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Abstract
Introduction: Warfarin (vitamin K antagonist) remains an 
established anticoagulant for patients at high risk of arterial 
and venous thromboembolism. The prompt reversal of the 
anticoagulant effect of warfarin is necessary in the context of 
major bleeding or emergency surgery because of its extended 
inhibition of vitamin K-dependent coagulation factors for days. 
The mainstay of urgent warfarin reversal has been vitamin K 
administration, and infusion of a three-factor prothrombin complex 
concentrate (3FPCC) and the option for the addition of fresh frozen 
plasma as a source of factor VII. With the upcoming introduction in 
Australia and New Zealand of a four-factor prothrombin complex 
concentrate (4FPCC), which replaces all the vitamin K-dependent 
clotting factors, this article updates the previously published 
warfarin reversal guidelines.

Main recommendations: For urgent warfarin reversal, 4FPCC 
should be used instead of 3FPCC, using the same suggested 
dose. Vitamin K co-administration is still recommended for more 
sustained reversal.

Changes in management as a result of this statement: The use 
of 4FPCC for urgent warfarin reversal obviates the need for co-
administration of fresh frozen plasma.

1 Comparison of warfarin reversal in the use of 3FPCC (Prothrombinex-VF*)4 versus 4FPCC (Beriplex*)

Previously published guidelines: 3FPCC 
(Prothrombinex-VF) New guidelines: 4FPCC (Beriplex)

Management of patients on warfarin therapy 
with bleeding

Co-administration of FFP in addition to 
Prothrombinex-VF

No requirement for additional administration of 
FFP

Management of non-bleeding patients on 
warfarin (eg, before urgent surgery)

Unchanged Unchanged
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Warfarin reversal and 4FPCC: the bleeding patient

Warfarin reversal and 4FPCC: before urgent surgery

2 Management of patients on warfarin therapy with bleeding

Clinical setting Recommendations

critical organ bleeding
Omit warfarin therapy and 
administer:

significant bleeding (not 
life- threatening)

Omit warfarin therapy and 
administer:

and patient level factors (eg, type 
of bleeding, need and ability to 
undergo intervention)

Any INR with minor bleeding  Omit warfarin
 Repeat INR and adjust warfarin 

dose to maintain INR in the target 
therapeutic range

1.5–1.9.
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Conclusions

Acknowledgements: The co- authors’ contribution to this guideline is unfunded.

Competing interests: Huyen Tran has participated in advisory boards with Biomarin, 

Provenance:

3 Suggested dose of four- factor prothrombin complex 
concentrate (4FPCC) to reverse warfarin anticoagulation in a 
non- bleeding patient (eg, before surgery)4*

Initial international normalised ratio (INR)

Target INR 1.5–2.5 2.6–3.5 3.6–10.0

0.9–1.3

1.4–2.0

and there is high risk of bleeding.
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