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Overview of haemophilia A

FVIII, factor VIII; 

WFH, World Federation of Hemophilia

1. WFH. What are bleeding disorders? 2016. Available at: http://www.wfh.org/en/page.aspx?pid=1282 [Accessed October 2018]; 2. Franchini M and Mannucci PM. Blood Rev

2013;27:179–84; 3. Jimenez-Yuste V, et al. Blood Transfus 2014;12:314–9;     

4. WFH. Guidelines for the management of haemophilia. 2012. Available at: http://www1.wfh.org/publications/files/pdf-1472.pdf [Accessed October 2018]; 5. Keeling D, et al. 

Haemophilia 2008;14:671–84; 6. Whelan SF, et al. Blood 2013;121:1039–487; 

7. Castro F, et al. Poster presented at ISTH SSC 2018; 8. Noone D, et al. Poster PB162 presented at ISTH SSC 2018; 

9. HERO study. Available at: http://www.herostudy.org/hero-insights/relationships.html [Accessed October 2018]; 

10. Thornburg C and Duncan NA. Patient Prefer Adherence 2017;11:1677–86. 

Disease background1,2

Haemophilia A is an 

X-linked, genetically-inherited 

disease that causes absence or 

dysfunction of coagulation 

FVIII, resulting in an increased 

tendency 

to bleed

• Severe haemophilia A requires life-long replacement of FVIII

• Prevention of bleeding through prophylaxis, versus the 

on-demand treatment of bleeding events, is considered the gold standard of 

treatment for severe haemophilia A

• Prophylaxis aims to avoid arthropathy by changing the bleeding phenotype from a 

severe to moderate form

• The use of prophylaxis has undoubtedly improved treatment for people with 

severe haemophilia A and there is a growing awareness that prophylaxis may 

also benefit vulnerable patients with mild/moderate haemophilia A

• Breakthrough bleeding: current prophylaxis regimens may result in FVIII trough levels below those needed to 

eliminate bleeds3

• Development of inhibitors to FVIII: leading to difficulties treating the disease6

• Quality of life impacts: haemophilia A negatively affects several aspects of quality of life, including employment, 

relationships, pain and activities of daily living7–9

• Poor adherence to treatment: this can be related to several factors, including burden of treatment regimen10

• Prevent and treat bleeding

• Reduce pain and joint 

damage

• Improve quality of life

• Optimise activity level

Standard treatment2,3

Challenges3,6–10

Treatment goals2,4,5

http://www.wfh.org/en/page.aspx?pid=1282
http://www1.wfh.org/publications/files/pdf-1472.pdf
http://www.herostudy.org/hero-insights/relationships.html
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Haemophilia A is a rare condition with a growing patient 
population

PwHA, people with haemophilia A

1. WFH. Guidelines for the management of haemophilia. 2012. 

Available at: http://www1.wfh.org/publications/files/pdf-1472.pdf [Accessed October 2018];

2. Stonebraker JS, et al. Haemophilia 2010;16:20–32; 

3. WFH. Global Survey. 2016. Available at: http://www1.wfh.org/publications/files/pdf 1690.pdf

[Accessed October 2018]; 4. Evatt B. J Thromb Haemost 2006;4:2295–301.

Worldwide haemophilia prevalence is not known, but is estimated 

to be ~400,0001,2

The annual incidence of new haemophilia cases is 

~1 in 5,000 male births1

Haemophilia A represents 80% of the total haemophilia population1,3

PwHA are living longer due to improvements in the safety of factor 

concentrates and development of more effective treatments for 

human immunodeficiency virus and hepatitis C virus infections4

A

Number of people with haemophilia A, B and type unknown identified
(from the WFH annual survey 2016 reporting on 113 countries)3

Although the number of patients diagnosed with haemophilia is 

increasing, it is suspected that many patients remain undiagnosed3
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http://www1.wfh.org/publications/files/pdf-1472.pdf
http://www1.wfh.org/publications/files/pdf-1690.pdf
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Mild Moderate Severe

Clotting 

factor level1
5–40 IU/dL* (0.05–0.40 IU/mL); 5–<40% 

of normal FVIII level

1–<5 IU/dL* (0.01–<0.05 IU/mL); 1–<5% 

of normal FVIII level

<1 IU/dL* (<0.01 IU/mL); 

