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Conference speakers include health professionals, researchers, 
government officials and bleeding disorders community members. 

Some of the treatments discussed may not be registered or funded 
currently in Australia and should not be considered as a promotion or 
recommendation. Please discuss this with your health professional.
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Epidemiology

• Mild Haemophilia: Factor Level 5-40%



Clinical Manifestations

• Patients with mild 
HA often require 
and receive less 
intense therapy and 
medical attention

• Meta-analysis of 17 
studies included 
data for 3213 mild 
HA patients aged 
13 years and older 
out of a total of 
20587 total HA 
patients. 
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Bleeding Episodes

• Many patients do not frequently experience bleeding related issues 
and are not always able to recognise bleeding episodes

• Healthcare providers may not attribute symptoms to bleeding leading 
to a delay in diagnosis and a lack of treatment

• This maybe particularly so with women who experience heavy 
menstrual bleeding or post partum haemorrhage
• Misconception that “carriers” do not bled



Joint Bleeds leading to 
Arthropathy

• Fewer than 1% of patients had 
prophylactic use of FVIII

• A Canadian study comparing mild 
HA adults with age-matched controls 
found the maximum joint score to 
be significantly higher (worse) in 
mild HA.



Quality of Life

Walsh M, Macgregor D, Stuckless S, Barrett B, Kawaja M, Scully MF. Health-related quality of life in a cohort of 
adult patients with mild hemophilia A. J Thromb Haemost. 2008; 6: 755-761. 



Joint Arthropathy/ QOL

• Few studies put mild HA outcomes in the context of population 
norms 

• Therefore, the clinical impact of mild HA may be under‐represented 
and unmet needs may not be identified and addressed

• Hard to know whether the medical community fully understands the 
disease burden of patients with mild haemophilia and its limitations 
on patients daily activities and QOL. 



Inhibitor Development

• Development of inhibitors to FVIII in mild 
HA: 4.0%-7.8% over 10 years

• Generally inhibitors were detected:
• median age of 33 years

• after a median of 5.5 bleeding episodes

• usually following intensive replacement therapy 

• Can result in spontaneous bleeding, bleeding 
similar to acquired haemophilia patients and 
rarely fatal bleeding

• Can persist



Risk Factors for Inhibitor 
Development

• Family History

• Age

• Mutation Type
• Unlike Inhibitor development in severe haemophilia A patients, inhibitor 

formation in patients with mild/moderate hemophilia A is associated with 
missense mutations

• These mutations lead to the formation of a dysfunctional protein that 
stimulates inhibitor formation 



Treatment Options
• Factor Replacement Therapy

• Standard half life products
• Recombinant factor replacement 
• Plasma derived products

• Extended Half Life products
• Pegelation for Factor 8 and 9
• Fc fusion for Factor 8 and 9
• Albumin fusion for Factor 9
• Von Willebrand Factor for Factor 8

• Emicizumab

• DDAVP – releases stored Factor 8 and VWF from Endothelial cells 

• Adjuvant Therapy
• Tranexamic acid – inhibits fibrinolysis and thus stabilises clots





Extended Half Life (EHL) Products







Emicizumab: HAVEN Studies 

• Previous HAVEN studies 
have shown with long-term 
emicizumab prophylaxis in 
people with severe 
haemophilia A with or 
without FVIII inhibitors 
• low annualised bleed rates

• decreased bleeding into 
joints 

• favourable safety profile 



HAVEN 6 

• HAVEN 6 is a multicentre, open-label, single-arm phase 3 study taking 
place in 22 specialty clinics and hospitals in Europe, North America, 
and South Africa. 

• Eligible participants were people of all ages weighing at least 3 kg 
with a diagnosis of moderate (FVIII activity ≥1%–≤5%) or mild (FVIII 
>5%–<40%) haemophilia A without FVIII inhibitors requiring 
prophylaxis as assessed by the treating physician. 



Results



Results

No New safety signals.
Main adverse reactions was injection site reactions, headache, joint aches
No deaths or microangiopathy occurred
1 thrombosed haemorrhoid deemed not related to emicizumab but rather related to constipation
2 patients developed anti-drug antibodies that had no effect
No patient developed inhibitors



Non-Factor Replacement Therapy

• Rebalancing haemostasis
• Futisiran (decreases anti thrombin), TFPI Inhibitors



Managing medical issues 
that develop with Aging

• Major challenges that develop with aging in a bleeding 
population include
• Increasing Surgical procedures

• Surgery on Benign conditions such as Benign prostatic hypertrophy, Breast 
lesions, colonoscopy, hernia repairs

• Joint surgery including joint replacement surgery 

• Cancer related surgery 

• Dental procedures and surgery

• Increase in cardiovascular risk and stroke risk with need for antiplatelet 
agents



Issues
• Venous Access

• Most procedures will need factor replacement therapy to facilitate the 
operation and the healing period

• Duration of factor replacement therapy varies with procedure
• Pre-operation for colonoscopy through to 2-4 weeks for a joint replacement surgery or 

prostate operation

• Often need peripheral inserted cannulas (PICC) to facilitate the delivery of the 
replacement therapy

• Inhibitor Development

• Semi emergent/ Emergency Surgery
• Patients often lost to follow up in the HTC



Ongoing Challenges
• Improving Haemophilia Knowledge in Patients and Healthcare Providers

• Understanding Genetics/ Inheritance patterns
• Risk behaviour is not discussed and following on, related bleeding episodes are 

not managed appropriately
• Minimising Haemophilia in women can lead to mismanagement of heavy 

menstrual bleeding and pregnancy related bleed
• How to manage age related illnesses in the setting of an underlying bleeding 

disorder 

• Engagement with the Haemophilia community
• Many patients with mild haemophilia often are less involved in the haemophilia 

community so may lack a support system to help them manage their disease

• Treatment and Access Issues

• Lack of data on mild Haemophilia 
• Impact on School/ Work/ Activities/ QOL



Thank you 
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