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A case

A 70-year old person with severe hemophilia was admitted to hospital in Sweden as he 

could not take care of himself or by his spouse. He was somewhat crippled because of 

joint bleeds but could walk. He was somewhat demented and had diabetes in need of 

insulin treatment. He had been on prophylactic factor VIII treatment since years and it 

was known that he would start to get painful joint bleeds if treatment was stopped. 

The alternative is only treatment according to need, something that is practiced in 

most other countries in adult patients. Should he be given prophylactic treatment for 

his hemophilia (which is expensive) or should he only be given treatment according to 

need (which is less expensive)? 

How to proceed with this case? –
suggestions?



• The patient probably wants the prophylactic treatment.

• The relatives want the prophylactic treatment.

• The physician believes that the prophylactic treatment should be given because that is 

what the physician believes to be in the best interest of the patient and that is what the 

relatives want. The physician is to decide and the decision made is to give the patient the 

prophylactic treatment.

• The hospital nurse disagrees and believes that the need of the patient after a bleeding 

should be satisfied and nothing more – even if the patient suffers. The reasons given are 

the age of the patient and his dementia. He also got diabetes. 

Ethical Analysis



Ethical Analysis

• The assistant nurse also disagrees and believes that the need of the 
patient after a bleeding should be satisfied and nothing more. She 
gives the same reason as the hospital nurse.

• It could reasonably be seen by the other patients as a utility cost and 
an injustice to them to offer the demented and old patient the 
prophylactic treatment (if they were told about the consequences).



Ethical principles



Increased life expectancy in                 
subjects with hemophilia

• Safe products for replacement therapy

• Comprehensive care

• Primary and secondary prophylaxis

• Improved treatment for inhibitor patients

• Improved antiviral therapy (HIV, HCV, HBV)

• Greater access to elective surgery
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Clinical issues in elderly hemophiliacs

• Hemophilia-related:
- disabling arthropathy        

- chronic pain                      

- long-lasting HIV infection  

- cirrhosis                            

- HCC 

• Age-related:

- cardiovascular disease         

- cancer                                  

- arthritis                                 

- prostatic hypertrophy            

- osteoporosis                         

- falls• Other comorbidities:
- hypertension                     

- diabetes                            

- obesity                              

- renal disease
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Joint impairment by age in hemophilia

Smit C, Rosendaal FR et al. Brit 
Med J 1989, 298: 235-238



Arthropathy in elderly hemophiliacs

• What is the influence of sendentary life-style, arthritis, 
obesity and balance dysfunction on arthropathy and 
bleeding pattern?

• What is the need and the risk/benefit ratio for secondary 
prophylaxis?

• Greater need for orthopaedic surgery

– Knee and hip replacement

– Prosthesis revisions

– Fractures

– Should thromboprophylaxis be used?

• Chronic pain management



Orthopaedic joint score in 39 severe PWHs aged > 65 years
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! 37% of patients suffered from chronic pain with a mean intensity of 74.1
(SD 27.1) on the VAS (0-100)

secondary prophylaxis: 8 
(21%)          # 

joint bleeding: median 5    
(0-40) 

Siboni SM et al. J Thromb Haemost 2009; 7: 247-54  
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Changes in bleeding pattern

• Joint/muscles annual bleeding rate? 
• Bleeding in other sites: 

• Hematuria (genitourinary diseases, prostatic hypertrophy/cancer)

• ICH (hypertension, cerebrovascular disease)

• GI (gastroduodenitis, malignancy)

• Liver cirrhosis



Surgery in elderly PWHs

• Surgery in HIV+ve and HCV cirrhotic patients

• Surgery and other comorbidities

• Greater need for surgery (other than 
orthopaedic)

– Cancer

– Prostatectomy

– Cholecystectomy

– Hernioplasty

– Cataract
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Cardiovascular disease in hemophilia
review by Tuinenburg et al. epub JTH

 SMRs of ischaemic heart disease: 

– cohort studies: 0.2-0.6 (0.0-1.4)                 
Rosendaal et al. 1989; Koumbarelis et al. 1994;   
Triemstra et al. 1995; Plug et al. 2006; Darby et al 2007

– US cohort: 3.0 (95% CI: 1.5-5.8)   
Soucie et al. Blood 2000, 96: 437-442



Protection against atherosclerosis?