<1% of normal FVIII level

PwHA globally (%)2

Bleeding pattern1 Spontaneous bleeding is rare; severe 

bleeding with major trauma or surgery

Occasional spontaneous bleeding; 

prolonged bleeding with minor trauma or 

surgery

Spontaneous bleeding into joints or 

muscles, in the absence of identifiable 

trauma

Severity of haemophilia A varies according to baseline FVIII levels

*Normal range 50–150 IU/dL (0.50–1.50 IU/mL)
†8% of UK PwHA have ‘unknown’ severity 

IU, international unit

1. WFH. Guidelines for the management of haemophilia. 2012. Available at: 

http://www1.wfh.org/publications/files/pdf-1472.pdf [Accessed October 2018];

2.. CDC. UDC Report (Patient Demographics [Hemophilia]). Available at: 

https://www2a.cdc.gov/ncbddd/htcweb/UDC_Report/UDC_Report.asp [Accessed March 2019].

19%28%28% 53%

http://www1.wfh.org/publications/files/pdf-1472.pdf
https://www2a.cdc.gov/ncbddd/htcweb/UDC_Report/UDC_Report.asp
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Haemophilia A is a debilitating and life-threatening disease

Location of bleed Frequency Sequelae

Life-

threatening

Intracranial <5% Can lead to permanent neurological damage

Neck/throat

5–10%

Medical emergency; can lead to 

airway obstruction

Gastro-intestinal Acute haemorrhage may present as haematemesis, 

haematochezia or malaena

Serious/ 

debilitating

Joints (haemarthrosis) 70–80% Pain and decreased mobility; repeated bleeds lead to 

haemophilic arthropathy

and arthritis

Muscles, especially deep 

compartments (iliopsoas, 

calf and forearm)

10–20% Can result in muscle and nerve damage if 

left untreated

Mucous membranes 

(mouth, gums, nose and 

genitourinary tract)

Unknown

Image sources:

Top image – Wikimedia Commons; 'Intracranial bleed with significant midline shift’, 

James Heilman; under the Creative Commons Attribution-Share Alike 3.0 Unported

Bottom image – Wikimedia Commons; ‘Medical X-Ray imaging’, Nevit Dilmen; under 

the Creative Commons Attribution-Share Alike 3.0 Unported

1. WFH. Guidelines for the management of haemophilia. 2012. Available at: 

http://www1.wfh.org/publications/files/pdf-1472.pdf [Accessed October 2018];

2. Young G. Hematology Am Soc Hematol Educ Program 2012;2012:362–68; 

3. Iorio A, et al. J Thromb Haemost 2010;103:596–603;

4. Wallny TA, et al. Haemophilia 2007;13:79–84;

5. Zanon E, et al. Haemophilia 2012;18:39–45.

http://www1.wfh.org/publications/files/pdf-1472.pdf
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Haemophilia A has a long-term physical impact

CHESS, Cost of Haemophilia across Europe – a Socioeconomic Survey; IV, intravenous;

1. WFH. Guidelines for the management of haemophilia. 2012. Available at: 

http://www1.wfh.org/publications/files/pdf-1472.pdf [Accessed October 2018]; 

2. Mauser-Bunschoten EP, et al. Haemophilia 2009;15:853–63; 

3. Camp C, et al. Haemophilia 2016;22:3–138 (P-T-62 presented at WFH).
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Severe pain

Moderate pain

Mild pain

No pain

No. of patients

Chronic pain ratings 
(data from the CHESS study)3

Haemarthropathy1

• Pain, swelling, and limited mobility

• Joint replacement

• Osteopenia and obesity due to limited activity

Venous scarring1

• Due to need for frequent IV access

Reduced life expectancy2

• Five years less than people without haemophilia

http://www1.wfh.org/publications/files/pdf-1472.pdf
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Treatment for haemophilia A has improved significantly in 
recent years1,2

aPCC, activated prothrombin complex concentrate; FVIII, factor VIII; 

rFVIIa, recombinant activated factor VII; QoL, quality of life

1. WFH. Guidelines for the management of haemophilia 2012. Available at: 

http://www1.wfh.org/publications/files/pdf-1472.pdf [Accessed October 2018]; 

