
INDICATIONS
  KOVALTRY® Antihemophilic Factor (Recombinant) is a recombinant human 
DNA sequence derived, full length Factor VIII concentrate indicated for use 
in adults and children with hemophilia A for:

  On-demand treatment and control of bleeding episodes
  Perioperative management of bleeding 
  Routine prophylaxis to reduce the frequency of bleeding episodes

  KOVALTRY® is not indicated for the treatment of von Willebrand disease. 

SELECTED IMPORTANT SAFETY INFORMATION
  KOVALTRY® is contraindicated in patients who have a history of 
hypersensitivity reactions to the active substance, to any of the excipients, 
or to mouse or hamster proteins.

The science of KOVALTRY®

KOVALTRY® is an unmodified, full length rFVIII1

  KOVALTRY® has a primary protein structure that has been in use  
for over 20 years
  Posttranslational modifications of KOVALTRY® are similar to those  
of endogenous FVIII

Please see additional Important Safety Information throughout and the accompanying  
full Prescribing Information.

http://labeling.bayerhealthcare.com/html/products/pi/Kovaltry_PI.pdf


Glycosylation sites

A1

Divalent metal ion

A2

A3C1 a3C2

B   

Sulfated tyrosine residues

vWF

A1

Divalent metal ion

A2

A3C1 a3C2

B   Sialic acid caps

SELECTED IMPORTANT SAFETY INFORMATION
  Hypersensitivity reactions, including anaphylaxis, are possible with KOVALTRY®. Early signs of hypersensitivity 
reactions, which can progress to anaphylaxis, may include chest or throat tightness, dizziness, mild hypotension and 
nausea. Discontinue KOVALTRY® if symptoms occur and seek immediate emergency treatment.
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Protein composition and posttranslational modifications
Endogenous FVIII is a heterodimeric protein consisting of a heavy chain with the domains  
A1, A2, and B, and a light chain with the domains A3, C1, and C2.2-4

During biosynthesis, endogenous FVIII undergoes complex posttranslational modifications 
including glycosylation, sialylation, and tyrosine sulfation.2,5

  Glycosylation is the attachment of glycans to a protein; in FVIII, most attach to the B domain2,5  
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The structure of natural FVIII

Please see additional Important Safety Information throughout and the accompanying  
full Prescribing Information.

SELECTED IMPORTANT SAFETY INFORMATION
  KOVALTRY® may contain trace amounts of mouse and hamster 
proteins. Patients treated with this product may develop 
hypersensitivity to these non-human mammalian proteins. 

The role of sialylation
At least 80% of glycans on endogenous FVIII are capped  
with sialic acid, which helps prevent FVIII from being 
recognized by carbohydrate-binding clearance proteins.5

  This helps to ensure that FVIII is not prematurely cleared  
by the liver, and instead can be released into circulation5,6

The role of tyrosine sulfation
Additionally, the tyrosine residues in the acidic  
regions between the major A domains undergo  
sulfation.7,8 

  Tyrosine sulfation is needed for the binding  
of FVIII to the carrier protein, von Willebrand  
factor (vWF)7,8
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SELECTED IMPORTANT SAFETY INFORMATION
  Neutralizing antibody (inhibitor) formation has occurred following administration of KOVALTRY®. Previously untreated 
patients (PUPs) are at greatest risk for inhibitor development with all Factor VIII products. Carefully monitor patients 
for the development of Factor VIII inhibitors, using appropriate clinical observations and laboratory tests. If expected 
plasma Factor VIII activity levels are not attained or if bleeding is not controlled as expected with administered dose, 
suspect the presence of an inhibitor.

SELECTED IMPORTANT SAFETY INFORMATION
  Hemophilic patients with cardiovascular risk factors or diseases may be at 
the same risk to develop cardiovascular events as non-hemophilic patients 
when clotting has been normalized by treatment with Factor VIII.

Please see additional Important Safety Information throughout and the accompanying  
full Prescribing Information.

Protein composition and posttranslational modifications
KOVALTRY® is an unmodified, full length rFVIII, containing all 6 FVIII domains.1,2

Posttranslational modifications of KOVALTRY® are similar to those of endogenous FVIII.1

  As in endogenous FVIII, the KOVALTRY® molecule demonstrates consistent glycosylation, 
predominantly on the B domain. Multiple N-linked and O-linked glycans are present on 
the B domain of the KOVALTRY® molecule1,9
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KOVALTRY®: A molecule designed to be similar to endogenous FVIII

The role of sialylation
KOVALTRY® demonstrates consistent glycosylation and  
a high level of sialylation.9,10

  96% of the terminal galactose residues on a KOVALTRY®  
molecule are sialylated9

  As in endogenous FVIII, sialylation helps to ensure that  
KOVALTRY® is not prematurely cleared by the liver and 
instead can be released into circulation5,6 

2 The role of tyrosine sulfation 
The KOVALTRY® molecule is sulfated on  
6 tyrosine sites.9

  The sulfation of tyrosine sites on the KOVALTRY®  
molecule is similar to that of endogenous FVIII1,7,8

  Tyrosine sulfation is needed for binding to  
the carrier protein, von Willebrand factor1,7,8
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SELECTED IMPORTANT SAFETY INFORMATION
  Catheter-related infections may occur when KOVALTRY® is administered via central venous access devices 
(CVADs). These infections have not been associated with the product itself.
  The most frequently reported adverse reactions in clinical trials (≥5%) were inhibitors in previously untreated 
patients (PUPs)/minimally treated patients (MTPs), and pyrexia, headache, and rash.

 An unmodified, full length FVIII1 
 A primary protein structure with more than 20 years of clinical use1

 Posttranslational modifications similar to endogenous FVIII1

  Consistent glycosylation9

 –  Multiple N-linked and O-linked glycosylation sites are present  
on the B domain of the KOVALTRY® molecule

  High level of sialylation5,6,10

 –  Helps to ensure that KOVALTRY® is not prematurely cleared by  
the liver and instead can be released into circulation

  Sulfation of 6 tyrosine sites7-9

 –  Helps to facilitate binding to the carrier protein, von Willebrand factor

The science of KOVALTRY®

Please see additional Important Safety Information throughout and the accompanying full Prescribing Information.
You are encouraged to report negative side effects or quality complaints of prescription drugs to the FDA.  
Visit www.fda.gov/medwatch or call 1-800-FDA-1088.
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