Andexanet Alfa (Ondexxya®)

For adult patients treated with a direct factor Xa (FXa) inhibitor (apixaban
or rivaroxaban) when reversal of anticoagulation is needed due to life-

threatening or uncontrolled bleeding.

This document is intended for use by healthcare professionals only.



Andexanet Alfa (Ondexxya®) for adult patients treated with a direct factor Xa (FXa) inhibitor (apixaban or rivaroxaban) when reversal of
anticoagulation is needed due to life-threatening or uncontrolled bleeding

INDICATION FOR USE:*!

TREATMENT INDICATION ICD10 | PROTOCOL
CODE
Andexanet Alfa | For adult patients treated with a direct factor Xa (FXa) inhibitor | D68.3 | HAEMO001
(Ondexxya®) (apixaban or rivaroxaban) when reversal of anticoagulation is
needed due to life-threatening or uncontrolled bleeding.
TREATMENT:?
Dose Table 1

Andexanet Alfa

Initial Intravenous

Continuous Intravenous

Total number of 200

Bolus Infusion mg vials needed
Low dose 400 mg at a target rate of 4 mg/min for 120 5
30 mg/minute minutes (480 mg)
High dose 800 mg at a target rate of 8 mg/min for 120 9
30 mg/minute minutes (960 mg)
Dose Table 2

FXa inhibitor

Last dose (FXa inhibitor)

Timing of last dose before
andexanet alfa initiation

Less than 8 hours

Greater than or equal

or unknown to 8 hours*
Less than or equal to 5 mg Low dose
Apixaban Low dose
Greater than 5 mg / unknown High dose
Less than or equal to 10 mg Low dose
Rivaroxaban Low dose
Greater than 10 mg / unknown High dose

*Only patients who had acute major bleeding within 18 hours after administration of an FXa inhibitor were
included in studies. Therefore it may NOT be clinically appropriate to administer andexanet alfa in patients
where administration of an FXa inhibitor is greater than 18 hours as benefit in this patient cohort has not
been demonstrated.?
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ELIGIBILITY:

e Administration of apixaban or rivaroxaban

AND

e have an acute, life threatening, uncontrolled bleeding associated with any of the following:

o Signs and symptoms of haemodynamic compromise e.g. severe hypotension, poor skin

perfusion, mental confusion or low cardiac output not otherwise explained

o Dropin haemoglobin (Hb) greater than 2 g/dL OR Hb less than or equal to 8 g/dL if no baseline

Hb available

o Bleedingin a critical area or organ e.g. retroperitoneal, intra-articular, pericardial, epidural or

intracranial, intramuscular with compartment syndrome

EXCLUSION CRITERIA:
e Patients less than 18 years of age

e Patients who do not meet the eligibility criteria above

CONTRAINDICATIONS: 12
e Hypersensitivity to active substance or to any other ingredients
e Known allergic reaction to hamster proteins

e Intracranial haemorrhage (ICH) with Glasgow Coma Scale (GCS) <7

USE WITH CAUTION: 23

e Patients requiring emergency surgery within the next 12 hours. Consider discussion with relevant

Consultant if vascular or cardiothoracic emergency surgery is likely to be required.

e Patients requiring treatment with unfractionated heparin within the next 24 hours e.g. an invasive

procedure for ICH with a secondary vascular cause, cardiothoracic surgery

e Patients who have received Prothrombin Complex Concentrate (PCC) within the previous 7 days or

recombinant FVIla within 12 hours.
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e Refer to the Summary of Product Characteristics (SmPC) for further information.

DOSE MODIFICATIONS:

e See dose tables 1 and 2 above

SUPPORTIVE CARE: !
e Andexanet alfa can be used in conjunction with standard haemostatic supportive measures, which

should be considered as medically appropriate

ADVERSE EFFECTS / REGIMEN SPECIFIC COMPLICATIONS: %4
The adverse effects listed are not exhaustive. Please refer to the Summary of Product Characteristics for full

details. This medicinal product is subject to additional monitoring. Healthcare professionals are asked to

report any suspected adverse reactions.

Infusion Reactions:

Mild infusion reactions can usually be managed with clinical monitoring.

Moderate infusion reactions can be managed by slowing or stopping the infusion temporarily and use

of an antihistamine can be considered.

Severe infusion reactions should be managed by stopping the infusion and managing the patient

specific symptoms.

Temporary heparin resistance:

o Following treatment with andexanet alfa, unfractionated or low molecular weight heparin will be

ineffective for 24 hours.®

o This is especially relevant for patients likely to require an invasive procedure/surgery for which

unfractionated heparin will be needed. In this setting, if andexanet alfa has been administered,
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the patient will be unresponsive to heparin and there is a significant risk of acute, severe

thrombosis.

e Elevation in D-dimers post infusion of andexanet alfa:

o Elevation in D-dimers is expected post infusion of andexanet alfa and D-dimers should not be used

in the evaluation of possible thrombosis.

e Thrombotic Risk and Restarting Anticoagulation:

o Reversal of anticoagulation can be associated with an increase in risk of thrombosis for up to 30

days post reversal.2 This may be related to changes in coagulation parameters due to the reversal

agent or to the interruption of anticoagulation in a patient with prothrombotic risk factors.

o This may be especially relevant for patients with a recent (<1 month) history of thrombosis and

risks and benefits of the use of any reversal agent should be considered on an individual basis.

e Risk mitigation measures for thrombosis:

o Monitor patients for signs and symptoms of thrombosis post reversal.

o Consider restarting anticoagulation when safe to do so, having regard for the individual risks and

benefits. Suggested timelines for reintroduction of anticoagulation:

o 7-14 days following a severe, life threatening bleed or intracranial haemorrhage

o Longer or shorter intervals to restarting anticoagulation may be appropriate according to clinical

circumstances and/or neurosurgical advice

OTHER INFORMATION:

Storage: Store in a refrigerator (2°C to 8°C)

Administration: Methods of administration include: syringe pump or suitable empty intravenous bags

comprised of polyolefin (PO) or polyvinyl chloride (PVC) material. A 0.2 or 0.22 micron in-line polyethersulfone

(PES) or equivalent low protein-binding filter should be used. See SmPC for further information.
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anticoagulation is needed due to life-threatening or uncontrolled bleeding

Andexanet Alfa (Ondexxya®) for adult patients treated with a direct factor Xa (FXa) inhibitor (apixaban or rivaroxaban) when reversal of

The following administration devices are suggested examples of suitable equipment that may be used to

administer andexanet alfa via a 0.2 or 0.22 micron in-line filter using the administration methods listed in the

SmPC. Decision on method of administration to be made locally, depending on the availability of necessary

consumables, staff skill set etc. This list is not exhaustive.

Syringe pump

Intravenous bag

Vygon lectrospiral administration set (1155.80)

Baxter administration set (VMC9627)

B. Braun Sterifix 0.2 micron filter set (4099303)

Andexanet alfa is not licensed for:

o the treatment of life threatening bleeding in patients on edoxaban

o prevention of bleeding during emergency surgery

For patients on edoxaban or patients needing reversal for emergency surgery, please discuss

treatment options with local haematology or relevant responsible consultant.

Consider the use of PCC in patients on apixaban or rivaroxaban requiring reversal of anticoagulation

where andexanet alfa is contra-indicated or not clinically appropriate. Refer to local guidance for

management of acute bleeding in patients on anticoagulation.

DRUG INTERACTIONS:

Refer to SmPC

ATC CODE:

Andexanet alfa VO3AB38

REIMBURSEMENT CATEGORY:

Hospital Reimbursement
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