


are at risk for severe drug-induced liver injury and should not be restarted on febuxostat.
For patients with lesser elevations of serum ALT or bilirubin and with an alternate
probable cause, treatment with febuxostat can be used with caution.

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 altered of thyroid function.

Effects on ablllly to drive and use machines
Somnol di paraesthesia and blurred vision have been reported with the use of

USE IN SPECIAL POPULATIONS

Pregnancy

US FDA Pregnancy Category C. There are no adequate and well-controlled studies in
pregnant women. Febuxostat should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Nursing mother
Febuxostat is excreted in the milk of rats. It is not known whether this drug is excreted in
human milk. Because many drugs are excreted in human milk, caution should be

Febuxostat. Patients should exercise caution before driving, using 1 or
participating in dangerous activities until they are reasonably certain that Febuxostat does

not adversely affect performance.

ADVERSE REACTIONS

Blood and lymphatic system disorders

Rare: Pancytopenia, thrombocytopenia

Immune system disorders

Rare: Anaphylactic reaction*, drug hypersensitivity*

Endocrine disorders

Uncommon: Blood thyroid stimulating hormone increased

Eye disorders

Rare: Blurred vision

Metabolism and nutrition disorders

Common: Gout flares

Uncommon: Diabetes mellitus, hyperlipidemia, decrease appetite, weight increase
Rare: Weight decrease, increase appetite, anorexia

Psychiatric disorders

Uncommon: Libido decreased, insomnia

Rare: Nervousness

Nervous system disorders
Common: Headache

Ui Dizzi I
hypoaesthesia, hyposmia
Ear and labyrinth disorders
Rare: Tinnitus

Cardiac disorders
Uncommon: Atrial fibrillation, palpitations, ECG abnormal, left bundle branch

block, sinus tachycardia

Vascular disorders

Uncommon: Hypertension, flushing, hot flush, hemorrhage

Respiratory system disorders

Uncommon: Dyspnea, bronchitis, upper respiratory tract infection, cough
Gastrointestinal disorders

Common: Diarrhea**, nausea

Uncommon: Abdominal pain, abdominal distension, gastro-oesophageal reflux

disease, vomiting, dry mouth, dyspepsia, constipation, frequent stools, flatulence,
gastrointestinal discomfort

Rare: Pancreatitis, mouth ulceration

Hepato-biliary disorders

Common: Liver function abnormalities**

Uncommon: Cholelithiasis

Rare: Hepatitis, jaundice*, liver injury*

Skin and subcutaneous tissue disorders

Common: Rash

Uncommon: Dermatitis, urticarial, pruritus, skin discoloration, skin lesion, petechiae,
rash macular, rash maculopapular, rash papular

Rare: Toxic epidermal necrolysis*, Stevens - Johnson syndrome*, angioedema*, drug
reaction with eosinophilia and systemic symptoms*, generalized rash (serious)*,
erythema, exfoliative rash, rash follicular, rash vesicular, rash pustular, rash pruritic, rash
crythcmatous rash morbllhfom alopecia, hyperhidrosis

M losk 1 and ive tissue disorders

Uncommon: Arthralgia, arthritis, myalgia, musculoskeletal pain, muscle weakness,
muscle spasm, muscle tightness, bursitis

Rare: Rhabdomyolysis*, joint stiffness, musculoskeletal stiffness

Renal and urinary disorders

Uncommon: Renal failure, nephrolithiasis, hematuria, pollakiuria, proteinuria

Rare: Tubulointerstitial nephritis*, micturition urgency

Reproductive system and breast disorder

Uncommon: Erectile dysfunction

General disorders and administration site conditions

Common: Ocdema

Uncommon: Fatigue, 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,
hemoglobin decrease, blood urea increase, blood triglycerides increase, blood cholesterol
increase, haematocritic decrease, blood lactate dehydrogenase increased, blood potassium
increase.

Rare: Blood glucose increased, activated partial thromboplastin time prolonged, red blood
cell count decrease, blood alkaline phosphatase increase.

