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Management of patients with signs and symptoms of primary or secondary gout
(acute attacks, tophi, joint destruction, uric acid lithiasis and/or nephropathy).
Management of patients with leukemia, lymphoma, and malignancies who are
receiving cancer therapy which causes elevations of serum and urinary uric acid
levels.

Management of patients with recurrent calcium oxalate calculi whose daily uric
acid excretion exceeds 800 mg/day in male patients and 750 mg/day in female
patients.

Therapy in such patients should be carefully assessed initially and reassessed
periodically to determine in each case that treatment is beneficial and that the
benefits outweigh the risks.
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4. CLINICAL PARTICULARS
4.4 Special warnings and precautions for use

HLA-B*5801 allele




The HLA-B*5801 allele has been shown to be associated with the risk of
developing allopurinol related hypersensitivity syndrome and SJS/TEN. The
frequency of the HLA-B*5801 allele varies widely between ethnic populations: up
to 20% in Han Chinese population, 8-15% in the Thai, about 12% in the Korean
population and 1-2% in individuals of Japanese or European origin. Screening for
HLA-B*5801 should be considered before starting treatment with allopurinol in
patient subgroups where the prevalence of this allele is known to be high.
Chronic kidney disease may increase the risk in these patients additionally. In
case that no HLA-B*5801 genotyping is available for patients with Han Chinese,
Thai or Korean descent the benefits should be thoroughly assessed and
considered outweigh the possible higher rlsks before starting therapy The use of
genotyping

allepurinel-has not been established in other patient populations. If the patient is
a known carrier of HLA-B*5801 (especially in those who are from Han Chinese,
Thai or Korean descent), allopurinol should not be started unless there are no
other reasonable therapeutic options and the-use-ef-allopurinelmay-be
considered- the benefits are thought to exceed risks. Extra vigilance for signs of
hypersensitivity syndrome or SJS/TEN is required and the patient should be
informed of the need to stop treatment immediately at the first appearance of
symptoms.

SJS/TEN can still occur in patients who are found to be negative for HLA-B*5801
irrespective of their ethnic origin.

Thyroid disorders

Increased TSH values (>5.5 plU/mL) were observed in patients on long-term
treatment with allopurinol (5.8%) in a long term open label extension study.
Caution is required when allopurinol is used in patients with alteration of thyroid
function.

Lactose

Alloril tablets contain lactose. Patients with rare hereditary problems of galactose
intolerance, the-Lapp total lactase deficiency or glucose-galactose malabsorption
should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Cytostatics
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With administration of allopurinol and cytostatics (e.g. cyclophosphamide,
doxorubicin, bleomycin, procarbazine, alkyl halogenides), blood dyscrasias occur
more frequently than when these active substances are administered alone.

Blood count monitoring should therefore be performed at regular intervals.

Aluminium hydroxide

If aluminium hydroxide is taken concomitantly, allopurinol may have an
attenuated effect. There should be an interval of at least 3 hours between taking
both medicines.

4.6 Fertility, pregnancy and lactation

Breast-feeding

Repeorts-indicate-that Allopurinol and its metabolite oxipurinol are excreted in the
human breast milk. Concentrations of 1.4 mg/litre allopurinol and 53.7 mg/litre
oxipurinol have been demonstrated in breast milk from a woman taking
allopurinol 300 mg/day. However, there are no data concerning the effects of
allopurinol or its metabolites on the breast-fed baby. Allopurinol during
breastfeeding is not recommended.

4.8 Undesirable effects

Investigations Common Blood thyroid stimulating hormone increased®

® The occurrence of increased thyroid stimulating hormone (TSH) in the relevant
studies did not report any impact on free T4 levels or had TSH levels indicative of
subclinical hypothyroidism.
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