for patients with renal impairment, including those with ESRD
on dialysis.

Hepatic impairment

No dose adjustment is required in patients with mild hepatic impairment (Child-Pugh class A).
Because patients with moderate hepatic impairment (Child-Pugh class B) may have intrinsic
coagulation abnormalities and there is limited clinical experience with Apixaban in these patients,
dosing recommendations cannot be provided. Apixaban is not recommended in patients with severe
hepatic impairment (Child-Pugh class C).

OVER DOSAGE

Overdose of Apixaban increases the risk of bleeding. A toxic dose has not been established. Adminis-
tration of activated charcoal may be useful in the management of recent Apixaban overdose or
accidental ingestion. An antidote (i.e., coagulation factor Xa) may be indicated in patients that require
reversal of anticoagulation following a clinically significant Apixaban exposure.

PRESENTATION
Zilero 2.5mg: Pack of 30 Tablets
Zilero Smg:  Pack of 30 Tablets

INSTRUCTIONS

Use as advised by the physician.

Keep all medicines out of the reach of children.

To be sold on the prescription of a registered medical practitioner only.
Protect from light, heat and moisture.
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For more information on our products
call PharmAssist helpline 0800-82222
Monday to Friday 9:00 am to 6:00 pm
or email us at : pharmassist@pharmevo.biz
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