


Eye disorders
Very rare: Cataract, visual impairmen, maculopathy

Ear and labyrinth disorders

Very rare: Vertigo
Cardiac disorders:
Very rare: Angina pectoris, bradycardia

Vascular disorders
Very rare: Hypertension

Gastrointestinal disorders
Uncommon: Vomiting’, nauseat
Very rare: Haematemesis, steatorrhoea, stomatits, change of bowel habit

Hepatobiiary disorders
Uncommon: Liver function test abnormal®
Rare: Hepatts (including hepatic necrosis and granulomatous hepatiis)?

Skin and subeutaneous tissue disorders

Rash

Stevens-Johnson syndromeltoxic epidermal necrolysis®
Angioedema’, drug eruption, alopecia, hair colour changes

Renal and urinary disorders
3 Haematuria, azotaemia

ngmduclwe system and breast disorders
Very rare: Infertity male, erectile ysfunction, gynaecomastia

General disorders and i
Oedema, malaise, asthenia, pyrexia®

Very rare reports have been received of thrombocytopenia, agranulocytosis and aplastic anaemia, particularly in individuals with impaired renal and/or hepatic function, reinforcing the need for particular care in this group of patients

*A delayed mult-organ hypersensitvty disorder (known as hypersensitvity syndrome or DRESS) with fever, rashes, vascuiits, lymphadenopathy, pseudo lymphoma, arthralgia, leucopenia, eosinophilia, hepato-splenomegaly, abnormeal fiver function tests
and vanishing bl dut syndrame (destuconand dsappeatance o the inahepali e cucs) oouing n vrous cambinatons. Ober rgans may s be afectd (9. v, ungs ey, pancreas, myocard, and olon. f such reacions do
oceur, it may be at any time during treatment, allopurinol should be withdrawn immediately and permanently. Rechallenge should not be undertaken in paents with 10 SISITEN. may be beneficial in overcoming
hypersensitiviy skin reactions. When generalised reactions d, renal andlor has usually been present particularly when the outcome has besn!atal

has been described very rarely following biopsy of a generalised lymphadenopathy. It appears to be reversible on withdrawal of allopurinol.
“In early ciinical studies, nausea and vomiting were reported. Further reports suggest that this reaction is not a significant problem and can be avoided by taking allopurinol after meals.
*Hepatic dysfunction has been reported without overt evidence of more generalised hypersensitiviy.
sSkin reactions are the most common reactions and may occur at any time during treatment, They may be pruritc, maculopapular, sometimes scaly, sometimes purpuric and rarely exfoliative, such as Stevens-Johnson syndrome and toxic epidermal
necrolysis (SJSITEN). Allopurinol should be withdrawn IMMEDIATELY should such reactions occur. The highest isk for SJS and TEN, or other serious hypersensitvity reactions,is ithin the first weeks of treatment. The best results in managing such
reactions come from early diagnosis and immediate discontinuation of any suspect medicinal product. Afte recovery from mild reactions, allopurinol may, if desired, b re-introduced at a small dose (e.g. 50 mg/day) and gradually increased. The:
HLA-B"5801 allele has been shown o be associated with the risk of developing allopurinol-related hypersensitivity syndrome and SUSITEN. The use of genotyping as a screening tool to make decisions about treatment with allopurinol has not been
estabiished. If the rash reoccurs, allopurinol should be PERMANENTLY withdrawn as more severe hypersensitvty reactions may occur (see Immune system disorders). If SISITEN, or other serious hypersensitivity reactions cannot be ruled out, DO NOT
re-introduce allopurinol due to the potentialfor a severe or even fatal reaction. The clinical diagnosis of SJSITEN, or other serious hypersensitivity reactions remain the basis for decision making
"Angioederna has been reported to occur with and without signs and symptoms of a more generalised allopurinol hypersensitvity reaction.

*Fever has been reported to occur with and without signs and symptoms of a more g allopurinol reaction (see Immune system disorders).

Overdose

Symptoms and signs

Ingestion of up to 22.5 g allopurinol without adverse effect has been reported. Symptoms and signs including nausea, vomiting, diarrhoea and dizziness have been reported in  patient who ingested 20 g allopurinol. Recovery followed general supportive
measures.

Management
Massive absorption of allopurinol may lead to considerable inhibiton of xanthine oxidase activty, which should have no untoward effects unless aftecting concomitant medication especially with 6-mercaptopurine andor azathioprine.
Adequate hydration to maintain optimum diuress faciltates excretion of allopurinol and ts metabolies. If considered necessary haemodialysis may be used.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Antigout preparations, preparations inhibiting uric acid production
ATC code: MO4AAD1

Alopurinol is a xanthine oxidase inhibitor. Allopurinol and ts main metabolite oxipurinol lower the level of uric acid in plastia and urine by infibition of xanthine oxidase, the enzyme catalysing the oxidation of hypoxanthine to xanthine and xanthine to uric
acid.

