
 

 

  

 

 

 
 

 
   

 
  

 

 
 

 

 
 

      
 

   
 

   
 

 
 

 
 

 
 

  

  

   

  
 

 
 

  

  
 

  
 

  
 

  
 

 
 

  

    

Reference number
4932-A  

Aetna Medicare Part B Drug Criteria 

Factor VIII Concentrates 

This policy is for Aetna Medicare members. Find the Aetna Commercial Medical Drug Criteria. 

For Aetna Medicare members, National Coverage Determinations (NCDs) and Local Coverage 
Determinations (LCDs) will be applied to Part B drug requests when applicable. Aetna Medicare 
Part B Drug Criteria documents will be used in the absence of an NCD and LCD. 

POLICY 

Products Referenced by this Document 
Drugs that are listed in the following table include both brand and generic and all dosage forms and 
strengths unless otherwise stated. Over-the-counter (OTC) products are not included unless otherwise 
stated. 

Brand Name Generic Name 

Advate antihemophilic factor [recombinant] 

Adynovate antihemophilic factor [recombinant], PEGylated 

Alphanate antihemophilic factor/von Willebrand factor 
complex [human] 

Altuviiio antihemophilic factor [recombinant], Fc-VWF-
XTEN fusion protein-ehtl 

Afstyla antihemophilic factor [recombinant], single chain 

Eloctate antihemophilic factor [recombinant], Fc fusion 
protein 

Esperoct antihemophilic factor [recombinant], 
Glycopegylated-exei 

Hemofil M antihemophilic factor [human] monoclonal 
antibody purified 

Humate-P antihemophilic factor/von Willebrand factor 
complex [human] 

Jivi antihemophilic factor [recombinant], PEGylated-
aucl 

Koate antihemophilic factor [human] 
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Brand Name Generic Name 

Kogenate FS antihemophilic factor [recombinant] 

Kovaltry antihemophilic factor [recombinant] 

Novoeight antihemophilic factor [recombinant] 

Nuwiq antihemophilic factor [recombinant] 

Recombinate antihemophilic factor [recombinant] 

Xyntha antihemophilic factor [recombinant] 

Indications 
The indications below including FDA-approved indications and compendial uses are considered a 
covered benefit provided that all the approval criteria are met and the member has no exclusions to the 
prescribed therapy. 

All other indications will be assessed on an individual basis. Submissions for indications other than 
those listed in this criteria should be accompanied by supporting evidence from Medicare approved 
compendia. 

Table: Factor VIII Concentrates and Covered Uses1-19,20-24,34,35 

Recombinant Factor VIII Concentrates 

Brand Generic FDA-Approved 
Indication(s) 

Compendial 
Indication(s) 

Advate antihemophilic factor 
[recombinant] 

Hemophilia A Acquired Hemophilia A 

Afstyla antihemophilic factor 
[recombinant], single 
chain 

Hemophilia A None 

Kogenate FS antihemophilic factor 
[recombinant] 

Hemophilia A Acquired Hemophilia A 

Kovaltry antihemophilic factor 
[recombinant] 

Hemophilia A None 

Novoeight antihemophilic factor 
[recombinant] 

Hemophilia A Acquired Hemophilia A 

Nuwiq antihemophilic factor 
[recombinant] 

Hemophilia A None 

Recombinate antihemophilic factor 
[recombinant] 

Hemophilia A Acquired Hemophilia A 
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Brand Generic FDA-Approved 
Indication(s) 

Compendial 
Indication(s) 

Xyntha antihemophilic factor 
[recombinant] 

Hemophilia A Acquired Hemophilia A 

Extended Half-life Recombinant Factor VIII Concentrates 

Brand Generic 
FDA-Approved 
Indication(s) 

Compendial 
Indication(s) 

Adynovate antihemophilic factor 
[recombinant], 
PEGylated 

Hemophilia A None 

Altuviiio antihemophilic factor 
[recombinant], Fc-
VWF-XTEN fusion 
protein-ehtl 

Hemophilia A None 

Eloctate antihemophilic factor 
[recombinant], Fc 
fusion protein 

Hemophilia A None 

Jivi antihemophilic factor 
[recombinant], 
PEGylated-aucl 

Hemophilia A None 

Esperoct antihemophilic factor 
[recombinant], 
Glycopegylated-exei 

Hemophilia A None 

Human Plasma-Derived Factor VIII Concentrate 

Brand Generic 
FDA-Approved 
Indication(s) 

Compendial 
Indication(s) 

Hemofil M antihemophilic factor 
[human] monoclonal 
antibody purified 

Hemophilia A Acquired Hemophilia A 
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Human Plasma-Derived Factor VIII Concentrates That Contain Von Willebrand Factor 

Brand Generic 
FDA-Approved 
Indication(s) 

Compendial 
Indication(s) 

Alphanate antihemophilic 
factor/von Willebrand 
factor complex 
[human] 

