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Decreased thrombin generation is

associated with more severe bleeding
phenotypes’

* Patients with similar factor activity levels may
have widely differing bleeding phenotypes

* Impaired thrombin generation correlates with
more severe bleeding phenotypes

* Patients with mild or moderate hemophilia—as
measured by plasma factor levels—may still
have a severe bleeding phenotype

Thrombin concentration helps
determine clot structure3*

* Clot structure has important implications for
hemostasis®

* Thrombin concentration has significant effects
on fibrin clot structure

* In low thrombin concentrations, fibrin strands
are loosely woven and permeable

+ Higher thrombin concentrations result in
thinner, more dense fibrin strands and less
permeable clots

* Clots formed in the presence of higher
thrombin concentrations are less susceptible
to fibrinolysis
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Thrombin: The key to hemostasis

Effective thrombin generation is the goal of hemophilia A therapy

Click on each box to learn more

Current measures of hemophilia A

treatment effectiveness only show part
of the picture?

* Traditional measurements like prothrombin
time and activated partial thromboplastin time
(aPTT) are focused on the initiation phase of
coagulation

* Global coagulation assays focused on thrombin
generation may provide a more accurate picture
of a patient’s hemostatic potential

* Thrombin generation assay (TGA) provides a
reasonable measure of hemostatic status and

Factor IXa
Factor VIIIa ] :

may help guide therapy, once standardized
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Effective thrombin generation is
the shared objective of hemophilia
treatment®

* Thrombin generation is the shared endpoint
of both natural hemostasis and treatment for
hemophilia A

* Non-factor-replacement therapies either mimic
Factor VIIIa or rebalance coagulation to support
higher thrombin concentrations

* Molecular design influences thrombin
generation via differences in binding
interactions, cofactor activity, and reaction
kinetics

* Mimetic optimization is designing molecules to
try to more closely recreate the function of the
protein they are mimicking, with a downstream

effect of improved thrombin generation )

m Watch Mimetic Optimization video
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