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• 79-year-old man with mild hemophilia A (FVIII        
5 IU/dl), who uses on-demand FVIII concentrate, 
suffers from chest pain and shortness of breath 
after exercise (stable angina)

• Risk factors for cardiovascular disease (CVD): age, 
obesity (106 kg, BMI 36 kg/m2), hypertension, 
smoking

• His general physician considers cardiovascular 
disease unlikely due to the patient’s hemophilia

Clinical case
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Q1: Which of the following statements is true?

A. Patients with hemophilia are protected against atherosclerosis and 
cardiovascular disease

B. Patients with hemophilia are NOT protected against atherosclerosis 
and cardiovascular disease

C. Patients with hemophilia should be treated similarly for 
cardiovascular disease as patients without hemophilia
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Q1 discussion: Rate of CVD in 
hemophilia patients 

Van der Valk et al, Blood Adv 2022



• 3 months later, his symptoms worsen with progressive chest pain
• Patient was sent to emergency room and seen by cardiologist
• Diagnosis: unstable angina

• Plan: treat him according to acute coronary syndrome (ACS) protocol 
with triple antithrombotic therapy (aspirin, clopidogrel, low-molecular-
weight heparin) 

• Cardiologist calls you as attending hematologist / hemophilia specialist 
to ask if they can start these medications?

Clinical case



Q2: What is your recommendation?

A. Agree to start triple antithrombotic treatment in this patient, 
seeing the clinical indication

B. Agree to start triple antithrombotic treatment in this patient, but 
only with FVIII concentrate supplementation

C. Recommend to start aspirin monotherapy only, without FVIII 
concentrate supplementation



4.22 What is your recommendation?
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Q3: What (trough) FVIII level do you consider safe to start 
aspirin monotherapy?

A. FVIII ≥ 1-5 IU/dL

B. FVIII ≥ 10 IU/dL

C. FVIII ≥ 20 IU/dL

D. FVIII ≥ 30 IU/dL



4.23 What (trough) FVIII level do you consider 
safe to start aspirin monotherapy?
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Relevant questions when treating hemophilia patients 
with acute and chronic coronary syndromes

 What FVIII levels are needed to safely allow aspirin monotherapy?
 What FVIII levels should be reached to safely start ACS protocol / double antiplatelet 

therapy (DAPT)?
 What FVIII levels should be reached before cardiac intervention?
 Should FVIII concentrate / prophylaxis be given during this period? 
 Which anticoagulant is preferred before and during percutaneous coronary 

intervention (PCI)?
 Can the period of DAPT be limited to a minimum duration after cardiac intervention? 
 Is there a preference for a specific type of drug in case of DAPT or single antiplatelet

therapy (SAPT)?
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Are patients with hemophilia naturally anticoagulated?

De Koning et al, JTH 2017; Dargaud et al, Haemophilia
2005; Gilmore et al, Haemophilia 2010; Veen et al, 
Thromb Res 2009; Trossaërt et al, JTH 2008 

Patients with hemophilia 
and FVIII levels <10 IU/dL 
appear “naturally anticoagulated” 
to a similar extent as patients on 
vitamin K antagonists (VKA) with 
therapeutic INR levels



Bleeding risk in hemophilia patients on anticoagulation

Guillet et al, Thromb Haemost 2021 (COCHE study)

SAPT = single antiplatelet therapy
DAPT = double antiplatelet therapy
AC = anticoagulation
AT = antithrombotic therapy



FVIII/FIX levels to start aspirin or oral anticoagulation in 
patients with hemophilia

Schutgens et al, Hemasphere 2023



Antithrombotic treatment in hemophilia patients

Guidance document with clinical practice recommendations for patients with hemophilia

Schutgens et al, Hemasphere 2023



Recommendations guidance document

 We do not recommend the use of any form of antithrombotic therapy in
patients with severe hemophilia without clotting factor prophylaxis

 We recommend a minimum trough FVIII/IX level of 1-5 IU/dL for single
antiplatelet therapy (SAPT; aspirin or clopidogrel)

 We recommend a minimum trough FVIII/IX level of 20 IU/dL for dual
antiplatelet therapy (DAPT)

 We recommend a minimum trough FVIII/IX level of 20 IU/dL for oral
anticoagulation (VKA with INR level 2-3 or full dose DOAC)

 In patients with hemophilia A using emicizumab (with or without inhibitors), we
consider it acceptable to use SAPT, but there is insufficient data on the safety of
DAPT or oral anticoagulation



Back to the clinical case…



Clinical case

 Hematologist: no triple therapy, aspirin monotherapy OK (FVIII level trough 5 IU/dl)
 if need for triple therapy, only with FVIII concentrate supplementation

 Need for cardiac intervention (PCI)

Peri-operative plan formulated in multidisciplinary team:
 Before PCI: FVIII concentrate supplementation aimed at FVIII peak ≥ 100 IU/dL
 Radial approach
 First 24-48 hours: FVIII concentrate supplementation aimed at FVIII trough ≥ 50 IU/dL
 DAPT for a short period (maximum of 1 week-1 month), followed by SAPT 
 FVIII concentrate daily during DAPT + 5 extra days aimed at FVIII trough ≥ 30 IU/dL



Clinical case

FVIII levels before and after PCI

 In agreement with cardiologist: 1 week of DAPT (clopidogrel 75 mg + aspirin 80 mg)
followed by clopidogrel monotherapy 75 mg

 CYP2C19 metabolism determination (by initiative of cardiologist): intermediate

 dose increase of clopidogrel to 150 mg or switch to aspirin

 in agreement with cardiologist: aspirin monotherapy after 1 week

 Good cardiac rehabilitation, non-significant bleeding complications with aspirin



Conclusions: CVD in patients with hemophilia

 Cardiovascular disease (CVD) emerging
medical issue with extended lifespan

 Coronary artery disease, atrial
fibrillation, venous thrombosis

 Prevalence lower than general
population, but hemophilia patients
NOT protected against atherosclerosis

 No RCTs available, small studies

Bleeding risk inherently increased, 
delicate balance

 Antithrombotic therapy in patients
with hemophilia is feasible

 Limited data, especially for patients
with hemophilia B

 Carefully balancing individual risks is 
mandatory

 Primary prevention programs for
patients with hemophilia are key

Individual approach for each
hemophilia patient
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