Hemophilia A, von 
Willebrand Disease 

Acquired Hemophilia 
A, Acquired von 
Willebrand Syndrome 

Humate-P antihemophilic 
factor/von Willebrand 
factor complex 
[human] 

Hemophilia A, von 
Willebrand Disease 

Acquired Hemophilia 
A, Acquired von 
Willebrand Syndrome 

Koate antihemophilic factor 
[human] 

Hemophilia A Acquired Hemophilia 
A, von Willebrand 
Disease 

Coverage Criteria 

Hemophilia A1-19,24,25,32,34,35 

Authorization of 12 months of Advate, Adynovate, Afstyla, Alphanate, Altuviiio, Eloctate, Esperoct, 
Hemofil M, Humate-P, Koate, Kogenate FS, Kovaltry, Novoeight, Nuwiq, Recombinate, or Xyntha may 
be granted for treatment of hemophilia A when either of the following criteria is met: 

• Member has mild disease (see Appendix A) and has had an insufficient response to 
desmopressin or a documented clinical reason for not using desmopressin (see Appendix B). 

• Member has moderate or severe disease (see Appendix A). 

Authorization of 12 months of Jivi may be granted for treatment of hemophilia A when BOTH of the 
following criteria are met: 

• Member has previously received treatment for hemophilia A with a factor VIII product. 
• Member is ≥ 7 years of age. 

Von Willebrand Disease (VWD)20,21,23,24 

Authorization of 12 months of Alphanate, Humate-P, or Koate may be granted for treatment of VWD 
when any of the following criteria is met: 

• Member has type 1, 2A, 2M, or 2N VWD and has had an insufficient response to 
desmopressin or a documented clinical reason for not using desmopressin (see Appendix B). 

• Member has type 2B or type 3 VWD. 

Acquired Hemophilia A20,27-29 

Authorization of 12 months of Advate, Alphanate, Hemofil M, Humate-P, Koate, Kogenate FS, 
Novoeight, Recombinate, or Xyntha may be granted for treatment of acquired hemophilia A. 

Y0001_NR_37041_2024_C © 2023 Aetna Inc. 

This document contains prescription brand name drugs that are trademarks or registered trademarks of pharmaceutical manufacturers that are not 
affiliated with Aetna Inc. 

4 



 

  
 

 

 

 
 

 
   

 
  

 

 
 

 

 

 
 

  

  
   
    

 
   

 

 

  
 

 
 

 
 

  

   
 

  
   

  
    

 
  

  
  
  
   
  

Reference number 
4932-A 

Acquired von Willebrand Syndrome21-23 

Authorization of 12 months of Alphanate or Humate-P may be granted for treatment of acquired von 
Willebrand syndrome. 

Continuation of Therapy 
All members (including new members) requesting authorization for continuation of therapy must be 
currently receiving therapy with the requested agent. 

Authorization for 12 months may be granted when all of the following criteria are met: 
• The member is currently receiving therapy with the requested medication. 
• The requested medication is being used to treat an indication listed in the coverage criteria 

section. 
• The member is receiving benefit from therapy (e.g., reduced frequency or severity of 

bleeds). 

Appendix 

Appendix A: Classification of Hemophilia by Clotting Factor Level (% Activity) and 
Bleeding Episodes24,30 

Factor assay levels are required to determine the diagnosis and are of value in monitoring treatment 
response. 

Severity 
Clotting Factor Level 
% activity 

Bleeding Episodes 

Severe <1% Spontaneous bleeding episodes, predominantly into joints 
and muscles 
Severe bleeding with trauma, injury or surgery 

Moderate 1% to 5% Occasional spontaneous bleeding episodes 
Severe bleeding with trauma, injury or surgery 

Mild 6% to 40% Severe bleeding with serious injury, trauma or surgery 

Appendix B: Clinical Reasons For Not Utilizing Desmopressin in Patients with 
Hemophilia A and Type 1, 2A, 2M and 2N VWD20,25,31,32 

• Age < 2 years 
• Pregnancy 
• Fluid/electrolyte imbalance 
• High risk for cardiovascular or cerebrovascular disease (especially the elderly) 
• Predisposition to thrombus formation 
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• Trauma requiring surgery 
• Life-threatening bleed 
• Contraindication or intolerance to desmopressin 
• Severe type 1 von Willebrand disease 
• Stimate Nasal Spray is unavailable due to backorder/shortage issues (where applicable) 

Summary of Evidence 
The contents of this policy were created after examining the following resources: 

• The prescribing information for the factor VIII agents listed in products referenced by this 
document section. 

• The available compendium 
 National Comprehensive Cancer Network (NCCN) Drugs and Biologics Compendium 
 Micromedex DrugDex 
 American Hospital Formulary Service- Drug Information (AHFS-DI) 
 Lexi-Drugs 
 Clinical Pharmacology 

• The diagnosis, evaluation, and management of von Willebrand disease. Bethesda, MD: US 
Dept of Health and Human Services, National Institutes of Health; 2007. 

• Current diagnostic and therapeutic approaches to patients with acquired von Willebrand 
syndrome: a 2013 update. 

