
ANDEXANET ALFA FOR FACTOR Xa
INHIBITOR REVERSAL

• Andexanet alfa is a modified recombinant factor Xa
lacking procoagulant  activity and membrane-
binding domain

• Binds factor Xa inhibitors with high affinity and thus 
acts as a “decoy protein”

• Also blocks LMWH effect
• Short half-life: given as bolus plus a 1-2 hour 

infusion (prevents rebound)
• VERY expensive - $25-58K per treatment!
• FDA approval in 2018 (Andexxa®)
• Approved for UW formulary 2019
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• 352 patients with acute major bleeding within 18 
hours of taking Xa inhibitor

• 64% had intracranial bleed, 26% GI bleed
• Mean age 77 y
• No control group (randomized trial is planned)
• Treatment: andexanet bolus 400-800 mg followed by 

2 hour infusion of 480-960 mg
– Dosing will depend on which drug taken, what 

dose, and time since last dose taken (if known) 
per pharmacy protocol

Connolly et al, NEJM 2019, in press
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Drug levels drop 
rapidly with 
andexanet
administration but 
rebound within a 
few hours

No significant 
relationship 
between reduction 
of anti-Xa activity 
during treatment 
and “hemostatic 
efficacy”
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Hemostatic efficacy
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Hemostatic efficacy vs anti-Xa activity
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Note that death from bleeding not included as a factor in this rating system 



Connolly et al, NEJM 2019



Workflow for andexanet administration
• Only patients with acute, life-threatening bleeding 

should get andexanet
• It should NOT be given to reverse drug effect prior to 

elective surgery
• A stat anti-Xa level (not drug-specific) should be 

drawn immediately (20 minute turnaround time at 
UWH)

• Drug-specific anti-Xa level drawn (result not required 
prior to andexanet approval)

• If bleeding is intracranial neurosurgery will 
determine if andexanet should be given

 Hematology consult attending will make this 
determination for all other types of bleeding



Exclusion criteria
• Anticipated use  of heparin or LWMH within 12 h
• Already received PCC, factor VIIa or other factor-

based reversal agent
• Expected survival < 1 mo
• Reversal of enoxaparin (protamine can be used 

instead)
• Reversal for planned procedure
• No detectable anti-Xa activity (UWH only)
• Bleeding could reasonably be managed with volume 

replacement, PRBC transfusion
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