2. Berntorp E and Shapiro AD. Lancet 2012;379:1447–56;

3. Franchini M and Mannucci PM. Blood Rev 2013;27:179–84;

4. Young G. Hematology Am Soc Hematol Educ Program 2012;2012:362–68.

Blood

Plasma

Cryoprecipitate

1950s–1960s

Recombinant clotting 
factors (FVIII); 
aPCC/rFVIIa

• Improved pathogen safety

• Home treatment/ 
prophylaxis

• Haemophilia Treatment 
Centre network expanded

1980s–1990s

Plasma-derived clotting 
factors 

On-demand treatment

• Widespread viral 
contamination

1960s–1970s

Extended half-life clotting 
factors

• Human cell line

Investigational therapies

• Novel non-factor agents

• Gene therapy

• Gene editing

• Cell therapy

2000s–2020s

Standard treatment for PwHA without inhibitors today is FVIII replacement as prophylaxis 2–3 times per 

week or on-demand (episodic) treatment. These therapies have improved overall outcomes and QoL3,4

http://www1.wfh.org/publications/files/pdf-1472.pdf
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There are still a number of challenges in the management of 
haemophilia A

1. Jimenez-Yuste V, et al. Blood Transfus 2014;12:314–9; 2. WFH. About bleeding disorders – barriers and challenges. 

2014. Available at: http://www.wfh.org/en/abd/prophylaxis/prophylaxis-barriers-andchallenges [Accessed October 2018];

3. Noone D, et al. Poster PB162 presented at ISTH SSC 2018; 4. Whelan SF, et al. Blood 2013;121:1039–48; 

5. Antunes SV, et al. Haemophilia 2014;20:65–72; 6. Castro F, et al. Poster presented at ISTH SSC 2018;

7. HERO study. Available at: http://www.herostudy.org/hero-insights/relationships.html [Accessed October 2018]; 

8. Thornburg C and Duncan NA. Patient Prefer Adherence 2017;11:1677–86.

Breakthrough 

bleeding1,2
Quality of life 

impacts3,6,7

Adherence to FVIII 

replacement therapy8



Inhibitors to FVIII3–5

IFVIII

http://www.wfh.org/en/abd/prophylaxis/prophylaxis-barriers-andchallenges
http://www.herostudy.org/hero-insights/relationships.html
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Breakthrough bleeding



For healthcare professionals only

Breakthrough joint bleeds can cause permanent damage

1. WFH. Guidelines for the management of haemophilia. 2012. Available at: http://www1.wfh.org/publications/files/pdf-

1472.pdf [Accessed January 2019];

2. Franchini M and Mannucci PM. Blood Rev 2013;27:179–84. 

Joint haemorrhage

The most common type of bleed for people with 
haemophilia, accounting for 70–80% of all bleeds1

Inflammation2

Damage to blood-filled 
joints2

Synovitis and recurring 
haemarthroses

Repeated bleeding into target joints 
usually results in permanent 

damage and eventually leads to 
haemophilic arthropathy and 

arthritis, which may require surgery1

Loss of cartilage and 
narrowing of the joint space1

The extent of joint 
disease correlates with 

the frequency of 
bleeding1,2

http://www1.wfh.org/publications/files/pdf-1472.pdf
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Current prophylaxis treatment can provide inadequate bleed 
protection 

1. Jimenez-Yuste V, et al. Blood Transfus 2014;12:314–9. 

Prophylactic FVIII doses 2–3 times per week create peaks and troughs of protection1
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Current treatments aim to 
achieve trough FVIII levels 

of ~1–2% (similar to moderate 
severity)

Patients could benefit from 
regimens that result in higher 

trough levels

More frequent dosing would 
result in higher troughs, but is 
costly, inconvenient, and may 
not always influence bleeding 

phenotype 
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THUNDER: a real-world analysis assessing unmet needs in 
PwHA

HT, Haemtrack; NHD, National Haemophilia Database; THUNDER, Treatment of Haemophilia, Unmet Need and 

Disease Epidemiology in the Real world

1. Hay C, et al. Abstract ASY 01.4. Res Pract Thromb Haemost 2017;1:1; 

2. Hay C, et al. Oral presentation at ISTH 2017.  

• To assess disease epidemiology, treatment patterns and outcomes, and to quantify unmet needs in PwHA1,2

THUNDER study objective

• Severe or moderate PwHA with or without inhibitors registered within the UK NHD and using HT2

• 1,927 individuals with severe and 999 individuals with moderate haemophilia A registered with the UK NHD; 

1,155 and 273 registered with HT, respectively2

Study population

UK NHD
Patient and disease characteristics

Prescribed treatments

Adverse events

Outcomes, e.g. joint health score

HT treatment diary
Treatment administered

Bleeding events (self-assessed)

Data sources
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THUNDER: FVIII prophylaxis reduces bleeding rates and joint 
damage versus on-demand treatment, but does not eliminate it

