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Summary of the risk management plan (RMP) for Rixubis 
(nonacog gamma) 
 

This is a summary of the risk management plan (RMP) for Rixubis, which details the measures to be 
taken in order to ensure that Rixubis is used as safely as possible. For more information on RMP 
summaries, see here. 

This RMP summary should be read in conjunction with the EPAR summary and the product information 
for Rixubis, which can be found on Rixubis’s EPAR page. 

Overview of disease epidemiology 

Rixubis is a medicine that is used for the treatment and prevention of bleeding in patients with 
haemophilia B, a rare inherited bleeding disorder that occurs mainly in males. Patients with 
haemophilia B do not produce enough factor IX, a protein needed for the blood to clot properly. This 
results in blood clotting problems, such as painful bleeding in the joints, muscles or internal organs.  

Worldwide, haemophilia B is estimated to affect approximately 3 to 4 people per 100,000 male births. 
Globally 26,000 people, including approximately 6,000 in Europe are currently diagnosed with 
haemophilia B. Risk factors for haemophilia B include a family history of bleeding and male gender. 

Summary of treatment benefits 

Rixubis contains the active substance nonacog gamma which is a version of factor IX that helps to 
replace the missing blood factor and enable the blood to clot properly. 

The benefits of Rixubis in treating and preventing bleeding episodes have been shown in three main 
studies involving patients with severe or moderately severe haemophilia B. None of the studies 
compared Rixubis directly to another medicine. Effectiveness in stopping bleeding was measured on a 
standard scale in which ‘excellent’ meant complete relief of pain and no signs of bleeding after a single 
dose of the medicine, and ‘good’ meant relief of pain and signs of improvement with a single dose, 
although further doses might be needed for complete resolution. 

In the first study, involving 73 patients aged 12 to 59 years, 249 bleeding episodes were treated with 
Rixubis. The effect of treatment in stopping bleeding episodes was rated excellent in 41% of cases and 
good in a further 55%. With respect to prevention of bleeding, the average bleeding rate during 
treatment was 4.26 bleeds a year, compared with an average of about 17 per year before enrolment. 
A second study involved 23 children aged from just under 2 to nearly 12 years of age, who 
experienced 26 bleeding episodes during the study: treatment of bleeding episodes was rated as 
excellent in 50% of cases and good in another 46%, and the average bleeding rate was reduced from 
6.8 to 2.7 bleeds per year. In a third study, Rixubis was given to 14 patients undergoing surgery; 
treatment with Rixubis kept blood loss during the surgery to levels expected in patients without 
haemophilia B. 
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Unknowns relating to treatment benefits 

Clinical studies did not include patients aged 65 years and older, nor previously untreated patients. It 
is not known whether these patients would respond differently to Rixubis than other patients. There is 
no information on the effects of Rixubis on fertility or on the safety and effectiveness of immune 
tolerance induction (giving repeated doses to gradually train the body to recognise the medicine when 
the patient has developed inhibitors, antibodies that reduce the effect of the active substance). In 
clinical studies, Rixubis was given as an injection into a vein; there are no data on the use of Rixubis 
via continuous infusion (drip) into a vein.  

Summary of safety concerns 

Important identified risks 

Risk What is known Preventability 

Allergic 
(hypersensitivity) 
reactions to nonacog 
gamma or any of the 
other ingredients of 
the medicine 
(including allergy to 
hamster protein) 

As with any protein product 
given into a vein, potentially 
life-threatening reactions 
(anaphylaxis) and other allergic 
reactions (hypersensitivity) can 
occur. Patients who have 
developed antibodies (inhibitors) 
that reduce the effectiveness of 
factor IX products may be at an 
increased risk of anaphylaxis 
with subsequent exposure to 
factor IX, including the nonacog 
gamma in Rixubis.  

 

Rixubis must not be used in patients who 
are allergic to any of the ingredients of the 
medicine, nor in those who are allergic to 
hamster proteins. Patients should tell their 
doctor if they have a history of such 
reactions.  

