EUROPEAN PRINCIPLES OF INHIBITOR MANAGEMENT
10 care benchmarks for people with inhibitors
Approximately 30% of people with haemophilia A and 5% with haemophilia B develop inhibitors - currently the biggest complication in haemophilia care.
The following 10 principles emphasize the importance and benefits of a centralized and multidisciplinary approach. Download the full original article
for extended and more detailed information on inhibitor.ehc.eu or scan the QR code!

1

AWARENESS OF INHIBITORS AND RISK FACTORS
ACROSS THE LIFE-SPAN

2

Some patients are more likely to develop inhibitors due to two specific risk factors - genetic or environmental.
Before starting treatment of previously untreated patients (PUPs), treatment options should be discussed with the
parents. The first 50 exposure days (EDs) to the treatment product is the highest risk period for the development of
inhibitors in this group if they have severe haemophilia. In patients with non-severe haemophilia A, the risk of inhibitor development does not reduce after 50 EDs and there is life-long risk. Changing treatment products has not
been shown to increase the risk of inhibitor development in previously treated patients (PTPs).

3 ORGANISATION OF CARE AND

COMMUNICATION BETWEEN ALL
STAKEHOLDERS
Effective coordination and organisation of inhibitor
management, and regular communication
between the care providers - haematologists,
nurses, physiotherapists and psychosocial experts
- are the key elements of effective inhibitor management. Once diagnosed, every patient who has
developed inhibitors should be followed up in a
certified European Haemophilia Comprehensive
Care
Centre
(EHCCC) or European
Haemophilia Treatment
Centre (EHTC). Patients should be
informed by the specialists at the treatment centres of patient organisations
they can contact at local and national
levels.

Early recognition and accurate diagnosis are essential for
successful inhibitor management. All previously untreated patients need to be closely monitored and regularly
screened for inhibitors. In severe haemophilia A patients,
the initial screening should be carried out every 3 EDs
until 20 EDs; then every 10 EDs until 50 EDs; and later on
at least 2 times a year until 150 EDs. Screening should
also be performed before surgery or other invasive procedures, and when clinical response to conventional treatment is insufficient.

4 HAEMOSTATIC TREATMENT
WITH BYPASSING AGENTS

For patients with high titre inhibitors treatment with bypassing agents is the best way
to achieve blood clotting or haemostasis.
There are currently two licensed bypassing
agents: activated prothrombin complex concentrate (aPCC) (FEIBA®, Shire) and recombinant activated factor VII (rFVIIa) (NovoSeven®, Novo Nordisk). It is advisable for haemophilia treatment centres to have both
products on hand as some patients may
respond to one better than the other. For
patients with non-severe haemophilia it is
recommended to use desmopressin to help
reduce the chance of inhibitor development.
Prophylaxis with bypassing agents should be
considered in patients with persistent inhibitors where ITI has been unsuccessful.

6 ACCESS TO, AND OPTIMAL PREPARATION FOR, SURGERY
AND OTHER INVASIVE PROCEDURES

Safe and effective surgery is also possible for patients with inhibitors! Surgery may also prove cost-saving in the long
term. The multidisciplinary care team should help the patient to reach a well-informed decision about surgery or
other invasive procedures, as well as provide relevant expertise and consultation. Carefully anticipated logistics, treatment and recovery plans should be developed together with the patient.
Regular dental reviews
To avoid the considerable risks and high costs of dental procedures, regular check-ups and preventive measures are essential. Local fibrin sealants and antifibrinolytic agents are especially helpful in reducing blood
loss during dental surgery.

8 TAILORED PHYSIOTHERAPY CARE AND MONITORING
In patients with inhibitors, assessment and management of bleeds requires a more careful balance of rest and activity
than in those without inhibitors - therefore physiotherapy will often have slower progress. Any physiotherapy should
be flexible and carefully tailored to the individual patient, ensuring haemostatic coverage at all times. For patients
with inhibitors it is essential to have easy access to different musculoskeletal experts, such as occupational therapists, rehabilitation specialists and orthopaedic surgeons, as their needs are more diverse and specific.
Physiotherapist and haematologist should maintain regular contact with each other to align the timing of factor infusions with more advanced exercises.

9 PSYCHOSOCIAL SUPPORT
The treatment and care of haemophilia with inhibitors brings about a major burden for the
patient, as well as for the family and caregivers, and the immediate social network, for example school or work. Relevant support for patients and their families needs to be provided: this
should include psychological support as well as advice on employment and social security
benefits.
If you are a member of the multidisciplinary care team, be proactive and refer your patients to
a social worker or psychologist as you see fit.
If you are a patient or family member - local and national patient organizations are a very good
source of advice and support. Consider joining them!

EARLY RECOGNITION AND
ACCURATE DIAGNOSIS

Inhibitor development in patients with haemophilia B is
often associated with anaphylactic reactions. To determine the risk of inhibitor development in haemophilia B,
DNA analysis is necessary.

5

INHIBITOR ERADICATION BY IMMUNE
TOLERANCE INDUCTION (ITI) THERAPY
Currently the only way to eradicate inhibitors is to expose
patients to frequent high doses of factor concentrate or
Immune Tolerance Induction (ITI). Successful ITI means
that the body’s immune system no longer treats the
treatment product as a threat, thus enabling treatment
with factor concentrates. Approximately 30% of inhibitors
can be eradicated this way. It is usual to start ITI with the
same product as the one that was used when the inhibitor
developed. To ensure the best outcome of ITI, it is important not to interrupt regular infusions. Breakthrough
bleeds should be treated with bypassing agents. ITI is a
demanding, resource-heavy treatment and as such modalities, implications and success rates, as well as the
patient’s suitability, should be discussed before starting.

7 SPECIALIST NURSING CARE
Nurses are the key support figure throughout the inhibitor process, assessing coping abilities and adherence,
gaining insight into the individual needs of each patient
and their family and being their main contact for the multidisciplinary care team. Apart from administering treatment products, they provide training for self-treatment
and the maintenance of safe standards of administration
in order to prevent avoidable risks such as infection. The
development of inhibitors affects the whole family, especially in young children, so additional support is needed
for families.

10 RESEARCH AND INNOVATION
Improvements in clinical outcomes for inhibitor patients will increasingly depend
on future research and innovation. Patients with inhibitors should be
registered with treatment centres where innovations contribute to
research, for example through clinical trials. National patient registries can help to identify eligible patients for relevant clinical trials.
Patient safety is essential in the process of research and innovation adverse events should be reported through the European Haemophilia Safety Surveillance.
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