*Higher scores indicate worse joint health

ABR, annualised bleed rate

1. Hay C, et al. Oral presentation at ISTH 2017; 

2. Hay C, et al. Abstract ASY 01.4. Res Pract Thromb Haemost. 2017;1:1.
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Although FVIII prophylaxis showed improvements versus on-demand treatment, absence of bleeds 

and joint health decline was not observed in any age group1,2
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NIS: bleeding rates in PwHA with or without inhibitors were 
also assessed in a non-interventional study

NIS, non-interventional study

1. Mahlangu J, et al. Haemophilia 2018;24:15–21;

2. Oldenburg J, et al. Poster 1089 presented at ASH 2017;

3. Kruse-Jarres R, et al. Haemophilia 2019 [epub ahead of print];

4. ClinicalTrials.gov. Available at: https://clinicaltrials.gov/ct2/show/study/NCT02476942 [Accessed October 2018].

Paediatric PwHA with inhibitors (<12 years)

Episodic, n = 10; prophylaxis, n = 14

PwHA without inhibitors (≥12 years)

Episodic, n = 45; prophylaxis, n = 49

PwHA with inhibitors (≥12 years) 

Episodic, n = 75; prophylaxis, n = 28

PwHA with and 

without inhibitors

C

B

A

Study cohorts1–3

A global, prospective, non-interventional study (NCT02476942, funded by F. Hoffmann-La Roche Ltd)4 that 

collected:

• Bleeding events over time

• Bleed type and location

• Treatments for bleeds (episodic) or bleed prevention (prophylaxis)

https://clinicaltrials.gov/ct2/show/study/NCT02476942
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NIS: bleeding rates are high in PwHA with inhibitors, regardless 
of treatment regimen

*Australia, Germany, South Korea and Taiwan each enrolled <5 participants who received episodic treatment
†Australia, China, Costa Rica, Spain and Italy each enrolled <5 participants who received prophylactic treatment

1. Mahlangu J, et al. Haemophilia 2018;24:15–21;

2. Mahlangu J, et al. Poster 1784 presented at ISTH 2017

Bleeding data in PwHA with inhibitors (cohort A) in the non-interventional study1,2

Episodic*

Prophylactic†



For healthcare professionals only

NIS: bleeding rates are high in paediatric PwHA with inhibitors, 
regardless of treatment regimen

*Negative binomial regression model

CI, confidence interval 1. Oldenburg J, et al. Poster 1089 presented at ASH 2017.
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NIS: the majority of PwHA without inhibitors receiving FVIII 
prophylaxis in the NIS experienced bleeding episodes

*An event was considered a treated bleed if coagulation factors were administered to treat signs of bleeding (pain, 

swelling etc.) irrespective of time between the bleed and the treatment

†Negative binomial regression model

1. Kruse-Jarres R, et al. Poster 175 presented at EAHAD 2018;

2. Mahlangu J, et al. Haemophilia 2018;24:15–21

Episodic

(n = 45)

Prophylaxis

(n = 49)

All

(N = 94)
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†

(9
5

%
 C

I)

36.1

(30.8–42.3)

5.0

(3.3–7.5)

19.8

(15.2–25.9)

36.7% of 

participants in 

the prophylactic 

group 

experienced 

zero treated* 

bleeds

Treated bleeds, n 872 151 1,023

Spontaneous, n (%) 407 (46.7) 80 (53.0) 487 (47.6)

Traumatic, n (%) 465 (53.3) 71 (47.0) 536 (52.4)

Treated bleed data in PwHA without inhibitors (cohort C) in the non-interventional study1,2
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AHEAD: a long-term study collecting real-world outcomes data

AHEAD, Advate® Haemophilia A Outcome Database; HR-QoL, health-related quality of life; 

ITI, immune tolerance induction

1. Khair K, et al. Haemophilia 2018;24:85–96;

2. ClinicalTrials.gov. Available at: https://clinicaltrials.gov/ct2/show/study/NCT02078427 [Accessed October 2018]. 

PwHA (FVIII activity of ≤5%) 

with or without FVIII inhibitors 

prescribed octocog alfa

(ADVATE®)

On-demand and prophylactic treatment using standardised 

regimens
OR

Individual pharmacokinetics-guided dosing regimens
OR

ITI

Annual follow-up over 8 years

Primary aim: to describe joint health outcomes in subjects receiving octocog alfa in routine clinical practice setting, 

using any treatment regimen

Secondary aim: to assess haemostatic effectiveness and safety of octocog alfa in a variety of clinical settings, 

haemophilia-related co-morbidity and HRQoL

https://clinicaltrials.gov/ct2/show/study/NCT02078427
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AHEAD: many PwHA receiving FVIII prophylaxis experience 
breakthrough bleeding