In addiion to the inhibiton of p bolism in some but not all patients, de novo purine biosynthesis is depressed via feedback inhibition of g

Other metabolites of allopurinol include allopurinol-riboside and oxipurinol-7 riboside.

Pharmacokinetic properties
Absorption
Alopurinol s active when given oraly and is rapidly absorbed from the upper gastrointestinal tract. Studies have detected allopurinol in the blood 30-60 minutes after dosing. Estimates of bioavailabilty vary from 67% to 90%. Peak plasa levels of
allopurinol generally occur approximately 1.5 hours after oral administration of allopurinol, but fal rapidly and are barely detectable after 6 hours. Peak levels of oxipurinol generally occur after 3-5 hours ater oral administration of allopurinol and are
much more sustained.

Distribution
Alopurinol s negligibly bound by plasma proteins and therefore variations in protein binding are not thought to significantly alter clearance. The apparent volume of distribution of allopurinol is approximately 1.6 Likg which suggests relatively extensive
uptake by tissues. Tissue concentrations of allopurinol have not been reported in humans, but it likely that allopurinol and oxipurinol will be present in the highest concentrations in the liver and intestinal mucosa where xanthine oxidase activity

is high.

Biotransformation
Approximately 20% of the ingested allopurinol is excreted in the faeces. Elimination of allopurinol is mainly by metaboi o oxipurinol by xanthine oxidase and , with less than 10% of the unchanged active substance
excreted in the urine. Alopurinol has a plasma half-ife of about 1o 2 hours,

Oxipurinol i a less potent inhibitor of xanthine oxidase than allopurinol, but the plasma haff-lfe of oxipurinol is far more prolonged. Estimates range from 13 to 30 hours in man. Therefore effective inhibition of xanthine oxidase is maintained over a
24-hour period with a single daily dose of allopurinol.

Patients with normal renal function will gradually accumulate oxipurinol until a steady-state plasma oxipurinol concentration is reached. Such patients, taking 300 mg of allopurinol per day will generally have plasma oxipurinol concenrations
of 5-10 mglL.

Elimination
Oxipurinol i eliminated unchanged in the urine but has a long elimination haff-Ife because it undergoes tubular reabsorption. Reported values for the elimination haif-ife range from 13.6 hours to 29 hours. The large discrepancies in these values may
be accounted for by variations in study design andor creatinine clearance in the patients.

Pharmacokinetics in renal impairment
Alopurinoland oxpurnol D\earance is greatly reduoed in patients with poor renal function resulting in higher plasma levels in chronic therapy. Patients with renal impairment, where creatinine clearance values were between 10 and 20 mLimin, showed
mglL after prolonged treatment with 300 mg allopurinol per day. This s approximtely the concentration which would be achieved by doses of 600 mg/day in those with normal renal function.
Areduction i the alopurinol dose s rrelors requwed in patients with renal impairment

Pharmacokinetics in elderly
The kinetics of the active substance are not likely to be altered other than due to deterioration in renal function (see Pharmacokinetics in renal impairment).

Preclinical safety data

Teratogenicity

One study in mice receiving intraperitoneal doses of 50 or 100 mglkg on days 10 or 13 of gestation resulted in foetal abnormalites, however in a similar study in rats at 120 mglkg on day 12 of gestation no abnormalities were observed. Extensive
studies of high oral doses of allopurinolin mice up to 100 mg/kg/day, rats up to 200 mglkgiday and rabits up to 150 mglkg/day during days 8 to 16 of gestation produced o teratogenic effects.

An in vitro study using foetal mouse salivary glands in culture to detect embryotoxicity indicated that allopurinol would not be expected to cause embryotoxicity without also causing maternal toxicty.
In animal experiments, long-term application of high doses of alopurinol resulted in formation of xanthin precipitates (urolithiasis), which led to morphological changes in uriniferous organs.

There are no additional non-clinical data considered relevant to ciinical safety beyond those included in other sections of this package insert.

PHARMACEUTICAL PARTICULARS

INCOMPATIBILITIES

Not applicable.

STORAGE
Store at temperatures not exceeding 25C.

CAUTION
Foods, Drugs, Devices, and Cosmetics Act prohibits dispensing without prescription.

ADVERSE DRUG REACTION REPORTING STATEMENT
For suspected adverse drug reaction, seek medical attention immediately and  report to the FDA: www.fda gov.ph AND RiteMED at (+632) 726-0835 or com.ph. By reporting undesirable effects, you can help provide more
information on the safety of this medcine.

AVAILABILITY
Allopurinol 100mg: Alu-Clear PP Blister Pack x 10's (Box of 100's)
Allopurinol 300mg: Alu-Clear PP Blister Pack x 10's (Box of 100's)

DATE OF FIRST AUTHORIZATION
Alopurinol 100mg: Nov 2013 (DRP-2450-01)
Alopurinol 300mg: Sep 2013 (DRP-2451-01)
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July 2018
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