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Objectives
1. Identify signs and symptoms that raise suspicion of a bleeding disorder to promptly 

refer for, or implement, management strategies

2. Incorporate evidence-based, multi-disciplinary co-management and patient-centric 
management strategies for female patients with bleeding disorders, particularly with 
menorrhagia and during pregnancy and childbirth to optimize safety

3. Describe the mechanism of action of new and emerging treatment options in 
rebalancing hemostasis



Screening Tool

Phillip. Am J Obstet Gynecol. 2011 Mar; 204(3): 209.e1–209.e7



Am Fam Physician. 2012 Jan 1;85(1):35-43.



Bleeding Disorders in Women
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Approach to the Management of Heavy Menstrual Bleeding

Rudi-Ann Graham et al. Pediatrics in Review 2018;39:588-600.



Bleeding Disorders in Women



Pictorial Bleeding Assessment Calendar (PBAC)

Ahuja et.al. J Pediatr Adolesc Gynecol 2010; 23: S15-S21.



Approach to the Management of Heavy Menstrual Bleeding

Rudi-Ann Graham et al. Pediatrics in Review 2018;39:588-600.



Emicizumab
• Humanized therapeutic bispecific 

antibody that bridges FIXa and FX, 
replacing the function of FVIIIa

• With a half-life of 4 to 5 weeks, can be 
administered once a week or longer

• Dosed the same way (by weight) in 
children, adolescents, and adults

• Once weekly subcutaneous injection

Makris, Blood 2016



“Balanced Hemostasis”
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Unbalanced Hemostasis Hemophilia A
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Unbalanced Hemostasis - Antithrombin Deficiency
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“Re-Balanced Hemostasis”

Fitusiran-Antithrombin siRNA

AT
PS
PC

TFPI

FVIII  
FIX  
FXI  
FX  

FVII  
FII

Fibrinogen

Ragni M. NEJM 2015; 373.



Fitusiran

• Fitusiran (ALN-AT3SC), an investigational RNA interference (RNAi) therapy 
that specifically targets antithrombin messenger RNA (encoded by 
SERPINC1) to suppress the production of antithrombin in the liver

• Subcutaneous injection of fitusiran lowered antithrombin levels and 
increased thrombin generation in participants with hemophilia A or 
hemophilia B

• Subcutaneous administration monthly
• Currently being studied for both hemophilia A and B

Pasi, et.al. N Engl J Med 2017; 377:819-828.
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Antithrombin (AT) is a small protein member of the serpin family, produced in hepatocytes, and is a potent inhibitor of thrombin. hepatocyte siRNA silencing of AT RNA and resultant reduction in plasma AT levels is an attractive approach to treatment of bleeding disorders



“Re-Balanced Hemostasis”
Concizumab–Anti-TFPI Ab

Anti-TFPI Abs
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Concizumab

• Concizumab is a high-affinity, humanized, mAb directed against the Kunitz-2 
domain of human TFPI, designed to target and selectively block the FXa-binding 
site of TFPI

• Concizumab abolishes TFPI inhibition of the TF pathway, resulting in increased 
FXa production, thus allowing sufficient TG despite FVIII or FIX deficiency

• Concizumab has been shown to promote TF-induced TG by neutralizing TFPI in 
FVIII-deficient plasma



“Re-Balanced Hemostasis”
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Blood. 2017;129(1):105-113.
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Teamwork!
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