• 3-year data from this study show that breakthrough bleeding occurred in the majority of participants 

receiving prophylaxis1,2

• The goal of zero bleeds is achievable for many patients, although not yet achieved in the majority of 

patients1,2

1. Khair K, et al. Haemophilia 2018;24:85–96;

2. ClinicalTrials.gov. Available at: https://clinicaltrials.gov/ct2/show/study/NCT02078427 [Accessed October 2018]. 
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NIS: up to 40% of bleeds in PwHA with FVIII inhibitors 
may be left untreated1

1. Callaghan M, et al. Oral presentation at ASH 2018.

Adults/adolescents with 
FVIII inhibitors (n=103)

(1596 bleeds)

Paediatrics with 
FVIII inhibitors (n=24)

(378 bleeds)

Adults/adolescents without 
FVIII inhibitors (n=94)

(1456 bleeds)

Untreated: 

n=659, 

41.3%

Treated:

n=937, 

58.7%

Untreated: 

n=156, 

41.3%

Treated: 

n=222, 

58.7%

Untreated: 

n=433, 

13.5%

Treated: 

n=1023, 

86.5%

Median efficacy and observation period, weeks (range)

All patients 26.0 (4.1–69.6) 23.4 (8.7–44.1) 29.8 (12.4–47.7)
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How many of your patients have zero bleeds?

‘Traditionally, factor activity at 1% above baseline was considered the target trough level to prevent 

joint bleeding, but more recent findings suggest that patients will benefit from regimens that increase 

the trough level to greater than 1% factor activity.’

What are your thoughts?

Jimenez-Yuste V, et al. Blood Transfus 2014;12:314–9
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Inhibitors to Factor VIIIIFVIII
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The development of anti-FVIII inhibitors remains one of the 
most serious complications of haemophilia A

1. Astermark J. Blood 2015;125:2045–51; 

2. Berntorp E and Shapiro AD. Lancet 2012;379:1447–56; 

3. Whelan SF, et al. Blood 2013;121:1039–48;

4. Rocino A, et al. J Clin Med 2017;6:46; 

5. Franchini M and Mannucci PM. Blood Rev 2013;27:179–84;

6. Sharathkumar A, et al. J Thromb Haemo 2003;1:1228–36;

7. The Haemophilia Society. Inhibitors. Available at: https://haemophilia.org.uk/bleeding-disorders/inhibitors/

[Accessed October 2018]. 

FVIII

Affects 25–30% of 

those with severe 

haemophilia5–7

Affects 7–9% of those 

with moderate or 

mild haemophilia5–7

Neutralising inhibitors 

significantly reduce the 

effectiveness of FVIII 

treatment3

Leave PwHA vulnerable to 

bleeds despite treatment 

with recommended 

therapeutic BPA doses4

May be caused by 

treatment with purified 

FVIII1,2

Inhibitor

https://haemophilia.org.uk/bleeding-disorders/inhibitors/
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Challenges associated with inhibitor development 
from the patient perspective

*Quality of life measure with higher scores indicating better quality of life

EQ-5D, EuroQoL-5 Dimensions health questionnaire 1. Noone D, et al. Poster PB162 presented at ISTH SSC 2018.

Burden of disease in PwHA with or without inhibitors1

Quality of life1

Lower quality of life and more 

chronic and acute pain

Mortality1

Significantly higher incidence of 

life-threatening bleeds

Severe haemophilia A 

without inhibitor

(n = 582)

Severe haemophilia A with 

inhibitor

(n = 42)

P-value

EQ-5D* (CI)
0.726

(0.702–0.749)

0.556

(0.466–0.646)
<0.001

Acute pain 71% 93% 0.002

Chronic pain 72% 90% 0.009

Reported life-

threatening bleeds
14.5% 40% <0.001
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Caregiver burdens can also be considerable, and worsen with 
inhibitors1,2

1. DeKoven et al. Haemophilia 2014;20:541–9;

2. DeKoven et al. Haemophilia 2014;20:822–30.

Pain1

Impact of child’s pain    

Financial burden1

Inhibitors2

Burden assessment score increased if 

inhibitors developed

Emotional stress1

~90% of caregivers were ‘sometimes’ 

to ‘nearly always’ worried about 

child’s future
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Quality of life
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NIS: PwHA experience impaired quality of life

