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RELATIVE CONTRAINDICATIONS (Trials failed to show benefit and a potential for harm exists) 

 Active DVT, increased risk for thrombosis, active disseminated intravascular coagulation (DIC) 
 MI or stroke within 2 weeks 
 Age > 65 

NOT INDICATED (No evidence of benefit) 

 Bone marrow transplant patients 
 Non-anticoagulant related intracranial hemorrhage 
 Major pelvic orthopedic surgery 
 Liver transplant or upper gastrointestinal bleeding associated with cirrhosis 

DIAGNOSTICS/LABS 

• STAT, PT/INR, APTT, CBC,  and fibrinogen and every 30 minutes 
 
Prior to consideration, significant clotting factor replacement should occur.  Significant clotting factor replacement is 
defined as a minimum of 4 units of fresh frozen plasma, 1 unit of cryoprecipitate, and 2 units of platelets in patients with 
normal hemostasis tests 
 
APPROVED INDICATIONS (please mark the clinical indication and write dose at bottom) 

 Hemophilia A or B with factor inhibitors:  Factor VIII or IX are first line for patients with hemophilia A or B unless history of 
needing factor VII or lab confirmed inhibitors to VIII or IX   
 Bleeding:  usual dose 90 mcg/kg IV bolus every 2 hrs until hemostasis achieved, then every 3 – 6 hrs 
 Prophylaxis of bleeding with surgical interventions:  usual dose is 90 mcg/kg IV immediately pre-operatively, then 

every 2 hrs as needed to obtain adequate hemostasis 
 Congenital factor VII deficiency surgical prophylaxis and treatment of bleeding:  usual dose 15 – 30 mcg/kg IV q 4 – 6 hrs 

until hemostasis achieved 
 Acquired hemophilia:  usual dose 70 – 90 mcg/kg IV every 2 – 3 hrs until hemostasis achieved 

POSSIBLE BENEFIT (Level 1 evidence lacking, mark indication and write dose at bottom)  

Use after significant efforts at clotting factor replacement, in absence of identified bleeding source 
 Rescue therapy for trauma associated life-threatening bleed:  usual dose 90 mcg/kg IV once 
 Rescue therapy for bleeding associated with cardiac surgery, aortic surgery, spine surgery, or anticoagulant* related 

intracranial hemorrhage:  usual dose 60 – 90 mcg/kg IV once 

• *For warfarin related intracranial hemorrhage use Prothrombin Complex Concentrate (Bebulin VH
®
) order set 111.P68 

 Postpartum hemorrhage:  usual dose 60 mcg/kg IV once 
 Reversal of anticoagulants to control bleeding:  usual dose 20 – 40 mcg/kg IV once 
 Platelet function abnormalities or refractory thrombocytopenia:  usual dose 50 – 100 mcg/kg IV once 

DOSING AND ADMINISTRATION GENERAL CONSIDERATIONS: 

• Dosed based on actual body weight, clinical judgment should be used for obese patients 
• Correct the following before administration to increase efficacy of factor VIIa:  acidosis to a pH > 7.2 (preferably 7.35), 

temperature > 33º C, serum fibrinogen > 100 mg/dL, and platelets > 50,000 
• Use the smallest possible dose with caution due to increased risk of thrombosis 
• Round dose to the nearest vial size (available in 5,000 mcg and 1,000 mcg vials) 
• The half-life of rFVIIa is short.  Hematologist consultation is required for all repeat dosing. With hematologist consultation 

documented, doses may be repeated every 2 – 3 hours when necessary (e.g. hemophilia patients)   
• Inform the patient/family of the risks/benefits of rFVIIa for off-label use, obtain informed consent 
• Off-label use of rFVIIa may not be reimbursed by the patient’s insurance carrier.  Obtain pre-authorization whenever 

possible.  Advise the patient/family of possible non-reimbursement 
• Safety:  patient should be monitored post-dose for signs and symptoms of arterial and venous thrombosis:  DVT, PE, 

stroke or ischemia 
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DOSING AND ADMINISTRATION GENERAL CONSIDERATIONS: 

• Dosed based on actual body weight, clinical judgment should be used for obese patients 
• Correct the following before administration to increase efficacy of factor VIIa:  acidosis to a pH > 7.2 

(preferably 7.35), temperature > 33º C, serum fibrinogen > 100 mg/dL, and platelets > 50,000 
• Use the smallest possible dose with caution due to increased risk of thrombosis 
• Round dose to the nearest vial size (available in 5,000 mcg and 1,000 mcg vials) 
• The half-life of rFVIIa is short.  Hematologist consultation is required for all repeat dosing. With 

hematologist consultation documented, doses may be repeated every 2 – 3 hours when necessary 
(e.g. hemophilia patients)   

