
 

 

 
 

  
 

 

 

 

 

 
  
  

  
   

 
  

 
  
 

 
  

 
 

 

 

 
  

 
 

 

 
  
  
  

 
  

 
 

 
 
 

 

 
   
    

   
   
   
 

 
    
   
   

   
   
   

   
   
   

   
   

   
   
    
   

   
   
   
   
   
   
   

 
   
   
   

   
   
   

   
   

   
   
   

   
    

 

 

HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use 
ELIQUIS safely and effectively. See full prescribing information for 
ELIQUIS. 

ELIQUIS (apixaban) tablets for oral use 
Initial U.S. Approval: 2012 

WARNING: DISCONTINUING ELIQUIS IN PATIENTS 

WITHOUT ADEQUATE CONTINUOUS ANTICOAGULATION 


INCREASES RISK OF STROKE
 
See full prescribing information for complete boxed warning. 

Discontinuing ELIQUIS places patients at an increased risk of 
thrombotic events. An increased rate of stroke was observed following 
discontinuation of ELIQUIS in clinical trials in patients with 
nonvalvular atrial fibrillation. If anticoagulation with ELIQUIS must 
be discontinued for a reason other than pathological bleeding, 
coverage with another anticoagulant should be strongly considered. 
(2.4, 5.1) 

---------------------------INDICATIONS AND USAGE----------------------------
ELIQUIS is a factor Xa inhibitor anticoagulant indicated to reduce the risk of 
stroke and systemic embolism in patients with nonvalvular atrial fibrillation. 
(1) 

------------------------DOSAGE AND ADMINISTRATION----------------------
	 The recommended dose is 5 mg orally twice daily. (2.1) 
	 In patients with at least 2 of the following characteristics: age 80 years, 

body weight 60 kg, or serum creatinine 1.5 mg/dL, the recommended 
dose is 2.5 mg orally twice daily. (2.2) 

----------------------DOSAGE FORMS AND STRENGTHS---------------------
	 Tablets:  2.5 mg and 5 mg (3) 

-------------------------------CONTRAINDICATIONS------------------------------
 Active pathological bleeding (4) 
 Severe hypersensitivity to ELIQUIS (4) 

------------------------WARNINGS AND PRECAUTIONS-----------------------
 ELIQUIS can cause serious, potentially fatal bleeding. Promptly evaluate 

signs and symptoms of blood loss. (5.2) 
 Prosthetic heart valves: ELIQUIS use not recommended. (5.3) 

-------------------------------ADVERSE REACTIONS------------------------------

Most common adverse reactions (>1%) are related to bleeding. (6.1) 

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers 
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch. 

--------------------------------DRUG INTERACTIONS-----------------------------
	 Strong dual inhibitors of CYP3A4 and P-gp increase blood levels of 

apixaban: Reduce ELIQUIS dose to 2.5 mg or avoid concomitant use. (2.2, 
7.1, 12.3) 

	 Simultaneous use of strong dual inducers of CYP3A4 and P-gp reduces 
blood levels of apixaban: Avoid concomitant use. (7.2, 12.3) 

------------------------USE IN SPECIFIC POPULATIONS-----------------------
 Nursing Mothers: Discontinue drug or discontinue nursing. (8.3)
 
 Pregnancy: Not recommended. (8.1) 

 Severe Hepatic Impairment: Not recommended. (12.2) 


See 17 for PATIENT COUNSELING INFORMATION and Medication 
Guide. 

Revised:  01/2014 

FULL PRESCRIBING INFORMATION: CONTENTS* 
WARNING: DISCONTINUING ELIQUIS IN PATIENTS WITHOUT 

ADEQUATE CONTINUOUS ANTICOAGULATION INCREASES 
RISK OF STROKE 

1 INDICATIONS AND USAGE 
2 DOSAGE AND ADMINISTRATION 

2.1	 Recommended Dose 
2.2	 Dosage Adjustments 
2.3	 Missed Dose 
2.4	 Temporary Interruption for Surgery and Other 


Interventions
 
2.5	 Converting from or to ELIQUIS 
2.6	 Hepatic Impairment 
2.7	 Renal Impairment 

3 DOSAGE FORMS AND STRENGTHS 
4 CONTRAINDICATIONS 
5 WARNINGS AND PRECAUTIONS 

5.1	 Increased Risk of Stroke with Discontinuation of ELIQUIS 
5.2	 Bleeding 
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6 ADVERSE REACTIONS 
6.1	 Clinical Trials Experience 

7 DRUG INTERACTIONS 
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* Sections or subsections omitted from the full prescribing information 
are not listed. 