• HRQoL was assessed in a non-interventional study (NCT02476942, funded by F. Hoffmann-La Roche Ltd) of PwHA 

without inhibitors1

• While PwHA receiving prophylactic treatment reported less impact on quality of life versus PwHA receiving episodic 

treatment, quality of life impairments were still reported1

*Scale ranges from 0 to 100 (0 indicates no impairment; higher values indicate greater impairment)

†Only participants aged ≥18 years eligible to complete this questionnaire

‡Participants could choose ‘not applicable’ for the ‘sports & leisure’ domain 1. Oldenburg J, et al. Poster 165 presented at WFH 2018.
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NIS: for PwHA with inhibitors, QoL impact of prophylaxis 
diminishes as population ages

For each visit, n is the number of participants responding to this scale; higher scores reflect greater impairment or 

poorer QoL

Haemo-QoL-SF, Haemophilia A-specific Quality of Life questionnaire Short Form 1. Mahlangu J, et al. Poster 093 presented at EAHAD 2017.

Quality of life impairments were similar among adults1
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NIS confirmed that presence of inhibitors has an impact on 
caregiver burden

Scale ranges from 0 to 100 (0 indicates no impairment; higher values indicate greater impairment)

BPAs, bypassing agents 1. Mancuso ME, et al. Poster 171 presented at WFH 2018.
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HERO, CHESS and PROBE: overview of real-world data studies

ADL, activities of daily living

1. HERO https://www.novonordisk.com/about-novo-nordisk/changing-haemophilia/changing-haemophilia-focus-

areas/awareness-and-access-to-care/hero-haemophilia.html;

2. O'Hara et al. Orphanet Journal of Rare Diseases 2017;12:106; 3. PROBE www.probestudy.org. 

HERO1

• Pain

• Employment

• Relationships

• Knowledge (e.g. teachers)

• Treatment access barriers

• Psycho-social burden

CHESS2

• Direct medical costs: 

haemophilia-related medical, 

specialist, test, procedure, 

hospitalisation costs, etc. 

• Direct non-medical/indirect

costs: loss of earnings (patient 

or caregiver); transfer 

payments; over-the-counter 

medications; assistive 

devices; alternative therapies; 

transportation

PROBE3

• Pain

• Independence (ADL)

• Education

• Employment

• Family life

• Mobility

• Current health status

• Demographics, personal 

characteristics, treatment 

history, disease severity

https://www.novonordisk.com/about-novo-nordisk/changing-haemophilia/changing-haemophilia-focus-areas/awareness-and-access-to-care/hero-haemophilia.html
http://www.probestudy.org/
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The PROBE project

ADL, activities of daily living

1. Skinner MW, et al. Pilot and Feasibility Studies 2018;4:58;

2. Chai-Adisaksopha C, et al. BMJ Open 2018;8:e021900; 

3. Chai‐Adisaksopha C, et al. Haemophilia 2019;25:75–83;

4. Chai-Adisaksopha C, et al. Haemophilia 2019 [in press].

P R O B E
The Patient Reported Outcomes, Burdens and Experiences Project

Achieved so far:

 Identified outcomes patients deem relevant to their life1

 Established a global patient-led research network1

comparator data collected from those not personally affected with a bleeding disorder 

2,101 surveys collected from 24 countries (from April 2015 to February 2017)

 PROBE validation

feasibility assessed and study methodology demonstrated1

questionnaire validity, relevance, clarity and completeness tested1

reproducibility of results demonstrated2

core analytical framework (psychometric properties) established3

cross-cultural validation4
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Even in non-inhibitor population, QoL is impacted regardless of 
availability of FVIII prophylaxis

*Higher scores indicate better health

HERO, Haemophilia Experiences, Results and Opportunities

1. Castro F, et al. Poster presented at ISTH SSC 2018; 2. HERO study insights – relationships. Available at: 

http://www.herostudy.org/hero-insights/relationships.html [Accessed October 2018];