* Adverse reactions coming from post-marketing experience

** Treatment-emergent non-infective diarrhea and abnormal liver function tests in the
combined Phase 3 studies are more frequent in patients concomitantly treated with
colchicine.

hemiparesis, somnolence, altered taste,

DRUG INTERACTIONS

Xanthine oxidase substrate drugs

Drugs metabolized by XO (i.e. mercaptopurine and azathioprine) are contraindicated with
Febuxostat. Inhibition of XO by Febuxostat may cause increased plasma concentrations
of these drugs leading to toxicity and hematological adverse effects.

Febuxostat does alter the metabolism of theophylline (a substrate of Xanthine oxidase) in
humans. Co-administration of febuxostat 80 mg QD with theophylline 400 mg single dose
has no effect on the pharmacokinetics or safety of theophylline. Therefore, no special
caution is advised when febuxostat 80 mg and theophylline are given concomitantly.

Naproxen and other inhibitors of glucuronidation

Febuxostat metabolism depends on Uridine Glucuronosyl Transferase (UGT) enzymes.
Drugs that inhibit glucuronidation, such as NSAIDs and probenecid, could in theory
affect the elimination of febuxostat. In healthy subjects concomitant use of febuxostat and
naproxen 250mg twice daily was associated with an increase in febuxostat exposure
(Cmax 28%, AUC 41% and t1/2 26%). In clinical studies the use of naproxen or other
NSAIDs/COX-2 inhibitors was not related to any clinically significant increase in adverse
events. Febuxostat can be co-administered with naproxen with no dose adjustment of
febuxostat or naproxen being necessary.

Inducers of glucuronidation

Potent inducers of UGT enzymes might possibly lead to increased metabolism and
decreased efficacy of febuxostat. Monitoring of serum uric acid is therefore recommend-
ed 1-2 weeks after start of treatment with a potent inducer of glucuronidation. Conversely,
cessation of treatment of an inducer might lead to increased plasma levels of febuxostat.

Antacids

Concomitant ingestion of an antacid containing magnesium hydroxide and aluminium
hydroxide has been shown to delay absorption of febuxostat (approximately 1 hour) and
to cause a 32% decrease in Cmax, but no significant change in AUC was observed.
Therefore, febuxostat may be taken without regard to antacid use.

exercised when Fet is ed to a nursing woman.

Pediatrics
Safety and efficacy not established.

Elderly

No dose adjustment is necessary in elderly patients. The Cmax and AUC24 of febuxostat
following multiple oral doses of febuxostat in geriatric subjects (=65 years) were similar
to those in younger subjects (18 to 40 years).

Renal impairment

No dose adjustment is necessary in patients with mild or moderate renal impairment (Cler
30 to 89 mL/min). The recommended starting dose of febuxostat is 40 mg once daily. For
patients who do not achieve a sUA less than 6 mg/dL after two weeks with 40 mg, 80 mg
is recommended. There are insufficient data in patients with severe renal impairment
(Cler less than 30 mL/min); therefore, caution should be exercised in these patients.

Hepatic impairment

No dose adjustment is necessary in patients with mild or moderate hepatic impairment
(Child-Pugh Class A or B). No studies have been conducted in patients with severe
hepatic impairment (Child-Pugh Class C); therefore, caution should be exercised in these
patients. In all categories of liver impairment it is advisable not to use more than 80 mg
daily of Febuxostat.

OVER DOSAGE

Febuxostat was studied in healthy subjects in doses up to 300 mg daily for seven days
without evidence of dose-limiting toxicities. No overdose of Febuxostat was reported in
clinical studies. Patients should be managed by symptomatic and supportive care in case
of an overdose.

PRESENTATION
Gouric® 40mg Tablet
Pack of 20 Tablets
Gouric® 80mg Tablet
Pack of 20 Tablets

INSTRUCTIONS

As advised by the physician.

Keep all medicines out of the reach of children.

To be sold on the prescription of a registered medical practitioner only.
Protect from light, heat and moisture.

Store below 30°C.

For suspected adverse drug reaction, email at

reports@pharmevo.biz

For more information on our products
call PharmAssist helpline 0800-82222

Monday to Friday 9:00 am to 6:00 pm
or email us at : pharmassist@pharmevo.biz
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