Patients or their carers should stop the 
injection and contact their doctor 
immediately or seek emergency medical 
care if they experience early signs of 
allergic reactions like hives, rash, 
tightness of the chest, wheezing, low 
blood pressure or anaphylaxis (severe 
allergic reaction that can cause difficulty in 
swallowing and/or breathing, red or 
swollen face and/or hands). The doctor 
may need to give prompt treatment for 
these reactions. The doctor may also carry 
out a blood test to check for the 
development of antibodies that reduce the 
effectiveness of the medicine, as allergies 
may also develop together with such 
antibodies.  

 

Important potential risks 

Risk What is known  

Antibodies against factor IX which 
may reduce the effectiveness of 
Rixubis  

(Inhibitor formation) 

Patients using other factor IX products have developed antibodies 
against factor IX that reduce its effectiveness, so this is a 
potential risk with Rixubis. The risk for developing antibodies is 
highest in patients who have not been treated with a factor IX 
product before, and in the early phases of treatment, so it is most 
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Risk What is known  

likely to occur in young children. 

Patients or their carers should talk to the doctor immediately if 
bleeding does not stop as expected. The doctor will carry out a 
blood test to check if antibodies have developed against Rixubis. 

Bleeding that is not prevented or 
controlled with Rixubis 

(Lack of effect) 

Patients who find that they need increasing amounts of Rixubis in 
order to control a bleed should contact their doctor immediately; 
the patient’s blood should be checked for antibodies to factor IX. 

Problems due to blockage of blood 
vessels by blood clots 

(Thromboembolic events (e.g., 
DIC and fibrinolysis)) 

Problems from exaggerated blood clotting (thromboembolic 
episodes) may occur with factor IX products. These include heart 
attacks, blood clots in the veins or lung, and disseminated 
intravascular coagulation (DIC, a blood clotting disorder due to a 
disturbed balance between the consumption and production of 
blood platelets and blood clotting factors). 

Kidney damage that occurs as a 
result of immune tolerance 
induction therapy in patients that 
have developed antibodies to 
factor IX 

(Nephrotic syndrome following 
attempted immune tolerance 
induction in haemophilia B 
patients with factor IX inhibitors 
and a history of allergic reactions) 

Nephrotic syndrome (a kidney disorder leading to high levels of 
protein passing from blood into the urine) has been reported 
following the administration of high doses of factor IX for immune 
tolerance induction in haemophilia B patients with factor IX 
antibodies. 

 

Missing information 

Risk What is known  

No clinical data on the use of 
Rixubis for immune tolerance 
induction 

The safety and efficacy of using Rixubis for immune tolerance 
induction has not been established. Rixubis should not be used for 
immune tolerance induction. 

No clinical data on the use of 
Rixubis in elderly patients 

Clinical studies with Rixubis did not include patients 65 years and 
older. It is not known whether patients 65 years and older would 
respond differently than younger patients.  

No data on the use of Rixubis for 
continuous infusion (drip)  

Rixubis should not be given as a continuous infusion. Each dose of 
Rixubis should be given as a single injection (bolus) at a rate 
determined by the patient’s comfort level, but it should not 
exceed 10 ml per minute.  

The effects of Rixubis on male 
fertility have not been established 
in  studies  

Rixubis is primarily used in male patients. There is no information 
on the effects of Rixubis on male fertility. 

No clinical data on the use of Clinical studies with Rixubis did not include previously untreated 
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Risk What is known  

Rixubis in previously untreated 
patients  

patients.  

As the risk for developing antibodies and allergic reactions is 
highest in patients who have not been treated with a factor IX 
medicine before and in the early phases of treatment, young 
children are most likely to be affected. 

No clinical data on the use of 
Rixubis in patients with severe 
chronic liver disease 

 

Clinical studies did not include patients with severe chronic liver 
disease. 

The safety and efficacy in patients with severe chronic liver 
disease are not known. 