1 

Reference ID: 3445066 
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

www.fda.gov/medwatch
https://www.docketalarm.com/


 

 

 

 

 

 

 

 

 

 

 

 

 

 

FULL PRESCRIBING INFORMATION 


WARNING: DISCONTINUING ELIQUIS IN PATIENTS WITHOUT ADEQUATE 

CONTINUOUS ANTICOAGULATION INCREASES RISK OF STROKE
 

Discontinuing ELIQUIS places patients at an increased risk of thrombotic events. An 

increased rate of stroke was observed following discontinuation of ELIQUIS in clinical 

trials in patients with nonvalvular atrial fibrillation. If anticoagulation with ELIQUIS 

must be discontinued for a reason other than pathological bleeding, coverage with another 

anticoagulant should be strongly considered [see Dosage and Administration (2.4) and 

Warnings and Precautions (5.1)]. 

1 INDICATIONS AND USAGE 

ELIQUIS (apixaban) is indicated to reduce the risk of stroke and systemic embolism in patients 

with nonvalvular atrial fibrillation.  

2 DOSAGE AND ADMINISTRATION 

2.1 Recommended Dose 

The recommended dose of ELIQUIS for most patients is 5 mg taken orally twice daily. 

2.2 Dosage Adjustments 

The recommended dose of ELIQUIS is 2.5 mg twice daily in patients with any 2 of the following 

characteristics: 

 age 80 years 

 body weight 60 kg 

 serum creatinine 1.5 mg/dL 

CYP3A4 and P-gp inhibitors: When ELIQUIS is coadministered with drugs that are strong dual 

inhibitors of cytochrome P450 3A4 (CYP3A4) and P-glycoprotein (P-gp) (e.g., ketoconazole, 

itraconazole, ritonavir, clarithromycin), the recommended dose is 2.5 mg twice daily [see 

Clinical Pharmacology (12.3)]. 
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In patients already taking 2.5 mg twice daily, coadministration of ELIQUIS with strong dual 

inhibitors of CYP3A4 and P-gp should be avoided. 

2.3 Missed Dose 

If a dose of ELIQUIS is not taken at the scheduled time, the dose should be taken as soon as 

possible on the same day and twice-daily administration should be resumed. The dose should not 

be doubled to make up for a missed dose. 

2.4 Temporary Interruption for Surgery and Other Interventions 

ELIQUIS should be discontinued at least 48 hours prior to elective surgery or invasive 

procedures with a moderate or high risk of unacceptable or clinically significant bleeding. 

ELIQUIS should be discontinued at least 24 hours prior to elective surgery or invasive 

procedures with a low risk of bleeding or where the bleeding would be non-critical in location 

and easily controlled. Bridging anticoagulation during the 24 to 48 hours after stopping 

ELIQUIS and prior to the intervention is not generally required. ELIQUIS should be restarted 

after the surgical or other procedures as soon as adequate hemostasis has been established. 

2.5 Converting from or to ELIQUIS 

Switching from warfarin to ELIQUIS: Warfarin should be discontinued and ELIQUIS started 

when the international normalized ratio (INR) is below 2.0. 

Switching from ELIQUIS to warfarin: ELIQUIS affects INR, so that initial INR measurements 

during the transition to warfarin may not be useful for determining the appropriate dose of 

warfarin. If continuous anticoagulation is necessary, discontinue ELIQUIS and begin both a 

parenteral anticoagulant and warfarin at the time the next dose of ELIQUIS would have been 

taken, discontinuing the parenteral anticoagulant when INR reaches an acceptable range. 

Switching between ELIQUIS and anticoagulants other than warfarin: Discontinue one being 

taken and begin the other at the next scheduled dose. 

