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Maintenance of
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*From a post-hoc analysis of the FOCUS trial, maintenance of sUA at <6.0mg/dL for 5 years led to overall stabilization of renal function as reflected in mean eGFR and sCr'.
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Abbreviated prescnbmg information of Feburic® film-coated tablets

Version: 005 Pl version: Nov 2018 Composmon Febuxostat Indications: FEBURIC is |nd|caled for lhe treatment of chronic hyperuricaemia in conditions where urate deposition has already occurred (including a history, or presence of, tophus and/or gouty arthritis). FEBURIC 120 mg is also indicated for the prevennon and treatment
of ia in adult patients for to high risk of Tumor Lysis Syndrome (TLS). FEBURIC is indicated in adults. Dosage: Gout 80 mg once daily. TLS 120mg once daily; start 2 days before the beginning of cytotoxic therapy and continue for a minimum of 7 days.
Administration: May be taken by mouth w/o regard to food. indi itivity to the acti Ibs to any of the excipients. Special ings and ions for use: Cardic disorders Treatment of chronic hyperuricaemia Treatment with febuxostat in patients with ischaemic heart disease or congestive
heart failure is not recommended. A numerical greater incidence of |nvest|ga(or reported cardiovascular APTC events (defined endpoints from the Anti-Platelet Tr|a||s1s Collaboration (APTC) including i death, non-fatal ial infarction, non-fatal stroke) was observed in the febuxostat total group compared to the
allopurinol group in the APEX and FACT studies (1.3 vs. 0.3 events per 100 Patient Years (PYs)), but not in the CONFIRMS study. The |nc|denoe of investigator- reponed cardiovascular APTC events in the combined Phase 3 studies (APEX, FACT and CONFIRMS studies) was 0.7 vs. 0.6 events per 100 PYs. In the long-term extension
studies the incidences of investigator-reported APTC events were 1.2 and 0.6 events per 100 PYs for febuxostat and allopurinol, No statisti slgnlf ficant dif were found and no oausal relanonshlp with febuxostat was established. Identified risk factors among these patients were a medical history of atherosclerotic
disease and/or myocardial infarction, or of wngesnve heart failure. Prevention and treatment of hyperuricaemia in patients at risk of TLS Patients for at i iate to high risk of Tumor Lysis Syndrome treated with FEBURIC should be under cardiac monitoring as clinically
appropriate. Medicinal product ivity Rare reports of serious itivity reactions, including life ing Stevens-Johnson Syndrome, Toxic epidermal necrolysis and acute anaphylactic reaction/shock, have been collected in the post-marketing experience. In most cases, these reactions occurred during
the first month of therapy with febuxostat. Some, but not all of these patients reported renal impai and/or previous. itivity to allopurinol. Severe hypersensitivity reachons, including Drug Reaction wnh Eosinophilia and Systemic Symptoms (DRESS) were associated with fever, haematological, renal or hepatic involvement
in some cases. Patients should be advised of the signs and symptoms and monitored closely for symptoms of allergic/hypersensitivity reactions. Febuxostat treatment should be ir stopped if seriou: itivity reactions, including Stevens-Johnson Syndrome, occur since early withdrawal is associated with a better
prognosis. If patient has developed allergic/hypersensitivity reactions including Stevens-Johnson Syndrome and acute anaphylactic reaction/shock, febuxostat must not be re-started in this patient at any time. Acute gouty attacks (gout flare) Febuxostat treatment should not be started until an acute attack of gout has completely subsided.
Gout flares may occur during initiation of treatment due to changing serum uric acid levels resulting in mobilization of urate from tissue deposits. At treatment initiation with febuxostat flare prophylaxis for at least 6 months with an NSAID or colchicine is recommended. If a gout flare occurs during febuxostat treatment, it should not be
discontinued. The gout flare should be managed cancurrently as appmpnale for the individual patient. Continuous treatment with febuxostat decreases frequency and intensity of gout flares. Xanthine deposition In patients in whom the rate of urate formation is greatly increased (e.g. mallgnant disease and its treatment, Lesch-Nyhan
syndrome) the absolute com:snlranon of xanthlne in urine could, in rare cases, rise sufﬁclendy to allow deposition in the urinary tract. Thls has not been observed in the pivotal clinical study with FEBURIC in the Tumor Lysis Syndrome. As lhsre has been no sxpenenca wnh febuxostat, its use in patients with Lesch-Nyhan Syndrome is