• WFH Guidelines for the Management of Hemophilia, 3rd edition. 
• MASAC Recommendations Concerning Products Licensed for the Treatment of Hemophilia 

and Selected Disorders of the Coagulation System. 
• MASAC recommendations regarding the treatment of von Willebrand disease. 
• Acquired hemophilia. World Federation of Hemophilia. 
• International recommendations on the diagnosis and treatment of acquired hemophilia A. 
• Acquired haemophilia A: a 2013 update. 
• National Hemophilia Foundation. Hemophilia A (Factor VIII Deficiency). 
• Desmopressin (DDAVP) in the management of patients with congenital bleeding disorders. 

After reviewing the information in the above resources, the FDA-approved indications listed in the 
prescribing information for the factor VIII agents listed in section I are covered in addition to the 
following: 

• Acquired hemophilia A for Advate, Alphanate, Hemofil M, Humate-P, Koate, Kogenate FS, 
Novoeight, Recombinate, Xyntha 

• Acquired von Willebrand syndrome for Alphanate and Humate-P 
• Von Willebrand disease for Koate 

Explanation of Rationale 
Support for FDA-approved indications can be found in the manufacturer’s prescribing information. 
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Support for using Advate, Adynovate, Afstyla, Alphanate, Altuviiio, Eloctate, Esperoct, Hemofil M, 
Humate-P, Koate, Kogenate FS, Kovaltry, Novoeight, Nuwiq, Recombinate and Xyntha to treat mild 
hemophilia A can be found in the WFH Guidelines for the Management of Hemophilia. Mild disease is 
defined as having a clotting factor level of 6 to 40% of normal. The patient generally experiences 
severe bleeding with major trauma or surgery. It is rare these patients will bleed spontaneously. 
Desmopressin may be the treatment of choice for patients with mild hemophilia A when factor VIII can 
be raised to an appropriate therapeutic level because it avoids the expense and potential hazards of 
using clotting factor concentrates. Desmopressin is not appropriate in all situations. Patients under 2 
years of age, pregnant patients, patients with electrolytes or fluid imbalance, patients at high risk for 
cerebrovascular disease, predisposition to thrombus formation, patients who experienced trauma 
severe enough to require surgery, and patients experiencing a life-threatening bleed are not ideal 
candidates for desmopressin therapy. 

Support for using Advate, Adynovate, Afstyla, Alphanate, Altuviiio, Eloctate, Esperoct, Hemofil M, 
Humate-P, Koate, Kogenate FS, Kovaltry, Novoeight, Nuwiq, Recombinate and Xyntha to treat 
moderate to severe hemophilia A can be found in the WFH Guidelines for the Management of 
Hemophilia. Patients with moderate to severe hemophilia A should be started on prophylaxis with factor 
VIII or a non-factor therapy like Hemlibra to prevent a recurring life-threatening bleed. Desmopressin is 
not appropriate in these patients. 

Support for using Alphanate, Humate-P, and Koate to treat von Willebrand syndrome can be found in 
the National Institutes of Health publication called the “Diagnosis, Evaluation, and Management of von 
Willebrand Disease”. Humate-P and Alphanate are approved by the FDA to treat von Willebrand 
syndrome. Koate has been used off-label for this use as well. Regarding the use of desmopressin, Type 
2B and type 3 VWD does not respond consistently to desmopressin therapy and therefore 
desmopressin is not considered clinically useful in these patients. 

Support for using Advate, Kogenate FS, Novoeight, Recombinate, and Xyntha to treat acquired 
hemophilia A can be found in the AHFS-DI database maintained by the American Society of Health 
System Pharmacists. Antihemophilic factor (recombinant) has been used in the management of 
bleeding episodes in some patients with acquired hemophilia A who have low levels of inhibitors. 
Although antihemophilic factor therapy may be effective in some patients with low levels of acquired 
antihemophilic factor inhibitors when given in high doses current evidence indicates that bypassing 
agents are substantially more effective in achieving hemostatic control and are considered the 
treatment of choice in patients with this condition. 

Support for using Advate, Alphanate, Hemofil M, Humate-P, Koate, Kogenate FS, Novoeight, 
Recombinate, and Xyntha to treat acquired hemophilia A can be found in the international 
recommendations on the diagnosis and treatment of acquired hemophilia A (Tiede et al, 2020). Human 
(plasma-derived or recombinant) factor VIII is recommended if recombinant factor VIIa, activated 
prothrombin complex concentrate and recombinant porcine factor VIII is unavailable, and the inhibitor 
titer is low. 
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Support for using Alphanate and Humate-P to treat acquired von Willebrand syndrome can be found in 
the National Institutes of Health publication called the “Diagnosis, Evaluation, and Management of von 
Willebrand Disease”. The guideline indicates DDAVP and VWF/FVIII concentrates are first line therapy. 
If a patient has an inadequate response to DDAVP and VWF/FVIII concentrates, intravenous 
immunoglobulin given alone was effective in controlling bleeding and raising VWF:RCo activity. 
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