• No difference in intima-media thickness (IMT) between               
patients with hemophilia/VWD and healthy controls                               
(Sramek et al. Circulation 2001; Sartori et al. Haemophilia 2008)

Protection against occlusive thrombosis?

• In vitro experiments and animal models suggest that FVIII/FIX 
deficiency reduces the tendency to form occlusive arterial 
thrombi (Mizuno et al. Thromb Res 2008; Wang et al. JTH 2005)

• Significant difference in IMT between patients with 
hemophilia/VWD and healthy controls                                             
(Bilora et. 1999, 2001, 2006)

• Normal and hemophilic dogs in which thrombosis was induced 
similarly developed arterial occlusion (Nichols et al. Blood 1993)



Cardiovascular risk factors in                     
hemophiliacs  vs general population
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Severe hemophilia. 65y. Artrial fibrillation

• Treatment
• If no thromboembolic event

• If a thromboembolic event

• If moderate hemophilia?

• If mild hemophilia?



Mannucci et al Blood 2009











ADVANCE Working Group
Age-related DeVelopments ANd
ComorbitiEs in hemophilia



Objectives

• ADVANCE aims to: 
• Highlight key issues and identify treatment strategies that will benefit the 

elderly hemophilia population
• Encourage further research into this specific population
• Generate Guidelines that can be used as a reference across Europe

• Currently, the key interests of the ADVANCE Working Group are 
elderly PwH and the impact of:

• Epidemiology
• Cardiovascular Disease 
• Hypertension 
• Hematuria







Do current models of hemophilia care need to 
be modified to accomodate the needs of aging 

patients?



Comprehensive hemophilia care

?



”Malmö Haemophilia Training and Treatment Centre”
World Federation of Haemophilia 1976

• Hematologist (3)

• Pediatrician (3)
• Molecular genetics
• Genetic counceling
• Children with 

hemophilia

• Nurse (2)

• Ortopedic surgeon
(1)

• Social worker (1)

• Physical therapist (1)

• (Dentist)

• (Infectious disease
specialist)



Present annual check up in adults

• Comprehensive medical history

• SF-36

• Physical examination
• General

• Joint assessment (HJHS/US)



Annual check up in adults

• Labs
• FVIII/IX, Bethesda if relevant

• Hematology

• Liver tests (enzymes)

• Electrolytes, creatinine

• Cystatin C

• U-albumin

• Blood lipids

• Virology (if appropriate)

• Bone mineral density and physical activity (previous research project)



Strategy for the future

• All  severe adults PWHs (with few exceptions) should be  on 
continuous replacement theray

• Implemented at our center since decades

• Much of what we already do will screen for problems in the elderly
population

• Awareness very important

• If a problem is present and cannot be handled according to state of 
the art at our center the patient is referred to relevant specialist

• Team-work important and is implemented ad hoc



Additional thoughts

• Should the comprehensive care team be enlarged?
• Probably not, but should be educated concerning problems in the elderly

• Is anything lacking?
• Certainly: guidelines

• CV interventions

• Care of the mentally disabled (dementia etc)

• Ethical considerations
• Ethical analysis

• And more…………….

• Registries

• Research important in order to establish appropriate guidelines



Conclusion

• A program that discloses age related problems is important
• Many PWHs do only see the hemophilia center

• Refer the patients to the appropriate specialist
• But do not leave the patient alone with the problem

• Prophylaxis important, even more important, for the patient who 
suffers from comorbidities

• Do not destroy what you achieved during childhood/adolescence



The Future PWH

Painting from 1700 century, Kulturen, Lund