No clinical data on the extent to 
which clotting factors can be 
affected by chemicals used in 
clotting evaluation tests 

(Lack of data regarding the 
degree to which factor IX levels 
can be affected by the aPTT 
reagent in aPTT potency assay) 

Clinical studies did not assess how clotting evaluation assays 
examining factor IX levels can be affected by the different 
chemicals used. 

 

Summary of risk minimisation measures by safety concern 

All medicines have a summary of product characteristics (SmPC) which provides physicians, 
pharmacists and other healthcare professionals with details on how to use the medicine, and also 
describes the risks and recommendations for minimising them. Information for patients is available in 
lay language in the package leaflet. The measures listed in these documents are known as ‘routine risk 
minimisation measures’. 

The SmPC and the package leaflet are part of the medicine’s product information. The product 
information for Rixubis can be found on Rixubis’s EPAR page. 

This medicine has no additional risk minimisation measures. 

Post-authorisation development plan 

Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

Status  Planned date for 
submission of 
(interim and) 
final results  

Study 251001: 
BAX 326 
(recombinant 
factor IX): 
Evaluation of 
Safety, 
Immunogenicity, 
and Hemostatic 

Gain further 
information on the 
immunogenicity of 
Rixubis and 
monitor for any 
potential safety-
related issues. 

Inhibitor 
formation. 

Hypersensitivity 
reactions. 

Thromboembolic 
events. 

Ongoing. 

 

Final report:  
Approx. Q2 2016 
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Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

Status  Planned date for 
submission of 
(interim and) 
final results  

Efficacy in 
Previously Treated 
Patients with 
Severe (FIX level 
< 1%) or 
Moderately Severe 
(FIX level ≤ 2%) 
Haemophilia B – A 
Continuation 
Study.  

Gain further 
information on the 
frequency and 
severity of 
hypersensitivity 
(allergic) 
reactions, 
including 
anaphylaxis 
/antibodies to 
hamster proteins, 
with use of 
Rixubis and 
monitor for any 
potential safety-
related issues. 

Gain further 
information on the 
frequency and 
severity of 
thromboembolic 
events with use of 
Rixubis and 
monitor for any 
potential safety-
related issues. 

Study 251002:  
BAX 326 
(recombinant 
factor IX):  A 
phase 3 
prospective, 
multicenter study 
evaluating efficacy 
and safety in 
previously treated 
patients with 
severe (FIX level 
< 1%) or 
moderately severe 
(FIX level ≤ 2%) 
Haemophilia B 
undergoing 
surgical or other 

Gain further 
information on the 
immunogenicity of 
Rixubis and 
monitor for any 
potential safety-
related issues. 

Gain further 
information on the 
frequency and 
severity of 
hypersensitivity 
(allergic) 
reactions, 
including 
anaphylaxis 
/antibodies to 

Inhibitor 
formation. 

Hypersensitivity 
reactions. 

Thromboembolic 
events. 

Completed. Final report:  Q4 
2014 
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Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

Status  Planned date for 
submission of 
(interim and) 
final results  

invasive 
procedures.  

hamster proteins, 
with use of 
Rixubis and 
monitor for any 
potential safety-
related issues. 

Gain further 
information on the 
frequency and 
severity of 
thromboembolic 
events with use of 
Rixubis and 
monitor for any 
potential safety-
related issues. 

Participation in 
registries (e.g., 
European 
Haemophilia 
Safety 
Surveillance 
(EUHASS and 
PedNet registry) 
and review of the 
data provided by 
the registries  

Evaluation of 
possible safety 
signals 

No clinical data on 
the use of Rixubis 
in previously 
untreated patients 

No clinical data on 
the use of Rixubis 
in patients with 
severe chronic 
hepatic disease 

 

Will start upon 
launch of Rixubis 
in the EU 

Not applicable- 
data from 
registries will be 
reviewed on an 
ongoing basis as 
part of regular 
safety monitoring. 

 

Studies which are a condition of the marketing authorisation 

There are no studies that are conditions of the marketing 
authorisation.Summary of changes to the risk management plan over time 

Not applicable. 

 

This summary was last updated in 11-2014. 
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