3. Cassis F, et al. Haemophilia 2014;20:e287–95; 4. Cassis F, et al. Haemophilia 2012;18:e101–14;

5. HERO study insights – pain. Available at: http://www.herostudy.org/hero-insights/burden.html [Accessed October 2018].

Total EQ-5D*

PwHA treated with prophylaxis: 0.87

General population: 0.93

Insights from the CHESS study1 Insights from the HERO study2–5

89% reported that pain 

interfered with daily life in the 

past 4 weeks

36% reported a negative 

impact of haemophilia 

on forming close 

relationships 

Health status1
Relationships2–4 Pain5

Moderate or severe problems with 

anxiety/depression, 

self-care and mobility are 

more common in PwHA treated with 

prophylaxis vs the general population

53% reported that 

haemophilia negatively 

affected their sex lives

50% reported constant pain

http://www.herostudy.org/hero-insights/relationships.html
http://www.herostudy.org/hero-insights/burden.html
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Pain has a significant impact on the QoL of PwHA

PwSHA, people with severe haemophilia A; ROM, range of motion

1. Noone D, et al. Poster 1208 presented at EAHAD 2019;

2. Noone D, et al. Poster 1231 presented at EAHAD 2019. 

Data from 686 

PwSHA were 

analysed

No pain: 12.46%

Acute pain: 16.13% 

Chronic pain: 16.23% 

Chronic and acute pain: 

55.13%

Mean (SD) EQ5D: 0.91 (0.12)

Mean (SD) EQ5D: 0.82 (0.21)

Mean (SD) EQ5D: 0.75 (0.17)

Mean (SD) EQ5D: 0.65 (0.28)

Drivers of pain2

In another analysis from PROBE, acute pain was found to be primarily driven by frequency of bleeding and presence of 

target joints, whereas chronic pain was primarily driven by the presence of a joint with reduced ROM

The relationship between pain and QoL (EQ-5D) was assessed as part of the PROBE study1
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Various aspects of employment are negatively impacted 
in PwHA

PwSHA, people with severe haemophilia A; ROM, range of motion

1. Skinner M, et al. Poster presented at EAHAD 2019; 

2. Castro F, et al.  Poster presented at ISTH SSC 2018.

Employment levels 

PwHA on prophylaxis: 44%

General population: 51%

Impairment while working 

due to health 

PwHA on prophylaxis: 26%

General population: 13%

Insights from the PROBE study1 Insights from the CHESS study2

Early retirement1 Part-time working1 Overall employment2 Impairment while working2

Early retirement due to 

health was reported in 

48.1% of early retirees with 

haemophilia vs 3.6% of 

early retirees without 

bleeding disorders

Part-time working due to 

health was reported in 

31.4% of part-time workers 

with haemophilia vs 3.8% of 

part-time workers without 

bleeding disorders

Use of mobility aids, acute and chronic pain, 

difficulties with daily activities and a history of joint 

surgery were associated with working part-time or 

retiring early1
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How are your patients’ lives impacted by haemophilia?

What are your thoughts?
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Adherence to FVIII replacement therapy
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Adherence to FVIII prophylaxis is challenging for many PwHA

1. Thornburg C and Duncan NA. Patient Prefer Adherence 2017;11:1677–1686;

2. Krishnan S, et al. Haemophilia 2015;21:64–70; 

3. WFH 2014 (https://www.wfh.org/en/abd/prophylaxis/prophylaxis-barriers-and-challenges). 

• Several barriers to adherence to prophylaxis have been identified, which include:1

– treatment-related factors: venous access, dosing regimen, cost or perceived costs

– condition-related factors: frequency of bleeding

– patient-related factors: age, health beliefs

– healthcare system factors: access to haemophilia treatment centre, health insurance

– socio-economic factors: language, culture, health literacy, balancing priorities

The rate of adherence to prophylaxis is approximately 50%2,3
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Poor adherence is associated with worse outcomes

• In two studies investigating the relationship between adherence to prophylaxis and 

treatment outcomes, poorer adherence (i.e. higher VERITAS-pro scores) was associated 

with worse outcomes1,2

VERITAS-pro, Validated Haemophilia-RegImen Treatment-Adherence Scale – Prophylaxis

1. Krishnan S, et al. Haemophilia 2015;21:64–70;

2. Mclaughlin JM. Haemophilia 2014;20:506–12.

Poor adherence (high VERITAS-pro scores) was associated with:

More self-reported 

bleeding episodes 

in adults1

More work/school 

missed1
Lower physical 

health1

More chronic 

pain2
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Disease morbidity worsens if adherence is sub-optimal

VERITAS-pro, Validated Haemophilia-RegImen Treatment-Adherence Scale – Prophylaxis