• Inform the patient/family of the risks/benefits of rFVIIa for off-label use, obtain informed consent 
• Off-label use of rFVIIa may not be reimbursed by the patient’s insurance carrier.  Obtain pre-

authorization whenever possible.  Advise the patient/family of possible non-reimbursement 
• Safety:  patient should be monitored post-dose for signs and symptoms of arterial and venous 

thrombosis:  DVT, PE, stroke or ischemia 
 

GUIDELINES FOR USE OF RECOMBINANT FACTOR VIIa 

 
INTRODUCTION 
Recombinant human factor VIIa (rFVIIa, NovoSeven®) is an analogue of the naturally occurring coagulation 
factor VIIa.  Since 1999, rFVIIa has been FDA-approved for the treatment of bleeding in hemophilia patients 
with acquired inhibitors to factor VIII or IX.  Subsequent approval has been granted for patients with 
congenital factor VII deficiency and those with acquired hemophilia.  A number of other uses for rFVIIA have 
been studied over the last decade, but none have received FDA approval.  Nevertheless, rFVIIa usage for 
off-label indications has expanded over the years, raising significant concerns about its safety, cost, and 
effectiveness in these settings.  These Guidelines represent a review of the current knowledge of the 
effectiveness and appropriate usage of this product. 
 
EVIDENCE FOR BENEFIT OF rFVIIa 
Recombinant factor VIIa is indicated in the treatment of hemophilia A and B patients with acquired inhibitors 
to factors VIII or IX.  It has also been approved for use in patients with acquired hemophilia (primarily 
acquired factor VIII or factor IX inhibitors) and in patients with congenital factor VII deficiency.   
 
A variety of other uses of rFVIIa have been the subject of case series, anecdotal reports, and a limited 
number of randomized controlled clinical trials (RCTs).  None of these indications have received FDA 
approval, nor has convincing evidence of benefit been demonstrated.   
 
A recent Cochrane review identified 13 placebo-controlled double-blind RCTs.  Six trials involved the 
prophylactic use of rFVIIa in surgical situations.  A meta-analysis of data from these studies showed no 
statistically significant benefit in any outcomes, although there was a trend towards reduced blood 
transfusions with the use of rFVIIa (pooled RR 0.85), countered by a trend towards increased 
thromboembolic adverse events (pooled RR 1.25).  A survival benefit was not found. 
 
Six additional trials in the Cochrane meta-analysis involved the therapeutic use of rFVIIa (bleeding after 
stem cell transplant, severe trauma, upper gastroinstetinal bleeding in cirrhosis, intracerebral hemorrhage, 
and Dengue hemorrhagic fever).  These trials likewise showed a mortality trend in favor of rFVIIa (RR 0.82) 
that did not reach statistical significance.  No clear trends were noted for other outcomes. 
 
Based on the RCTs included in the Cochrane review, rFVIIa is NOT recommended as prophylaxis in 
patients undergoing hepatic resection, major pelvic orthopedic surgery, or surgery for blunt or penetrating 
trauma, nor for patients with GI bleeding and cirrhosis, bleeding after bone marrow transplant, or non-
anticoagulant related intracranial hemorrhage. 
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The benefit of rFVIIa in a variety of other clinical situations remains unproven.  Evidence for a benefit at this 
time consists of case-control or cohort studies, case-series, and anecdotal reports (level II-2, II-3 and III 
evidence).  Routine use in these situations is not recommended, but may be considered on a case-by-case 
basis, after consideration of alternate treatments and the risks of rFVIIa (see below). 
 
SAFETY 
Thrombotic complications have been reported after the use of rFVIIa in a variety of settings.  The incidence 
of thromboembolism (TE) in patients treated for hemophilia, an FDA indication, is low (fewer than one in 
11,300 patients).  However, patients with hemophilia represent a low-risk group for thrombotic disease.  The 
incidence of TE (primarily stroke and heart attack) was 1.4% in a systematic review of patients treated for 
off-label indications.  In a study of trauma patients receiving rFVIIa, 3 of 40 (7.5%) experienced a TE.  In a 
controlled trial of patients with intracranial hemorrhage, the incidence of TE was 7% compared to 2% in a 
placebo group.   
 
Recombinant FVIIa should be used with caution in patients at increased risk for thrombotic complications, 
including those with a history of vascular disease, venous or arterial thrombosis, DIC, malignancy, and after 
cardiac surgery and/or ECMO or ventricular assist device. 
 
The incidence of renal dysfunction was 2.4 times greater in patients who received rFVIIa in one case-control 
study of patients with massive blood loss after cardiac surgery.   
 
COST 
The approximate cost of rFVIIa is $1 per mcg, equivalent to about at least $6000 per dose for most 
indications.  The drug is supplied in 1.2 mg, 2.4 mg, and 4.8 mg vials as the Novoseven R®, and 1, 2 and 5 
mg as the Novoseven RT® product 


