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VI.2 Elements for a Public Summary 

VI.2.1 Overview of disease epidemiology

Gout is the most common cause of inflammatory arthritis worldwide. In the United Kingdom (UK), 
epidemiological studies in general practice have shown the prevalence of gout per 1000 to have been steadily 
increasing from 2.6 in 1975, 3.4 in 1987, to 9.5 in 1993. More recent work has shown that incidence and 
prevalence were both significantly higher in 2012 than 1997, with a 63.9% increase in prevalence and 29.6% 
increase in incidence over this period. It is found predominantly in middle-aged-to-elderly men 

VI.2.2 Summary of treatment benefits 

Febuxostat was more effective than allopurinol and placebo in treating hyperuricaemia by reducing blood uric 
acid levels. In the first study, 48% of the patients taking 80 mg Febuxostat once a day (126 out of 262) and
65% of the patients taking 120 mg once a day (175 out of 269) had levels of uric acid below 6 mg/dl in the 
final three measurements. This was compared with 22% of the patients taking allopurinol (60 out of 268) and 
none of the 134 patients taking placebo. Similar results were seen in the second study after a year. 

In patients with blood cancer who were undergoing chemotherapy, Febuxostat was as effective as allopurinol 
in controlling blood levels of uric acid: in 98.3 % of patients (170 out of 173) on Febuxostat blood levels of 
uric acid normalised compared with 96 % (166 out of 173) of patients on allopurinol.

VI.2.3 Unknowns relating to treatment benefits
The safety and efficacy of Febuxostat in children aged below the age of 18 years have not been established.

In addition the efficacy and safety of febuxostat has not been established in patients with acute severe Tumor 
Lysis Syndrome, e.g. in patients who failed on other urate lowering therapies.

It has to be noted though, that in a submitted study, patients with only certain types of blood cancer (chronic 
lymphocytic leukaemia (CLL), acute leukaemia (AL) and Lymphoma) were included. Therefore no data is 
available regarding other medicinal products used in blood cancer other than those involved in the study and 
possible interactions of these with Febuxostat, with the risk of having an impact on its efficacy, cannot be 
excluded at this point.

In patients in whom urate formation is greatly increased (e.g. cancer and its treatment, juvenile gout)
febuxostat concentration in urine could, in rare cases, increase sufficiently to allow deposition in the urinary 
tract. As there has been no experience with febuxostat, its use in these populations is not recommended.
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therapy of 
haematological 
malignancies (TLS 
specific)

of Tumor Lysis Syndrome was evaluated in the FLORENCE (FLO-
01) study. Febuxostat showed a superior and faster urate lowering 
activity compared to allopurinol.
In the FLORENCE study febuxostat demonstrated a superior control 
of serum uric acid level compared to allopurinol in patients scheduled 
to receive the latter medicine. No data comparing febuxostat with 
rasburicase are currently available.
The efficacy and safety of febuxostat has not been established in 
patients with acute severe TLS, e.g. in patients who failed on other 
urate lowering therapies.

Limited experience in 
severe renal impairment

The efficacy and safety have not been fully evaluated in patients with 
severe renal impairment (creatinine clearance < 30 mL/min.

Limited experience in 
moderate hepatic 
impairment

Following multiple doses of 80 mg of febuxostat in patients with mild 
(Child-Pugh Class A) or moderate (Child-Pugh Class B) hepatic 
impairment, the Cmax and AUC of febuxostat and its metabolites did 
not change significantly compared to subjects with normal hepatic 
function.  Following multiple oral doses of febuxostat, the Cmax and 
AUC were 24 % and 12 % higher in females than in males, 
respectively. However, weight-corrected Cmax and AUC were similar 
between the genders. No dose adjustment is needed based on gender.

VI.2.5 Summary of risk minimisation measures by safety concern

All medicines have a Summary of Product Characteristics (SmPC) which provides physicians, pharmacists and 
other health care professionals with details on how to use the medicine, the risks and recommendations for 
minimising them. An abbreviated version of this in lay language is provided in the form of the package leaflet 
(PIL). The measures in these documents are known as routine risk minimisation measures. 

This medicine has no additional risk minimisation measures.

VI.2.6 Planned post authorisation development plan
Not applicable

VI.2.7 Summary of changes to the risk management plan over time

Version Date Safety concerns Change

1.0 18.05.2017 Important identified risks
Medicinal product allergy / hypersensitivity
Rhabdomyolysis
Drug-drug interaction with azathioprine or 
mercaptopurine

Important potential risks
Cardiovascular events
Hepatic events
Renal events

Initial version
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Neuropsychiatric events
Haematological events
Thyroid events
Off label use in the paediatric population 
(TLS specific)

Missing information
Subjects in whom the rate of serum urate 
formation is greatly increased (eg, malignant 
disease and its treatment, Lesch-Nyhan 
syndrome)
Organ transplantation
Severe hepatic impairment
Pregnancy and lactation
Limited experience in: female patients, 
severe renal impairment, moderate hepatic 
impairment
Interaction with standard therapy of 
haematological malignancies (TLS specific)

1.0 30.03.2018 Important identified risks
Serious skin / hypersensitivity reactions
Rhabdomyolysis
Drug-drug interaction with azathioprine or 
mercaptopurine

Important potential risks
Cardiovascular events
Hepatic events
Renal events
Neuropsychiatric events
Haematological / bleeding events
Thyroid events
Off label use in the paediatric population 
(TLS specific)

Missing information
No experience in:

Children and adolescents
Subjects in whom the rate of serum urate 
formation is greatly increased (eg, malignant 
disease and its treatment, Lesch-Nyhan 
syndrome)
Organ transplantation
Severe hepatic impairment
Pregnancy and lactation
Off label use in patients with solid tumours 
(TLS specific)

Day 70 and 
day 106 responses.
Follow up form co
nstruction



[FEBUXOSTAT] 80mg, 120mg film – coated tablet Version [FEBUXOSTAT] -v1-130718

Revision Date:13072018
Risk management Plan

Interaction with standard therapy of 
haematological malignancies (TLS specific)

Limited experience:

Severe renal impairment
Moderate hepatic impairment

1.0 13.07.2018 Follow up form co
ncerning hepatic a
dverse events is inc
luded and PIL_Sm
PC update