1. Dodd C and Watts RG. Haemophilia 2012;18:561–7; 2. Fischer K, et al. Blood 2013;122:1129–1136; 

3. Collins PW, et al. J Thromb Haemost 2009;7:413–20; 4. Gringeri A, et al. Haemophilia 2014;20:459–63.

• Lack of adherence and variable PK can reduce factor 

trough levels, and increase risk of breakthrough 

bleeds1,2

• Correlation between bleed rate and time spent with 

low FVIII levels3

• In those aged 1–6 years, 10% more time with FVIII 

<1% would lead to 44% increase in ABR3

Predicted bleed rate in patients aged 

10–65 years

2–3 bleeds into the same joint can cause irreversible, progressive structural damage4

Should prophylaxis be aiming for a higher, sustained level of protection? 
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Adherence: a challenge across the lifespan

1. Mannucci PM, et al. Blood 2009;114:5256–5263; 2. Moureau NL. Nursing 2008;38:12;

3. Dolan G, et al. Haemophilia 2009;15:20–27; 4. Franchini M and Mannucci PM. Br J Haematol 2010;148:522–533.

For elderly patients, close cooperation between the haematologist and 

other specialities (e.g. cardiologists, oncologists, gerontologists) is needed4

>50% of elderly patients have 
severe damage in up to 6 key joints

Venous access2

Age-related 
comorbidities1,3,4

Arthropathy1

Changes associated with ageing 
make access more challenging

Breakthrough bleeding may be more 
common, due to increased risk of 
falls, necessitating more frequent 

treatment

Increasing elderly haemophilia 
population, presents distinct 

challenges 

Concomitant medications

Memory loss/dementia can 
increase likelihood of missed 

treatment
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Goals of treatment 
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A flexible approach to treatment is essential for 
improving individual outcomes

1. WFH. Guidelines for the management of haemophilia. 2012. Available at: 

http://www1.wfh.org/publications/files/pdf-1472.pdf [Accessed October 2018];

2. Franchini M and Mannucci PM. Blood Rev 2013;27:179–84; 

3. Keeling D, et al. Haemophilia 2008;4:671–84.

Primary treatment goal: to prevent and treat bleeding by replacing the deficient clotting factor, preferably in a 
comprehensive care setting1–3

Improve target joint function

! Reduce pain

Improve activities of daily life

Maintain near-normal 

musculoskeletal and psychosocial 

development

Minimise musculoskeletal disease

Need for central venous access device

Ability for parents/carers to treat the child 

at home

Approximate cost of prophylaxis vs

episodic treatment

Proximity to a haemophilia treatment centre
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Is it realistic to aspire to the goal of zero bleeds for PwHA?

What are your thoughts?
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Summary

1. WFH. What are bleeding disorders? 2016. Available at: http://www.wfh.org/en/page.aspx?pid=1282 [Accessed October 2018];

2. Franchini M and Mannucci PM. Blood Rev 2013;27:179–84; 3. Mauser-Bunschoten EP, et al. Haemophilia 2009;15:853–63; 

4. Hay C, et al. Poster ASY 01.4 presented at ISTH 2017; 

5. Kruse-Jarres R, et al. Poster 175 presented at EAHAD 2018; 

6. Khair K, et al. Haemophilia 2018;24:85–96;

7. Astermark J. Blood 2015;125:2045–51; 

8. Castro F, et al. Poster presented at ISTH SSC 2018; 

9. Noone D, et al. Poster PB162 presented at ISTH SSC 2018; 

10. HERO study. Available at: http://www.herostudy.org/hero-insights.html [Accessed October 2018]; 

11. Thornburg C and Duncan NA. Patient Prefer Adherence 2017;11:1677–86.

Haemophilia A can lead to substantial morbidity, disability and reduced life expectancy1–3

Treatment for haemophilia A has improved significantly in the last 60 years, but there are still important challenges in the 

management of PwHA1

• Bleeding still occurs in the majority of PwHA as shown by the THUNDER, NIS and AHEAD studies4–6

• Development of anti-FVIII inhibitors remains one of the most serious complications of haemophilia7

• Quality of life impacts are demonstrated by real-world studies, such as HERO, CHESS and PROBE8–10

• Adherence to treatment is challenging for many PwHA, with lower adherence associated with worse outcomes11

The goal of zero bleeds with prophylactic treatment is achievable for many patients, although not yet achieved in the 

majority of patients. Understanding the reasons behind the lower response to standard regimens will further improve 

personalisation of dosing and possibly outcomes6

http://www.wfh.org/en/page.aspx?pid=1282
http://www.herostudy.org/hero-insights.html