2.6 Hepatic Impairment 

No dose adjustment is required in patients with mild hepatic impairment. 
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Because patients with moderate hepatic impairment may have intrinsic coagulation abnormalities 

and there is limited clinical experience with ELIQUIS in these patients, dosing recommendations 

cannot be provided [see Clinical Pharmacology (12.2)]. 

ELIQUIS is not recommended in patients with severe hepatic impairment [see Clinical 

Pharmacology (12.3)]. 

2.7 Renal Impairment 

The dosing adjustment for moderate renal impairment is described above [see Dosage and 

Administration (2.2)]. The recommended dose for patients with end-stage renal disease (ESRD) 

maintained on hemodialysis is 5 mg twice daily. Reduce dose to 2.5 mg twice daily if one of the 

following patient characteristics (age 80 years or body weight 60 kg) is present [see Use in 

Specific Populations (8.6) and Clinical Pharmacology (12.3)]. 

3 DOSAGE FORMS AND STRENGTHS 

	 2.5 mg, yellow, round, biconvex, film-coated tablets with “893” debossed on one side and 

“2½” on the other side. 

	 5 mg, pink, oval-shaped, biconvex, film-coated tablets with “894” debossed on one side and 

“5” on the other side. 

4 CONTRAINDICATIONS 

ELIQUIS is contraindicated in patients with the following conditions: 

	 Active pathological bleeding [see Warnings and Precautions (5.2) and Adverse Reactions 
(6.1)] 

 Severe hypersensitivity reaction to ELIQUIS (e.g., anaphylactic reactions) [see Adverse 
Reactions (6.1)] 

5 WARNINGS AND PRECAUTIONS 

5.1 Increased Risk of Stroke with Discontinuation of ELIQUIS 

Discontinuing ELIQUIS in the absence of adequate alternative anticoagulation increases the risk 

of thrombotic events. An increased rate of stroke was observed during the transition from 
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ELIQUIS to warfarin in clinical trials in patients with nonvalvular atrial fibrillation [see Clinical 

Studies (14.1)]. If ELIQUIS must be discontinued for a reason other than pathological bleeding, 

consider coverage with another anticoagulant [see Dosage and Administration (2.5)]. 

5.2 Bleeding 

ELIQUIS increases the risk of bleeding and can cause serious, potentially fatal, bleeding [see 

Dosage and Administration (2.2) and Adverse Reactions (6.1)]. 

Concomitant use of drugs affecting hemostasis increases the risk of bleeding. These include 

aspirin and other antiplatelet agents, other anticoagulants, heparin, thrombolytic agents, selective 

serotonin reuptake inhibitors, serotonin norepinephrine reuptake inhibitor, and nonsteroidal anti-

inflammatory drugs (NSAIDs) [see Drug Interactions (7.3)]. 

Patients should be made aware of signs and symptoms of blood loss and instructed to report them 

immediately or go to an emergency room. ELIQUIS should be discontinued in patients with 

active pathological hemorrhage. 

There is no established way to reverse the anticoagulant effect of apixaban, which can be 

expected to persist for at least 24 hours after the last dose, i.e., for about two half-lives. A 

specific antidote for ELIQUIS is not available. Hemodialysis does not appear to have a 

substantial impact on apixaban exposure [see Clinical Pharmacology (12.3)]. Protamine sulfate 

and vitamin K would not be expected to affect the anticoagulant activity of apixaban. There is no 

experience with antifibrinolytic agents (tranexamic acid, aminocaproic acid) in individuals 

receiving apixaban. There is neither scientific rationale for reversal nor experience with systemic 

hemostatics (desmopressin and aprotinin) in individuals receiving apixaban. Use of procoagulant 

reversal agents such as prothrombin complex concentrate, activated prothrombin complex 

concentrate, or recombinant factor VIIa may be considered but has not been evaluated in clinical 

studies. Activated oral charcoal reduces absorption of apixaban, thereby lowering apixaban 

plasma concentration [see Overdosage (10)]. 

5.3 Patients with Prosthetic Heart Valves 

The safety and efficacy of ELIQUIS have not been studied in patients with prosthetic heart 

valves. Therefore, use of ELIQUIS is not recommended in these patients. 
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