
L E T T E R T O TH E E D I T O R

Acquired deficiency of prothrombin complex coagulation
factors in major bleeding is a therapeutic indication of 4-factor
prothrombin complex concentrates

Dear Sir,

Recently, Marcos-Jubilar et al1 reported that 4-factor prothrombin

complex concentrate (4F-PCC) was effective as adjuvant treatment

with an acceptable safety profile in the approved emergent reversal of

vitamin K antagonist indication, as well as in the refractory

coagulopathy associated with major bleeding. In the publication of

their observational study performed in two Spanish tertiary university

hospitals, coagulopathy associated with major bleeding was cat-

egorised as an off-label indication of 4F-PCCs.1

Typically, 4F-PCC preparations are licensed for the treatment of

bleeding in acquired deficiency of the prothrombin complex coagula-

tion factors. In the package inserts in Europe, including Spain and the

United Kingdom, deficiencies caused by treatment with vitamin K

antagonists, or in case of overdose of vitamin K antagonists, when

rapid correction of the deficiency is required, are listed as example

indications for 4F-PCCs but without excluding other types of acquired

deficiency of the prothrombin complex coagulation factors, such as in

major perioperative bleeding. Major bleeding can involve acquired

coagulation abnormalities with deficiency of prothrombin complex

coagulation factors secondary to haemorrhage, haemodilution or

haemostatic factor consumption.2 Thus, in the publication by Marcos-

Jubilar et al,1 refractory coagulopathy associated with major bleeding

should not be classified as an off-label indication of 4F-PCC.
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