not ine Febuxostat use is not in patients i treated with ioprine as inhibition of xanthine oxidase by febuxostat may cause increased plasma of ine that could result in severe toxicity. No interaction studies
have been performed in humans. Where the combination cannot be avoided, a redudlon of the dose of i ioprine is Based on modelllng and slmulallon analysls of data from a pre- -clinical study in rats, when coadmlnlsﬁered wnh febuxostat, the dose of mercaptopurine/azathioprine should be reduced to
the 20% or less of the prevmusly presoﬂbed dose in order to avoid possible effects. The patients should be closely i and the dose of adjusted based on tht ind the onset of eventual toxic effects. Organ transplant recipients
As there has been no experience in organ transplant recipients, the use of febuxostat in such patients is not ine Co- ion of febuxostat 80 mg and theophylline 400 mg slngle dose in healthy subjects showed absence of any pharmacokinetic interaction. Febuxostat 80 mg can be used in patients

concomitantly treated with theophyliine without risk of increasing theophylline plasma levels. No data is available for febuxostat 120 mg. Liver disorders During the combined phase 3 clinical studies, mild liver function test abnormalities were observed in patients treated with febuxostat (5.0%). Liver function test is recommended prior to
the initiation of therapy with febuxostat and periodically thereafter based on clinical judgment. Thyroid disorders Increased TSH values (> 5.5 plU/mL) were observed in patients on long-term treatment with febuxostat (5.5%) in the long term open label extension studies. Caution is required when febuxostat is used in patients with alteration
of thyroid function. Lactose Febuxostat tablets contain lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine. Undesirable effects: Summary of the safety profile The most commonly reported adverse reactions in clinical
trials (4,072 subjects treated at least with a dose from 10 mg to 300 mg) and post-marketing experience in gout patients are gout flares, liver function abnormalities, diarrhoea, nausea, headache, rash and oedema. These adverse reactions were mostly mild or moderate in severity. Rare serious hypersensitivity reactions to febuxostat,
some of which were associated to systemic symptoms, have occurred in the post-marketing experience. List of adverse reactions Common (2 1/100 to < 1/10) uncommon (2 1/1,000 to < 1/100) and rare (2 1/10,000 to < 1/1,000) adverse reactions occurring in patients treated with febuxostat are listed below. The frequencies are based
on studies and post-marketing expenence in gout patients. Within each frequency grouping, adverse reactions are presented i in order of decreaslng senousness Adverse reactions in combined phase 3, long-term extension studies and post- markenng experience in gout patients. Blood and lymphatic system disorders: Rare:

is*. Inmune system di Rare: ic reaction”, drug : Blood lhyrold i ting hormone increased. Eye disorders: Rare: Blurred vision. Metabolism and nutrition disorders: Cnmmon Gnul flares. Uncommon:

Diabetes mellitus, hyperlipidemia, decrease appetite, weight increase. Rare: Weight decrease, increase appsme anorexia. Psychlatru: disorders: Un:nmman Libido decreased, insomnia. Rare: Nervousness. Nervous system disorders: Common: Headache. L : Dizziness, altered
taste, hypoaesthesia, hyposmia. Ear and labyrinth disorders: Rare: Tinnitus. Cardiac di: [ : Atrial fibrillation, i ECG abnormal, left bundle branch block (see section Tumor Lysis Syndrome), sinus tachycardia (see section Tumor Lysis Vascular di L Bl ion, flushing,
hot flush, haemorrhage (see section Tumor Lysis system L : Dyspnoea, bronchitis, upper respiratory tract infection, cough. Gastrolnusllnal disorders: Common: Diarrhoea**, nausea. Uncommon: Abdominal pain, abdominal distension, gastro-oesophageal reflux disease, vomiting, dry
mouth, dyspepsia, constipation, frequent stools, flatulence, intestinal discomfort. Rare: F itis, mouth ulceration. Hepato-biliary disorders: Common: Liver function L : Cholelithiasis. Rare: Hepatitis, jaundice*, liver injury*. Skin and subcutaneous tissue disorders: Common: Rash (including various
types of rash reported with lower frequencies, see below). Uncommon: Dermatitis, urticaria, pruritus, skin discolouration, skin lesion, petechiae, rash macular, rash mawlopapular rash popular Rare: TOXID epidermal neotolysls Stevens-Johnson Syndrome*, angioedema*, drug reaction with eosinophilia and systemic symptoms®*,
generalized rash (serious)*, erythema, exfoliative rash, rash follicular, rash vesicular, rash pusmlar rash pmmlc rash rash il alopeua and tissue : Arthralgia, arthritis, myalgia, musculoskeletal pain, muscle weakness, muscle spasm, muscle
tightness, bursitis. Rare: is*, joint stiffness, stiffness. Renal and urinary L : Renal failure, i ia, pollakiuria, proteinuria. Rare Tubulointerstitial nephritis*, mn:tumlun urgency. Reproductive system and breast disorder: Uncommon: Erectile dysfunction. General
disorders and admmlslrahon site conditions: Common: Oedema. Uncommon: Fallgue. chest pain, chest discomfort. Rare: Thirst. Investigations: Uncommon: Blood amylase increase, platelet count decrease, WBC decrease, lymphocyte count decrease, blood creatine increase, blood creatinine increase, haemoglobin decrease,
blood urea increase, blood ides increase, blood increase, decrease, blood lactate dehydrogenase increased, blood potassium increase. Rare: Blood glucose increase, activated partial thromboplastin time prolonged, red blood cell count decrease, blood alkaline phosphatase increase, blood creatine
phosphokinase increase*. * Adverse reactions coming from post-marketing experience Trealment-emergenl non-infective diarrhoea and abnormal liver function tests in the combined Phase 3 studies are more frequent in patients concomitantly treated with colchicine. *** See full prescnhmg information for incidences of gout flares in
the individual Phase 3 randomized oontrvlled studies. Description of selected adverse reactions Rare serious hypersensitivity reactions to febuxostat, including Stevens-Johnson Syndrome, Toxic epidermal necrolysis and anaphylactic reaction/shock, have occurred in the pos( markenng experience. Stevens-Johnson Syndrome and Toxic

epidermal necrolysis are by ive skin rashes iated wnm bllslers or mucosal lesions and eye irritation. Hypersensitivity reactions to febuxostat can be associated to the following symptoms: skin reactions ised by infiltrated ion, ised or exfoliative rashes, but also skin lesions,
faual oedema, fever, i ities such as ilia, and single or multiple organ involvement (liver and kidney including tubulointerstitial nephritis). Gout flares were commonly observed soon after the start of treatment and during ths frsl mumhs Thereafter, the frequency of gout ﬁare decreases
inafi manner. Gout fl is Tumor. Lﬁls Syndrome Summary of the safety profile In the randomized, double-blind, Phase 3 pivotal FLORENCE (FLO-01) study comparing febuxostat with allopurinol (346 patients and ati

risk of TLS), only 22 (6.4%) patients overall experienced adverse reactions, namely 11 (6.4%) patients in each treatment group. The majority of adverse reactions were either mild or moderate. Overall, the FLORENCE trial did not highlight any particular safety concern in addmon to the previous experience with FEBURIC in gout, wnn
the exception of the following three adverse reactions. Cardiac disorders:Uncommon: Left bundle branch block, sinus tachycardia. Vascular disorders: Uncommon: haemorrhage.
Full prescribing information is available upon request.

FEBURIC®is a registered trademark of Teijin Limited, Tokyo, Japan.

Astellas Pharma Hong Kong Co., Ltd.

Unit 1103-1108, 11/F, Tower 1, Grand Century Place,

193 Prince Edward Road West, Mongkok, Kowloon, Hong Kong
Tel:(852)2377 9801 Fax:(852)2856 1440

renal function.”

FEB-MAD-2401 20-0001



